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ANDA 75-551

TEVA Pharmaceuticals USA _ DEC [T 2001
Attention: Philip Erickson

1090 Horsham Road

PO Box 1090

North Wales, PA 19454

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 31, 1998, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Lovastatin
Tablets USP, 10 mg, 20 mg, and 40 mg.

Reference is also made to our tentative approval letter dated
July 18, 2001, and to your amendments dated March 24 and
April 16, 1999; and September 18, October 24, and November 20,
2001.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioequivalence has
determined your Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg
to be bioeguivalent and, therefore, therapeutically eguivalent

to the listed drug (Mevacor® Tablets, 10 mg, 20 mg and 40 mg,
respectively, of Merck Research Laboratories). Your dissolution
testing should be incorporated into the stability and quality
control program using the same method proposed in your
application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting reguirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.




Submit both copies together with a copy of the proposed or final
printed labeling to the Divisicn of Drug Marketing, Advertising,
and Communications (HFD-40}). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

Sincerely yours,

/Sy
/Gary Bue}"{ler l-l{l"llOl
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 75-551

JUL 18 2001

TEV A Pharmaceuticals USA
Attention: Philip Erickson
1090 Horsham Road

PO Box 1090

North Wales, PA 19454

Sent by Facsimile and U.S. Mail
Dear Mr. Erickson:

This is in reference to your abbreviated new drug application (ANDA) for Lovastatin Tablets USP,
10 mg, 20 mg and 40 mg dated December 31, 1998, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act. This letter is to inform you that the reference listed drug
(RLD), Mevacor® (Lovastatin) Tablets USP, upon which you have based your application, is subject
to a period of pediatric exclusivity which expires on December 15, 2001,

Pursuant to the June 22, 2001, Court Order entered by Judge James Robertson in Merck & Co., Inc.
v. Food and Drug Administration, et. al., Civil Action No. 01-1343 (JR) in the U.S. District Court for
the District of Columbia, the Pediatric Exclusivity Board’s Memorandum of June 15, 2001, was
vacated and remanded for further consideration. The Pediatric Exclusivity Board reconsidered its
decision and on July 17, 2001, decided to grant pediatric exclusivity to Mevacor® (Lovastatin)
Tablets USP. Therefore, the final approval given to Teva Pharmaceuticals USA on June 15, 2001,
for this application is hereby withdrawn.

Based upon the information you have presented to date, the drug is safe and effective for use as
recommended in the submitted labeling. Therefore, the application is tentatively approved.

This determination is based upon information available to the Agency at this time, i.e., information
in your application and the status of current good manufacturing practices (CGMPs) of the facilities
used in the manufacture and testing of the drug products, and is subject to change on the basis of
new information that may come to our attention. Final approval cannot be granted earlier than
December 15, 2001.

As noted in the current edition of the Agency’s publication entitled “Approved Drug Products with
Therapeutic Equivalence Evaluations” (Orange Book), U.S. Patent number 4231938 (*938 patent)
for the RLD, Mevacor® (Lovastatin), was scheduled to expire on June 15, 2001. Your application
contains a Paragraph ITI Certification to the ‘938 patent under Section 505()(2)(A)(vii)(III) of the
Act stating that your commercial manufacture, use, or sale of these drug products will not commence
until the expiration of the patent.

 However, Section 111 of Title I of the Food and Drug Administration Modernization Act of 1997
(FDAMA) created section 505(A) of the Federal Food , Drug and Cosmetic Act (21 U.8.C. 355a).
Section 505A permits the sponsor of the new drug application for the RLD to obtain an
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additional six months of exclusivity if, in accord with the statute, the sponsor submits data
previously requested by the Agency relating to the safe and effective use of the drug in a pediatric
population. In this case, the RLD holder, Merck, has submitted data to support the use of Mevacor®
{Lovastatin) in a pediatric population. The Agency’s Pediatric Exclusivity Board has determined
that the data support the granting of 6 months of exclusivity to the RLD. Consequently, the

. awarding of this exclusivity will effectively lengthen the life of the patent referenced above by an
additional 6 months. Therefore, final approval of your application may not be made effective
pursuant to 21 U.8.C 3255()(5)(B)(ii} of the Act until the additional exclusivity period granted to
the RLD holder for the ‘938 patent has expired on December 15, 2001.

Because the Agency is granting a tentative approval for this application, when you believe that
your application may be considered for final approval, you must amend your application to notify
the Agency whether circumstances have or have not arisen that may affect the effective date of final
approval. To reactivate your application, please submit an amendment at least 60 days (but not more
than 90 days) prior to the date you believe your application will be eligible for final approval. This
amendment should identify changes, if any, in the conditions under which the product was
tentatively approved, and should include updated information such as final printed labeling,
chemistry, manufacturing, and controls data as appropriate. Please note that this amendment should
be submitted even if none of these changes were made. The amendment should be designated
clearly in your cover letter as a MINOR AMENDMENT. In addition to this amendment, the
Agency may request at any time prior to the final date of approval that you submit an additional
amendment containing the information described above. Any changes in the conditions outlined in
this abbreviated application and the status of the manufacturing and testing facilities' compliance
with current good manufacturing procedures are subject to Agency review before final approval of
the application will be made. In addition to, or instead of, the amendments referred to above, the
Agency may, at any time prior to the final date of approval, request that you submit amendments
containing the information requested above.

The drug products that are the subject of this abbreviated application may not be marketed without
final Agency approval under Section 505 of the Act. The introduction or delivery or introduction
into interstate commerce of this drug before the effective final approval date is prohibited under
Section 501 of the Act. Also, until the Agency issues the final approval letter, these drug products
will not be listed in the Agency's "Approved Drug Products with Therapeutic Equivalence
Evaluations" list.

Please contact Cecelia Parise, R.Ph., Special Assistant for Regulatory Policy at (301) 827-5845, for
further information regarding this issue.

ﬁS'nﬁly yours, r] / D
/S, A
~ ' /,, - 7/ { y/ &’O@/
Gary J. Buehler !
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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TEVA Pharmaceuticals USA
Attention: Deborah A. Jaskot
1510 Delp Drive

Kulpsville, PA 19443

Dear Madam:

This i1s in reference to your abbreviated new drug application
dated December 31, 1998, submitted pursuant to Section 505{(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Lovastatin
Tablets USP, 10 mg, 20 mg, and 40 mg.

Reference is also made to your amendments dated March 24,
April 16, July 29, August 25, August 31, and September 22, 1999.

We have completed the review of this abbreviated application and
have concluded that based upon the information you have presented
to date, the drug is safe and effective for use as recommended in
the submitted labeling. Therefore, the application is
tentatively approved. This determination is based upon
information available to the Agency at this time, (i.e.,
information in your application and the status of current good
manufacturing practices (CGMPs) of the facilities used in the
manufacture and testing of the drug product), and is subject to
change on the basis of new information that may come to our
attention.

The reference listed drug product (RLD) upon which you have based
your application, Mevacor Tablets of Merck Research Laboratories,
is to a period of patent protection (U.S. Patent No. 4,231,938)
which currently expires on June 15, 2001. Your application
contains a Paragraph III Certification to this patent under
Section 505(7]) (2} (A) (vii) (III) of the Act stating that will not
market the drug product prior to the expiration of the ‘938
patent. Therefore, final approval of your application may not be
made effective pursuant to 21 U.S.C. 355(3j) {5) (B) (ii) of the Act
until the period has expired, i.e., currently June 15, 2001.

Because the Agency is granting a tentative approval for this
application, please submit an amendment at least 60 days (but not
more than 20 days) prior to the date you believe your application
will be eligible for final approval. This amendment should
identify changes, if any, in the conditions under which the
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product was tentatively approved, and should include updated
information such as final-printed labeling, chemistry,
manufacturing, and controls data as appropriate. An amendment
should be submitted even if none of these changes were made.

This submission should be designated clearly in your cover letter
as a MINOR AMENDMENT. 1In addition to this amendment, the Agency
may request at any time prior to the final date of approval that
you submit an additional amendment containing the information
described above.

Failure to submit either or, if requested, both amendments may
result in rescission of the tentative approval status of your
application, or may result in a delay in the issuance of the
final approval letter.

Any significant changes in the conditions outlined in this
abbreviated application as well as changes in the status of the
manufacturing and testing facilities' compliance with current
good manufacturing practices (CGMPs) are subject to Agency review
before final approval of the application will be made.

Please note that this drug product may not be marketed without
final Agency approval under Section 505 of the Act. The
introduction or delivery for introduction into interstate
commerce of this drug product before the final approval date is
prohibited under Section 501 of the Act and 21 U.S.C. 331 (d).
Also, until the Agency issues the final approval letter, this
drug product will not be deemed approved for marketing under

21 U.S.C. 355 and will not be listed in the "Approved Drug
Products with Therapeutic Equivalence Evaluations™ list (the
"Orange Book"), published by the Agency. Should you believe that
there are grounds for issuing the final approval letter prior to
June 15, 2001, you should amend your application accordingly.

At the time you submit any amendments, you should contact
Michelle Dillahunt, PrOJect Manager, at (301) 827-5848, for
further instructions. : :

Slncerely yours,

‘ Douglas } \éborn 6

Director (q#%?

Office of Generic Drugs
Center for Drug Evaluation and Research
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DESCAIPTION
Lovastatin % a cholesterol lowering agent isolated from a strain of Asperpitius fer-

(01 total inhibilors) base hydrolysis) of 1.3d-foid and 1.36-Told. respectively, and

reus. After oral ingestion, lovastatin, which is an inactive Jaclone, is hyoroiyzed to
ihe corresponding B-hydroxyacid form. This is a principal metabolite and an
inhibitor of 3-hydroxy-3-methylglutaryl-coenzyme A (HM®=-S0A) reductase. This
enzyme catalyzes the conversion of HMG-CoA to mevalonate, which is an early and
rale fimiting step in the biosynthesis of cholesterol

Lovastatin is {1 &[{o(R"), 3¢, 75,8P (2 §.4 5, 8aB1)-1.2.3.7,8.8a-hexahydra-
3,7-dimetiy|-8- [2-{tetranydro-4-hydroxy-6-ox0-2H-pyran-2-4ethyl]-1-naphthalenyl
2-methylbutanoale. s strughyral formula is:

L0, MW 40455

Q "
\ 0, W 04
, Lovastatin is 3 white, nonhygroscepic crystalline powder that is insotuble in water

and spar:ngly soluble in ethanot, methanol, and acetonitrile

Lovastatin Tablets are supplied as 10 mg, 20 mg or 40 mg tablets for oral agmin-
istation. In addmun ecch tablet contains the following inactive ingredients: lac-
tose h starch, ium stearate, and microcrystalling
cellulose. Bumateﬂ hydroxyanisole (BHA) i is addd® as 2 preservative. Lovastatin
Tablets, 1G mg alse contzin FDAC Yeflow #6. Lovestatin Tablets, 2D mg also con-
tain FD&G Bluz #1. Lovastatin Tablets, 40 mg also contain DAC Yeliow #10, FOAG
Blue #1, and FD&C Yellow #6. -

CLINICAL PHARMACOLOGY

The invohement ot low-density fpoprotein {LDL-C) in g

has been well-documenied In clinical and pathological studies, as well as in many
animal experiments. Epidemiclogical and clinical $wdies have established that
high LOL-C and low high-gensity hpopratein cholestercl (HOL-C) are both associated
Wwith coronary heart disease. However, ihe risk of devekoping coronary hearl disease
is continuous and graded over the range of cholesterol levels and many coronary
evenls do ocour in patients with total cholesterol (total-C} and LDL-C in the lower
end of this range.

Lovastatin hag been shown 1o reduce both normal and elevated LDL- soncentrations,
LDL is formed from very low-density lipoprotzin (YLDL) and is cataboiized pre-
dominantly by the high affinity LOL receptor. The meehanism of the LOL-lowering
effect of lgvastatin may invglive both reduction of VLDL-C concentration, and
induclion of the LDL mceptnr Ieaqu to reduced production and/or increased
catabohsm of LDL-C. B also falls ially during

with lovastatin. Sin¢e &ach LDL parlicle contains one molecule of apolipoprotein B,
and since little apolipoprotein B is found in other lipoproteins. this sirongly suggests
tha! lovastabn does nol merely cause cholesterel to be lpst from LDL, but also
reduces the concentration of girgulating LDL panlicles. In addition, lovastatin can
praduce increases of variable magnitude in HDL-C, ané modesty reduces VLDL-C
and plasma trighycerides (T4) {see Tables I-1Il under Clinical Stugies). The effects
of lovastatin on Lp(a), fibrinogen, and certain other independent biochemica risk
markers for coronary heart disease are unknown,

Lovastatin ts a specific inhibitor of HMG-CoA reductase, the enzyme which catalyzes
the conversion of HMG-CoA 1o mevalenate. The conversion of HMG-CoA to mevalonate
is an early step in the biosynthetic pathway for cholesterol.

Pharmacokineiics
Lovastatin is a lactone whick is readity hydiotyzed i vivo 10 the corresponding
P-hydroxyacid, a potent inhibitor of HMG-CoA retluctase. Inhibition of HMG-CoA
reductase is the hasis for an assay in pharmacokinetic smidies of the A-hydroxyacid
metabolites {active inhibitors) and, following base hydrolysis, aclive plus ktent
inhibitors {total infibitors) in plasma following administration of lowastatin,
Following an oral dose of ™C-labeled kovadtatin in mar, 10% of the dose was
excreted in uring and 83% in feces. The Latier repy absorbed drug equivaient:
excreled in bile, as wedt as any unabsorbed grug. Plasma Goncentrations of lotat
radioactivity (lovastatin plus "4C-metabolites) peaked at 2 hours and geclined
rapidly to about 10% of peak by 24 hours postdose. Absorption of lovasiatin, esli-
mated refative to an intravenous reference dose, in each of four animal species
tested, averaged about 30% of an oral dose. In animal studies, after oral dosing,
lavastatin had high selectivity tor the liver, where it achieved substantially higher
concentrations than in non-target lissues. Lovastatin undergoes extensive first-
pass extraction in the liver, its primary site of agtion, with subsequent excrelion of
drug equivalents in the bile. Asa of exiensive hepatic of
lovastatin, the availability of drug to the general circulation is low and variable. In
a single dose study in four hypercholesterolemic patients, it was estimated that
less thar 5% of an orat dose of lovastatin reaches the general circulation as attive
itars. Following admini of in tablets the of variation,
based on between- -subject variability, was approximately 40% for the area under
the gurve (AUC) of total inhibitory activity in the general circulation,
Both in and its B-hyo id bolite ar¢ highly bound (=%5%) o
hyman plasma proteins. Anlmal studies demonsirated hat lvastatin ¢rosses the
biood-brain and placental Sarriers.
The major active melabolites present in human plasma are the B-hydroxyatid of
lovastaun, its 6™-hydroxy derizative, and two addibonal metabolites. Peak plasma
toncentrations of both active and total inhibitors were attained within 2 I¢ 4 hours
of dose i While the i dose range i 10 o

. The etect of lpvagiatin on lipids and lipoproteins and the sa!etv profile of |

ot and its p- nydmxyacld metaboiite [measured using 2 chemical assay-
liguid chre mass y - different #rom that used in the
first™* study] of 1.94-fold and 1.57- foid respectively.  The elect of amounts of
grapetruil juice between those used in these two studies on lovestztin pharmaco-
kinelics has not been studied.

"*Kaniola, 1 eral., Cln Pharmacel Ther 1998,63(4):397-402.

Chnical Studies

Lovastatin has been shown o be highty elective in reducing total-C and LDL-C in
fheterozygous familiaf and non-familial forms of primary hyperchalesterolemia and
in mixed hyperlipifemia. A marked response was seen within 2 weeks, and the
maximum therapeulic response occurred witn 4-6 weeks, The response was
maintained during continuation of therapy. Smple Haily doses given in the evening
were more ettective than the same dose given in the morning, perhaps because
cholesterol is synthesized mainky at mght.

In multicenter, dnuhle bllnd studies in patients with familial or nen-famial hyper-
ed in doses ranging from 10 mg g.p.m. 10
a0mgbig., was compared 10 placebo. Lovastatin consistently and significantly
decreased plasma total-C, LOL-C, total-CHDL -G rabio angd LDE-CAHDL-C ratio. In
addition, lovastatin produced increases of variable magnitude in HDL-C, and modesty
decreased VEDL-C and plasma TG. {see Tables | through {1l for dose response
1esults).

The results of a stucy in patients with primary hyperchuleslemlemla are presented
in Table L

TABLE |

(Mean Percent Change from Baseline Alter 5 Weeks)
TOT

|10 B

DOSAGE N IOTAL.C LDL:C HDLC HDL-G HDLL TG
Plagebg 1 -2 Rl Rl 0 +1 48
Lovastatin

10mg g.p.m. kk] -15 -2t +5 -24 -19 10
20 mg gpm. 33 1% 27 46 -30 23 -9
10 mg b.id 32 1% -28 48 -33 -25 7
40 mg g.p.m. 33 -n -3 45 -3 =25 -8
20 mg b.id. 36 24 -32 42 -2 -4 -6

Lovasialin was compared 10 cholestyramine in a randomized open parailel study.
The stutly was performed with patients with hypercholesterolemia who were at
high risk of myocardial infarction. Summary resulls are presented in Table 11

TRBLE II

(Percent Change trom Basehne Afzer 12 Wbeks)

LDLU C:‘
N IOJALC LOLC HDL-C HDLC

HOL-C VIDLG IG
{mean) (mean){mean} (mean) {mean) (median}{mean)

IREATMENT

Lovastatin
2mgbid. 8 27 32 8 B 3t M N
4Cmgbio. B 3¢ &2 .8 44 37 31 27

Cholestyramine
12pbld 88 17 23 4 7 2 N

Luwslatm was studied in controlled frials in hypercholesteroiemic pafients with
d non-inswin dep diabetes mellitus with noimal renal function.

carotid lesions in patients receiving fovastatin alone compared to thost
placebo alone (p=0.001). The predictive value of changes in IMT for stro
yet been established. I the lovastatin group there was a significant re
the numbar of patients with major cardiovascular events telative to tf
group (3 vs.14) ang 2 significant reduction in llcause mortaliy (1 vs.
fre

There was a high prevalence of baseline lenticular opacities in The patieml
included in the early clinical triats with lovastatin. During these mials the a
of new opacities was noled in both the lovastatin and placebo graups.
ne clinically significant change in visual acuity in the patients who had nes
reported nor was any patient, including those with opacities noted ai
discontinued from therapy because of a decrease in visuat acuity.

A three-year, double-blind, placebo-conbiofled study in hyperchols:
patients to assess the effect of lovastatin on the human lens demans!
there were no clinically or statistically significant citierences between the
and placebo groups in the incidence, type or progression of lenticular
There are no cantrolled clinical data assessing the lens available for
beyand thrae years.

IHDICATIONS AND JSAGE
Therapy with lovastatin should be a component of multiple risk tactor in
In those individuals with gyslipi atrisk for vascula

Lovastatin should be used in addition to a diet restricted in saturated fai
lesterol as part of a beatment strategy 1o lower total-C and LDL-C to tar
when the response to diel and other nonpharmacological measures alons
inadequate to reduce risk.

Loronary Hear! Disease

Lovestatin is indicated io siow the progression of ceromary atherosc
patients with coronary heart disease as part of 2 reatment strategy (o lov
and LDL-C to 1arget levets.

Hypercholesterolemia

Therapy wilh fipid-altering apents should be a compontnt of muiple
intervention in those individuals &1 significantly increased risk for acther
vascular disease oue to hypercholesterolemi. Lovastatin is ndicat
adjunct to diet for the reduction of efevated total-C and LDA-C levels it
with primary hypercholesterofemia {Types l1a and 11b***), when the re:
diet restricted in saturated fat and cholesterol ang to other nonpharmi
measures alone has been inadequate.

General Recommendations

Prior 1o initialing therapy with lovastatin, secondary causes for hyp
terolemia {e.9., poorly controlled diabetes mellttus hypothyroidism, neph
drome, dysproteinemias, obstructive liver disease, other drug therapy, alc
should be excluded, and z lipid profite performes to measure total-C, HI
TG. For patents with TG kess than 400 mg/dL (<4.5 mmoit), LDL-C can be
using the following equation;

LDL-C = total-C - [0.2 x (TG) + HDL-E]

For TG levels >400 mg/dL (>4.5 mmolt), this equation i less accurate &
concentrations should be determined by ultrecenirifugation. In hyperirighy
patients, LDL-C may &e low or normal despite slevated total-C. In sui
lovastatin is not indicated.

The National Cholesteral Education Pragram (NCEP) Treatmen! Guice
summarized below.

NCEP Treatment Guidelines:
LDL-C Goals and Cutpairts for Therapeulic Lileslyie Changes
and Drug Therapy in Ditterent Risk Gategories

were similar to that d in studies in Lowastatin had no
riinicalty important effec? on glycemic control ar an the dose riquirement of oral
hypeglycemic agents.

Expanded Clinical Evaluation of Lovasatin (EXCEL ) Study

Lovastatin was compared to placebo in 8,245 patients with hypercholesieroiemia
frolah-L 240-300 my/dL [5.2 mmolL-7.6 mmo¥L], LDL-C> 160 me/dL [4.1 mmal. ]}
in the randomized, double-Bind, parallel, 48-week EXCEL study. All chanpes in the
lipid measurements {Table HI) in lovastatin breated patients wer: dose-related and
sipnificantly gitterent from placebo {p<D.001). These resulls were sustained
throughout the study.

TA..BLE in

{Fercent Change from Baseling -
Average Values Berween Weeks 12 and 48)

LDL-G/TOTAL-&/

DOSAGE HOLL 16,

(mean] (mean) (m:an} (mean) {mean) (medm]
Piacebo 1663 +0.7 402 406
Lovastatio
20 mgyq.p.m. 1642 17 24 &6 27 -2 -10
40mgq.p.m. 1645 .2 A 72 MW % -14
20mg bid 1646 24 -4 46 -38 <29 -16
40mgb.ie. 1649 -29 0 495 44 - -19
=~ Patients enrolled
Atheroscleosis

In the Canadian Cofenary Atherosclerosis Intervention Trial (CLAIT), the eHect of
therapy with éovastahn on coronary atherosclerosis was assessed by coronary
it patients. In 1he fandomized. double-biind, con-

80 mg/day, finearity of inhibitory aaﬁnty in the generaf circulalion was
by a single dase study employing ovastatin tabiet dosages trom 68 10 & high as
120 mp.  With 3 once-a-day dosing regimen, plasma concentrations of total
inhibitors over a gosing interval achigved 3 steady state between the second and
third days of therapy and were about 3.5 Bmes those following a single dose
When lovastatin was given under fasting conditions, plasma concentrations of total
inhibitors were on average about twe-thirds those found when lovastatin was
admintstered immediately after 3 szndard lest meal.

tn a study of patients with i K e 10-30 mLmin),
the piasma concentrations of tolal inhibitors after a single dose of kovastatin were
approxintately two-fold higher than those in healthy votunteers.

In a study includirg 16 elderly patients between 70-78 years of age who received
lovastatin 80 mulday, the mean plasma level of HMG-CaA reductese inhibitory
actity was i % with 18 patients between 18-30
years of age (see Pnzmmons Gmamc Use).

Lovastatin is a substrate for cytochrome P450 isoform 3A4 (CYP3A4) (see
PRECAUTIONS, Drug Interactions). Grapetruit juice containg one or more compo-
nents that inhibit CYP3A4 and can in¢rease the plasma concenirations of orugs
metabolized by CYP3A4. In one study™°, 10 subjects coasumed 200 mL of double-
strength grapefruil juice (one can of rozen concenteate dituted with one rather than
3 cans of water) three times daily for 2 days and an additional 200 mL double-
strength grapefruit juice together wath and 30 and 90 minutes following a single
¢ose of B0 mg fovastatin on the third day. This regimen of grapefrult juice resuited

trolled cllmcal Inal pabems weig tieated with conventional measures {usuaty diet
and 325 my of aspirin every other day) and either lovastatin 20-80 mg dady or
placebo. Angiograms were evaluated at basaline and 31 bwt years by computerized
quantitztive coronary angiography (OCA). Lavastatin sigrificandy slowed the pro-
gression of lesions as measured by the mean change per-patent in minimum
lomen diameter (the primary endpoint) and perceni diametsr $5enosis, and
decreased the proportions of patients categonzed with disease progression (33%
vs. 50%) and with new kegions {16% vs. 32%}

In a similarty designed trial, the Monitored Atherosclerosis Regression Study
{MARS), patients were treated with diet and either lovastatn BG mg daily or placebo,
No siatisticaily sipnificant ditterence between lovastatin and placebo was seen tor
the primary endpoint {mean change aer pallenl in percent diameler s}ennsts ofall
lesionsg), or for mast secondary QCA Visval oy

who formeo 2 consensus apinion of overall angiographic change (Global Change
Score) was dso a secondary endpoint. By Ihis endpoin, signiticant slowing of disease
was seen, with regression in 23% of palients Ireated with lovastatin compared to
1% of placebo patients

In the Famllm Atherostlerosis Treatmend Study {FATS), either lovastatin of niacin
in with a bile acid seq) for 2.5 years in nypcrllpldemlc subjects
i ly reduced the of pr and | the t of
reﬂlessmn ot colgnary athewsclerouc lesions by QCA compared 10 diet and in
some cases, low-dose resin.

The effett of lovastztin on the progression of atherosclerosis in the coronary arleres
has been corroborated by similyr findings in another wascelature.  In the

in @ mean increase in the serum af and its B-hyd
metaboliie (25 measured by the area ender he concentration-time curve) of 13-
fold and 5-foid, respectively [as measured using chemical assay - high pi ]

liquid chromatography]. tn a second study, 15 subjects consumed ore 8 oz glass
of single-sirength grapefruit juice (ene can of frozen eoncentrate difuted with 3
cans of water) with breakfast fer 3 consecutive days and a single dose t 40 mg
knaastatin in the evening of the thirg day. This regimen of grapefruit juice resulted
02 mean increase in the plasma conceniration (as measured by the area under the
concentration-time curve) of active and total HMG-CoA reductase inhibitory activ-
ity fusing an enzyme inhibibon assay both before (for active inhibitors) and after

Larotid Artery P Sludy (ACAPS), the effect of therapy
with lovastatin on carofid atheroscierosis was assessed by B-mode utrasonography
in hypertipidemic palients with early carotid lesiens and without known coronary
heart disease ai baseline. In this doubie-blind, conirolled clinical 1riat, $19 patients
were randomized in a 2 x 2 faciorial design to placebe, lovastztin 10-40 mp daily
and/or warfanin. Ultrasonograms of the carotid walls were usyd 10 determing the
change per patient from baseling to three years in mean maximpm intimal-medial
thickress {IMT) of 12 measured segments. Therd was a significanl regression af

Risk Category LDL Goal  LDL Level at Which 10 LOL Level ai Wh
(mpAdl)  Initiate Therapeutic  Consider Drug T
Litestyie Changes {mgHL)
{mgAL)
CHO* or GHD

risk equivalents <100 =100 2130
{10-year rigk >20%) (100-12%: drug upl
24 Risk factors <130 2130 10-year risk 10-20¢
(0vear nsk <20%) 10-year risk <10%

0-1 Risk facior™! <160 2160 =190
(160-189 LDL-bo
drug optiona

t CHD, coronary hearl disease

1t Some authorities recommend use of LDL-lowering drugs in this categ
LDL-C level of <100 mg/dl cannod be achieved by therapeutic liestyle |
Others prefer use of drugs that primarity modify righyerides and HDL
nicotini¢ 3¢ of fbeate, Clinical judgment atso may call for deferring drug

in this subcategory.

1t Almost all people with 01 risk factor have a 10-year risk <10%; tus,
risk assessment in people with 81 risk factor is nol recessary.

After the LDL-C goaf has been achigved, if the TG is still 2200 mg/dL. no
(wial-t minus HDL-C) becomes a secondary target of thesapy. Non-HDL
ae set 30 mg/dl. highes than LDL-C goals for sach risk categary.

At the time ot hospitalization for an acute coronary event, consideratior
given [o inilialing rug therapy at discharge if the LIL-C is 2130 mgral (5
Guidelines above),

Since the goat of treatment is to lower LDL-C, the NCEP recommends thy
levels be used to initiate and assess treatmant response. Only it LDL-C k
not available, should the totak-C be used ty monior therapy.

Althcugh kvastatin may be useful to reduce elevated LOL-C levels in pati
combined hypercholesterolemia and hyperirighceridemia where hype
terolemia is the major abnormaiity (Type Kb hyperlipoproleinemia), it has |
studied in conditions where the major abao/mality is elevation of chylol
VLOL or IDL {i.e., hyperlipoproleinemia types bILIV, or V).""

CONTRAINDICATIONS

Hyper 0 any of thig

Active liver disease of unexplained persistent elevations of sefym transa
(see WARNINGS)

Pregnancy and lagtation. Atheroselerosis is a chronig process and the dis
ation of lipid-lowering drugs during pregnancy should have littie impact gn
come of long-term therapy of primary hypercholesterolemia. Moreover,
terol and other products of the tholestarol biosynthesis pathway are essen!
penants for fetat development, including synthesis of sterowds and cell men
Because of the ability of inhibitors of HMG-GoA reductase such as lova:
decrease the synthesis of cholesterojand possidty other products of the
terol biosynthesis pathway, lovastatin is contraindicated during pregnanc
nursing mothers. Lovasiatin shoukd be adminisiered o women of ¢Mld
age paly when such patients are highly wnlikely 1o conceive. If the
becomes pregnant whise taking this drug, lovastatin shovkl be discontinue:
diately and the pabent should be apprised of the potential hazard to the fe
PRECAUTIONS, Pregnancy).

WARNINGS

Skefetal Muscle

Lovastatin and othes inhibitors of HMG-CoA reductase occasionaily cause m
which is manifested as muscle pain o¢ weakness associaled with grossly
creating kinase (> 10x the upper limit of normal [ULN]}). Rhabdomyolysis,
without acute remal failure secondary 10 myoglobinuria, has heem ¢
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of 4 and its B-hyd id [measured using 4 chemical assay-
{quid chromatographyAzndem mass spectrometry - ditterent from that used in the
first"* swdy] of 1.94-foid and 1.57-fold, respectively. The eltect of amounts of
grapetroit juice between those used in these two studies on lovestatin pharmaco-
kinetics bas not heen studied

~Kaniola, T. et al., Clin Pharmacol Ther 1998,6K4).397-402.

Clintcal Studies

Lovastatin has been shown to be highly effective in reducing total-C and LOL-C in
heterozygous famitial and non-tamifial farms of primary hyperchalesterolemiz and
in mixed fiyperlipidemia. A marked response was seen within 2 weeks, and the
maximum therapeutic response occurred within 4-6 weeks.  The response was
maintained during continuation of therapy. Single daily doses given in the evening
were more effective than the same dose given in the moming, perhaps because
cholesterol is synthesized mainty at night.

In maiticenter, double-biind studies in patients with familial or non-familial hyper-
cholgsterakemia, lovastatin, administered in doses ranging from 10 mg q.p.m. to
40myg b.id. was compared to placebo. Lovastatin consistantly and significantly
decreased plasma total-C, LOL-C, 16tal-C/HOL-C ratic and LOL-CHOL-C ratio. in
addingn, lovastatin produced increases of variable magnitude in HOL-C, and modestly
decreased VLOL-C and plasma TG. (see Tables lqhmuqn 1il for dose responss
results). :

The results of 3 study in patients with primary hypercholesterolemiz are presented
in Table |

TABLE |

(Mean Percent Changg from Baseline After § Weeks)
Tar

Lt/ &

DOSAGE N TOALC LDLC HDLL HOLG HDLE 16
FHlacebe 33 2 -1 Bl il +1 +9
Lovastatin

10 mg gp.m. 33 -16 21 +5 24 -19 -10
20 mg q.p.m. 33 -18 27 +5 -30 -23 -9
10meghid. a2 -19 -28 +8 -3 -25 -7
40 mg q.p.m. n 22 -3 +4 -33 25 8
20 mg bid. 36 - 32 +2 R G

Lovastatin was to cholesty ina open parallel study.
The study was performed with patients with hypeccholesterolemia who were at
high risk of myocardial infarttion. Summanry results are presented in Table H.

TABLE !l

I Vs, I
(Percenl Change from Baseiine After 12 Weeks)
Tar.

oL ’
IREATMENT N IOTALC LDLL HOL-C HOL-G HOLC VIDLL IG.
(mezan) (mean) (mean) {mean) {mean) (median) (mean)

Lovastatin
Wmgbid 8 27 32 9 3% M1 34 2
Mmghid 88 M A2 48 M 7 3

Chalestyramine
1Zgb.id 88 47 22 8 - A 2

Lovastatin was studied in controiled trials in hyparcholesterolemic patients with
well-contralled ngn-ingulin dependent diabetes meflitus with normal renal function.

carohd lesions in patients receiving lovastatin afone compared to thase receiving
placebo alone (p=0.001). The predictive vaiue of changes in IMT for stroke has not
yet been esiablished. In the lovastatin grop there was a significant reduction in
the number of patients with major cardiovascular events refative to the placebo
group (5 vs.14) and a significant reduction in all-cause martality (1 vs. 8).

Epe
There was a high prevalence of baseding lenticular opacities in the patient population
included in the early clinical trials with kovastatin. Quring these trials the appearance
of new gpacities was noted in both the lovastatin and placebo groups. There was
g clinicalfy significant change in visual zcuity in the patients who had new opacities
reported nor was any patient, including those with opacities noted at basefine.
discontinued fram therapy because of a decrease in visual acuity.

A three.year, double-blind, placebocontrolled study in hypercholesterolemic
patients to assess the effect ot lovastatin on the human lens demonstrated that
here were no clinically or skalistically significant differences betwean the lovastatin
and placebo groups in the incidence, type or progression of lenticular opacities.
There are no controlled clinical dam assessing the lens awailable for treatment
beyond three years.

INDICATIONS AND USAGE

Therapy with lovastatin shoutd be a companent of multiple nsk facter mtervention
in those individoals with dyslipidemia at risk for atherosclerotic vascular disease.
Lovastatin should be used in addition to a diet restyicted in saturated fat and cha-
festerol as part of a reatment strategy to lower total-C and LOL-C to targel levels
wher the response to diet and other nonpharmacological measures alone has been
inagdequate to reduce risk

Caranary Heart Disease

Lovastatin is ingicated to slow the progression of corgnary aiherosclerosis in
patients wilh coronary heart disease as part of  treatment strategy 10 kower total-C
and LDL-G to target levels.

Hypercholesterolemiz
Therapy with lipid-aitering agents should e a component o muitiple risk factor
' ! signif - "

rarety and car occar al any time. In the EXCEL study, there was one Case
myopathy among 4933 patients randemized to tovastatin 20-40 mg daily for
weeks, and 4 among 1649 patients randomized t 63 mg daily. When drug tre
ment was interrupted or discontinued in these patients, muscle Symploms and ¢
atine kinase (CK) increases promptiy resalved. The risk of myopathy is increat
by concomitant therapy With cerain drups. some of which were excluded byt
EXCEL study design.

Myopathy caused by drug interactions.

The incidence and seventy of myopathy are increased by concomitant administrab
of HMG-GoA reductase inhibitors with drugs that can cause myopathy when gix
alone, such as gemfibrozil and other fibrates, and lipid-towgring doses (> 1 g/d:
af aiacm {nicotinic acid) -

In additian, the risk 6! myopathy may be increased by high levels of HMG-C
reductase inhibitory actwily in plasma  Lovastatin is metabolized by 1
cytochrome P450 isefarm 3A4 (CYP3A4). Potent inhibitors of this metabolic pa
wiy can raise the plasma level of HMG-CoA reductase inhibitory activity and m
increase the rigk of myopathy. These include cyclosporing; the azole antifunga
itraconazole and ketoconazole; the macralide amibiotics, eryiromytin and cl
ithigmyoin: HIY protease inhibitors; the antidepressaat nefazodone; and lar
quanities of grapefruit juice (=1 quart daily) (see below; CLINICAL PHARMAGO
0GY, Pharmacokinetics, PRECAUTIONS. Drug fnteractions, and DOSAGE Al
ADMINISTRATION).

Although the data are insutficient for lovastatin, the risk of myopathy appears to
increased when verapamil is used concomitanty with a closely related HMG-G
reductase ihibitor (see PRECAUTIONS. Drug Interactions)

Redugiag the risk of myopathy, &

Y. General measures. Patlents starting therapy with lovastalin shoyld
advised of the sisk of myopathy, and fold In reperi promptly unexpiain
myscle pain, lendernass of weakness. A creatine kinase (CX) fevel abo
10 UL in a patient with unexplaingd muscle symptoms indicates myopat!
Lovastatin Iherapy should be di: yopalhy is di

in most cases, when patients were prompily discontinued fro

intervention in those i al ty risk for ar olic
vascular disease due to hypercholesterolemia. Lovastatin is indicaled as an
adjunct to diet for the reducton of elevated total-C ané LDL-C Jevels in patients
with primary hypercholesterolemia (Types lla and [1b™" "}, when the response fo
diet restricted in saturated fat ang cholestergt and to other nonpharmacological
mezsures alone has been inadequate.

General Recommendations

Priar bo initiating therapy with fovastatin, secondary cavses for hypercholes-
terolemia {e.., poorly controlled diabetes mellitus, hypothyroidism, nephrotic syn-
drome, dysproteinemias, obstructive liver disease, other drug therapy. alcoholism)
should be excluded. and a lipid profile performed to measurg total-¢, HOL-C. and
TG For patients with TG less than 400 mg#fdL (<45 mmoldL), LDU-C can be estimated
using the following eguation;

LOL-C = total-C - [0.2 x (TG) + HOL-C|

For TG leveis >400 mg/dL {>4.5 mmolL}, this equation i less accurate and LDL-C
congentrations should be determined by ultracentrifugation. tn hypertrighyceridemic
patients, LDL-G may bg low or normal despite elevated lotal-C. {n such cases,
lovastatin is not indicated

The National Gholesterol Edycation Program (NCEP) Yeatment Guidelines are
summarized below.

NCEP Treatment Guidelines
LOL-C Goats and Cutpoints for Therapeutic Lifestyle Changes
and Drug Therapy in Different Risk Categories

The effect of lovastatin on lipids and ligoproleins and the safety profile of
werg similar to that demonstrated in studies in nondiabetics. Lovastatin had no
tlinically important eHest on glycemic controf or on the dase roquirement of oral
hypoglycemic agents.

Expanded Clinical Evaluation of Lovastatin (EXCEL) Study

Lowastatin was compared 1o placebo in 8,245 patients with hypercholesterolemia
{total-C 240-300 mg/dL. [5.2 mmolL-7.6 mmolA], LOL-C> 160 mu/eL. [4.1 mmaid |)
in the randemized, double-blind, paralle, 48-week EXCEL study. All changes in the
lipid measerements {Table 111) in lovastatin treated patients wers dase-reiated and
significantly gitterent from placebo (p<0.001). These resulls were sustained
thraughout the study.

TABLE il

{Percent Ghange trom Baseline -
Average Values Between Weeks 12 and 48)

LOL-C/TOTAL-G/

(mean) (mean) (mean) (mean) (mean} (median}
Placebo 1663 +07 404 20 2 06 M
Lovastatin
20mg q.p.m. 1642 -I7 24 466 27 -10
40myg q.p.m. 1845 .22 30 472 -34 -26 -14
20mgbid 1646 - - 486 -38 29 -16
40 mg bi.g. 1643 -2 4 48 44 -4 -19
“*Patients enrolled
Atherascierosts

In the Canaian Coronary Atherosclerosis Intervention Trial (CCAIT), the effect of
therapy with lovasiabn on coranary atherosclerosis was agstssed by coronary
angiography in hkyperlipidemic patients. In the randomized, double-béind, con-
trolted clinical trial, patients were treated with conventional measures (usvally diet
and 325 mg of aspirin every ather day) and sither lovastatin 20-80 mg daity or
placedo. Angiograms were evaluated at baseline and at two years by computerized
quantitative coronary angiography (OCA). Lovastatin significan‘y slowed the pro-
gression Of lesions as measured by the mean change per-patient in minimum
lumen diameter {the primary endpoint) and percent diameter skenosis, and

decreased the prop of patients with disease prog: (3%
vs. 50%) and with naw lesions {16% vs. 32%).
In a simiarly designed trial, the i Atherosclerosi Study

(MARS). patients were treated with diet and either iovastatin 80 mg daify or placebo.
No statistically significant difference between lovastatin and placeto was seen for
the primary endpoint (mean change per patient in percent diameter stenosis of all
lesions), of lor most secondary DCA endpoints. Visual assessment by angiographers
who formed a consensus opinion of overall angiographic chanje (Global Ghange
Score) was alsa a secongary endpoint. By this endpoint, signfficant siowing of disease
was seen, with regression in 23% of patients treated with lovastatin compared o
11% of placebo patients.

In the Familia! Atherosclerosis Treatment Study (FATS), either lovastatin or niacin
in bination with a bite acki for 2.5 years in hyperlipidemic subjects
significantly reduced the frequency of pragression and increased the frequency of
regression of coronary athergsclerotic lesions by QCA compared to diet and, in
SOME cases, fow-dose resin.

The effect of & in on the progression of 0515 in the toronary arteries
has been corroborated by simifer findings in another vasculature. In the
Asymptomatic Carotid Artery Progression Study (ACAPS), the efsct of therapy
with lovastatin an carotid atherosclerosis was assessed by B-moide ulirasonography
in hyperlipidemic patients with early carotid lesions and without known coronary
heart disease at baseline. In this double-tlind, controlled clinical ial, 919 patients.
were randomized in 2 2 x 2 factorial cesign to placebo, sovastatin 10-40 mg daily
and/or wartarin. Ultrasanograms of the carglid walls were uscd & determine the
change per patient fram baseling to three years in mean maaimum infimal-meadial
thickness (IMT) of 12 measured segments. There was a significant regression of

Hisk Category LDL Goal LDL Level at Which ko LDL Levei at Which to
{mg/dL)  Initiate Therapeutic  Consider Drug Therapy
Lifestyle Changes {mgfdt)
{mghiLy
CHD'! or CHD

risk equivalents <103 100 2130
(10-year risk >20%) {100-129: drug optional) t

2+ Risk factors <130 =130 10-year risk 10-20%: 2130
{10-year risk <20%) 10-year risk <10%: 160

O-1Risk factort*t <160 =160

2190
(160-188: L DI -kwering
drug optional}

t GHD, coronary heart disease

™ Some authorities recommend use of LDL-lowering drugs in this cateqory if an
LOL-C leve! of <10¢ mp/dl canaot be achieved by therapeutic lifestyle changes
Others prefer use of drugs that primarily modify wriglycerides and HOL-C. eg..
micotini¢ a¢id or fibrate. Clinical judgment also may call for deferving drug therapy
in this subcategory.

- -
1 Almost 2l people with 0-1 sisk factor have 3 10-year risk <10%; thus, 10-year

risk assessment in people with D-1 risk factor is not necessary.

After the LDL-C goat has been achieved, If the TG is still >200 mg/dt; non-HOLC
{total-C minus HOY-C) becomes a secandary target of therapy. Nan-HDL-C goals
are et 30 my/dL higher than LOL-C goals for ezch risk category.

At the time of hospitalization for an acule coronary event, consideration can be
given to initiating drug therapy at discharge if the LDL-C is 2120 mg/dL (see NCEP
Guidelines above).

Since the goal of treatmeat is 1o fower LBL-C, the NCEP recommends that LOL-C
leveis be used o initiate and assess treatment response. Only if LDL-C levels are
not availabie, should the total-C be used o monitor therapy.

Although kovastatin may be usefu! 1o reduce elevated LOL-C levels in patients with ~
sined i and ighyteridemia where -

terolemia is the major aby ity {Type b by erli ). it has not been
studied ia conditions where the major abnormality is elevation of chylomicrogs,
VLOL or IDL {i g, hyperlipoproteinemia types )LV, or V)"
CONTRAINDICATIONS

Hyp Aty to any comp of this

Active liver disease o i ievations of serum

{see WARNINGS).

Pregnancy and lactation. Atherosclergsls is a chronic process and the discontinu-
ation of lipid-lowering drugs duriag pregnancy should have littie impact on the sut-
come of long-teem therapy of primary hyparchotesteroiemia.  Moreover, chotes-

terol and other products of the cholesterol biosynthesis pathway are essential com-

ponents for fetal development, including synthesis of steroids and cell membranes.

#eeatment, muscle symptoms and CK increases resoived.

Of the patients with rhabdomyolysis, many nad medical histarie
Some had p ing renal i iciency, usualy as ac G of long-standii
diabetes, In such palients, dose escalation requires caution. Also, a5 there are :
known adverse consequences of brie! interryption of therapy, treatment wi
{ovastatin should be stopped a few days before electve major surgery and wh
any major acute medical or surgical condition supervenes
2. Measuras to reduee the risk of myopalhy cavsed by drug interactions (s
above and FRECAUTIONS, Orug i P p
cambined theragy with lovastatin and any of the inleraciing drugs shou
weigh the polenfial henefits and risks, and should carefully monit
pafients lor any signs aad symplams of muscle pain, lendemess, or waa
ness, padicularly during ke Initial monihs of therapy 2ad during any pe:
ods al upward dosage lilralion of sither drug. Periogic CK determination
may be Gonsidered in such situations, but there i$ ro assurance that su
monitoring will prevent myopathy.
The combined use of lovastatin with fibrates or niacin snould be avoided yniess B
benefit of further alteration in lipid levels is likely o outweigh the increased risk of th
drug combination. Combinations of Fbrates or niacin wath low doses of lovastat
have been ysed without myopatiy in small, shor-term ¢linical trials with careful moi
itoning. Addition of these drugs o lovastatin typically provides little additional redu
fion in LOL cholesterol, but further reductions of tigiycerides and kurther ingreages
HOL thoiesterol may be obtained. If ane of these drugs must be used with lovastati
clinical experience suggests that the risk of myopathy is kess with niacin than with ¢
fibrates.

In patients laking concomitant cyclosporine, flbrates or niacin, the dozs
lovastatin should generally i excaed 20 my/day (see DDSAGE AKD ADMIR(!
TRATION and DOSAGE AND ADMINISTRATION, Concomitant Lipid-Loweria
Theragy), as the risk of Myopathy increases substantially at figher doge
Concomitant use of Iovastatin with itraconazole, ketoconazole, erythromyci
chari yein, HIV protease inhi fa . of large ities of graps
fruit juice {>1 quart daily} is not recommended. If no alternative to a short gogrs
of treaiment with itraconazose, ketoconazole, erythromycin, or clarithromycin |
available, 2 brief suspension of lovastatin therapy during such treatment can b
considered 35 there are ne known adverse consequences do brief interruplions ¢
larg-term ¢holesterol-lowering therapy.
Liver Dystunction
Persistent Increases {lo mare than 3 fimes the upper limit o normalj i sarut
lransaminases occurred In 1.9% ot adwll patients wha recedved lovastatin lor 1
feast ane year In #arly cllnical irials {see ADVERSE REACTIONS). When the dry
was inferrupted or discontinued in these patients, the transaminase levels usuall
fell slowly lo pretrestment levels. The increases usually appeared 3 to 12 manth
after the starl of therapy with lovastatin, and were not assaciated with jaundice o
omer clinical signs or symploms. There was no evidence of hypersensitivity: |
the EXCEL study (ses CLINICAL PHARMACOLOGY, Clinical Studies), the incidenc
of persistent increases in serum transaminases over 48 weeks was 0.1% for placety
0.1% at 20 mg/day, 0.9% at 40 mg/day, and 1.5% at 80 mg/day in patients o
lovastatin.  Howewer, in post ling experk with . Symp i
liver disease has been reported rarely at all dosages (see ADVERSE REACTIONS)
H ig recommended that liver funclion {ests e parigrmed delore the Initiation o
treatment, at 6 and 12 weeks atter initiation of therapy or slevaiion of dose, an
iodicatly (a0, ). Patients who develop increase:
Iransaminase levels should be monitored with a second fver lanction evaluation b
confirm the finding and be lollowed therealier with frequent hver function test
until the abnarmality(ies) return to normal. Should as inCrease in AST ar ALT o
three times the upper iimit of normal or greater persist, withdrawal of therapy witl
lovastatin 15 recommended. - :
The drug shoufd be used with caution in patients who consume subsiantial quan
tities of alcohol and/or have a past history of liver disease. Active fiver disease o
d i levations are contrai o the use of i
As with other lipid-lowering agents, moderale (less than three times the upper limi
of normal} elevations of serum transaminases have been reported following theram
with lovastatin (see ADVERSE REACTIONS). These changes appeared soon afte
initiation of therapy with lovastatin, were often transient, were not accompanied bt
any symptoms and interruption of treatment was rot required.
PRECAUTIONS
General
Lovastatin may elevate creatine phosphokinase and transaminase bevels {sei
WARMWNGS ard ADVERSE REACTIONS). This should be considered in the differentia
diagnosis of chest pain in a patient an therapy with jovastatin.

Ho Famifial Hyperch

Because of the ability of inhibitors of HMG-CoA reductase such as o
decrease the synthesis of cholesterc] nd possibly other products of the choles-
tero! bi thi pathiway, 4 in is indi during and in
nursing mothers, Ly thould be 1o women ol chi! y
age only when uch paliants are highly ualikely fo concelve. If the patient
becomes pregnant while takirg this drug, jovastatin should be discontinved imme-
didiely and the patient should be apprised of the potential hazard to the fetus (see
PRECAUTIONS, Pragnancy)

WARNINGS

Sketgtal Muscie :

Lovastatin and other inhibitors of HMG-CoA reductase occasienally cause myopathy,
which is manifested as muscle pain or weakness associated with grossly elevated
creating kinase {> 10x the upper limit of normal [ULN]). Rhabdomyotysis, with ar
withoul acete renal fallure sacondary 10 myoglobinusia, has been reporied

Lovastatin is less effective in patients with the rare hamozygous familial hypercho
{esterolemia. possibly because these patients hawe no functional LDL receptors
Lovastatin appears to be morg likety 1o raise serum transaminases {sez ADVERS!
REACTIONS} in these homozygous patients.

information for Patients
Patients should be advised to report promptly unexplained muscle pain, tendemes:
or weakness {see WARNINGS, Skeletaf Muscie).

Drug interactions

Bemibrazl and other fhrates, kpid-awering doses {2 1 g/day) o1 ncin (nicobinic acid}.
These drugs increase the risk of myopathy when given concomitantly with lovasiatin
probably because thay can produce myopathy when given akine {sez WARNINGS
Skedetal Muscie). There i no evidence 1o sugyest that These agents affact the
gharmacokinetics of lovastatin.




3A4 Inferactions. Lovastatin has ao CYP3A4 inhibilory activity; therefore, it is
expected to affect the plasma concentrations of other drugs metabolized by
3AA However, lovastalin itsel is 4 subskrale for CYP3AA. Potentinhitiiors of
3A4 may increase the risk of by i g the plasma
IMG-CoA reductase mmbitury athy dnnng Io\rasmln terapy.  These
wtors include ] 3 erythromycin, clar-
atyein, HIV protease i !, e, and large g of grapefrait
{1 quart daily) (see CLINICAL PHARMACIJ!.DGY Pharmacokinetics and
NINGS, Skefelal Muscie).
efruit juice contains one or mare components that inhibit CYPAAS and tan
ase the piasma concentrations of drugs metaboiized by CYP3A4. Large quantities
apefruit juice (>1 quart daily) significantly increase the serum concentrations
»astatin and its B-hydroxyacid metabolite during lovastztin therapy and shoulg

oided (see CLINICAL P OLOGY, Phar and WARNINGS,
»tal Musgie).
»ugh the data are i icient for fovastatin, the risk of hy appears to be

ased when verapamil is used concomitantly with a clos'ety related HMG-CoA
stase inhibitor (se¢ WARNINGS, Sievetai Muscle).

narin Arbicoaguiants: In a small tlinical irial in which lovastatin was administered
wtarin treated patients, no effect on prothrombin time was detected. However,
1er HMG-CoA reductase inbibitor has been found to produce a 12ss han two-
nd ingrease in p bin time in healthy recetving low doses of
wrin. Alsa, hleedmu and/or mcreaseo prothromben time haw been reported in
+ patients taking coumarin ant y in. Itis
nmended that in patients taking i nme be

‘e starting iovastatia and frequently enough during early therapy to insure that
gnificant alterabon of prothrombin time occurs. Once a stable prothrombin
has been documented, prothrombin times can be monitored at ihe intervais
Iy recommended for patients ¢n cournarin anticoaguiants. If he dose of
tatin is changed, the same procedure should be regeated. Lovastatin therapy
0t been assoclated with bleeding or with changes in prothrombin time in
7ts not k2king anticgagulants,

wnoiol In normal volunteers, there was no clinically significant pharmacokinetic
armacodynamic interaction with concomitant administration of single doses
astatin znd propranstol.

an: In patiens with #
tatin and mqmun resulted tn R0 éflact or: digoxin plasma concentrations.

Hypoghreemic Agents: In phar studies of lovastatin in hypercho-
clemic non-insufin dependent digbetic patients, there was no drog inleraction
glipizide or with chiarpropamide (See CLINICAL PHARMACOLOGY, Chimigal
s).

crine Function

-CoA reductase inhibitovs interiere with cholesterol synthesis and as such
t theoreticalty blunt adrenal and/or gonadai steroid proguction. Results of
al trials with drugs in this class have been inconsistent with regard to drug
5 on basal and reserve steroid levels. However, clinical studies bave shown
ovastatin does not reduce basal plasma cortiso! concentration or impait
al reserve, and does nrol reduce basal plasma testosterone

Drug-refated testicuiar atrophy, . Sper ic dagen-
erglion and giant ceil formation were seen in dops slamng at 20 my/kg/day.
Similar findings were seen with another drug in this class. No drug-refated effects
on fertility were foand in studies with kovastatin in rats. However, in studies with a
similar drug in this tlass, there was decreased fertility in mate rats treated for 34
weels af 25 rg/kp body we\uhl although this effect was not cbserved in a subsa-

quenl ferility study when this same dose was administered for 11 weeks (the
entire cycle of spermatoganess, including epididymal maturation). In rats treated
with this same reductase inkibitor at 180 mQ/xg/day, seriniterous tubule degener-
ation (necrosis and loss of spermatogenic epithelium) was observed. No micro-
SCOpic changes were observed In the testes from rats of either study. The clinical
significance of these findings is unclear.

Fregnancy; Terategenic etlects:

Pregnancy Category X

See CONTRAINDICATIONS.

Safety In pregnant women has not been established.

Lovastatin has been shown ko produce skeletal maliormations at plasma levels 40

definitely related to therapy with fovastatin. The valu for the placebo group was
25%.

Lancomitant Tharapy
In contralled ctinical studies in which in wes
with cholestyramine, no adverse reactions peculiar to this cunwmmnt treatment
warg pbserved. The adverse reactions thal occured were limited to those reported
previously wlth fovastatin or cholestyramine. Other lipid-lowering agents were not
ed ly with in during controlied Clinicai studies.
Preliminary data suggests lhat the addifion of gemfibruzil to therapy with lovastatin
i not associated with greater reduction in LDL-C than that achieved with lovastatin
alone. In unconirebied clinical studies, mos1 of the patients who have develnped
myopatlty were recelving i rapy with cytl . g or
Riggin (nicotinic acid} (see WARNINGS, Skeiehl Musc.‘e}

The following effects have been reported with drugs ia this class. Not all the effects
listzd below have necessarily been associated with lovastatin therapy.

Skeietal: muscle cramps, myalgia, myopathy, rhabdomyolysis, ariralgias.

fimes the human exposure {for mouse fetus) and B0 imes the human
(for rat fetus} based on mo/m? surface area (doses were 800 mg/kg/day). No
drug-induced changes were seen in gither species at muttiples of 8 limes (raf) or
4 times (mouse) based an surface area. No evidence of malformations was notes
in rahbits at exposures up to 3 imes the human exposure (dose of 15 mg/kg/day,
highest toferated dose).

Rare¢ reports of congenitai anomalies have been received following intrautering
exposuriate HMG-COA reductase inhibitors. 1n a review! of approimately 100
prospectively followed pregnancies in women exposed 10 lgvastatin or angther
stiutiurally related HMB-CoA reductase inhibitos, the incidences of congenital
angmalies, spontanecus abortions ang fetal deaths/stiibirths did not exceed what
would-be expected in the general popuiation. The number of cases is adeguate
aniy 1o exclude a 3 1o 4-fold increase in fongenital anomalies over the background
incidence. In 8%% of the prospectively followed pragnancies, oryg treatment was
initigted prior 10 pregnancy and was discontinued at some point in the first
rimesier when pregnancy was identified. As safety in pregnant women has not
been established and there is no apparent benefit to therapy with lovastatin during
pregnancy (see CONTRAINDICATIONS), treatment should be immediately discon-
tinued as soon as pregnancy is recopnized. Levastatin should be administered to
women of child-bearing potential only when such patients are highly untikely to
conceive and have been informed of the potential hazards

Nursing Mothers

It is not known whether lovestatin is excreted in human milk. Because a small
amount of angthar drug in this clags is excreted in human breast milk and bacause
of the potential for serious adverse reactions in nursing infants, women taking
tovastaiin should not nurse their nfants {see CONTRAINDICATIONS).

Pediatnic Use

Safety ant effectiveness in pediatric patients have not been established. Because
pediatric patients are aot likely to benefit from cholesterol lowering for at least 2
decade and because experience with this drug is limited {no studies in subjects
below the age of 20 years), treatment of pediatric patients with kvastatin is not

1er HMG-CoA reductase inhibflor has been shown 1o reduce the piasma
sterone response 1o HCG. In the same study, the mean teslosterone respense
G was slightty but not significantly reduce afier treatment with lovasiatin 40 mg
for 16 weeks in 21 men. The effects of HMB-CoA reductase inhibitors on
fenility have net been studied in adequate numbers of male patents. The
s, # any, on the pituitary-gonadal axis in pre-menopausal women are unknown.
Its treated with lovastatin who develop dlinical evidente of endocrime dyshunction
d be evaluated appropriately. Caution shoule also be exercised il an HMG-CoA
tase inhibitor or other agem used to lower cholesterol ievels is ad mnsleved o
its also receiving other drugs {e.q., ne,

18y decraase the levels or activity of endogencus “teroid hormanes

Toxicity

tata optic nerve (Wallerian of reting-
ulate flbers) in clinically normat dogs in 4 dose-dependent fashion starting at
Vigrday, a dose that produced mean plasma drug levels about 30 times higher
the mean drup level in humans taking the nmhes1 recommended dose (as
ured by totzl enzyme Y activi th hear Wallgrian-fike
reration and retinal gangtion cell cllrumatutysls were also seen in dogs Treated
+ weeks at 180 mg/kg/day, a dosa which resulted in mean plasma drug level
» similar 1o that seen with the 60 mg/kg/day dose.

vascular lesions, characterized by perhascuiar hemorhage and edema,
nuclegr cell infiltration of perivascular spaces, perivascular fbrin geposits
ecrosis of small vessels, were seen in dogs treated with fovastatin at a dose
) my/kg/day. a dose which produced plasma drup levets (€, ) which were
30 times higher than the mear values in umans faking B0 mu,'day

w optic nerve and CNS vascular lesions have been observed with other drugs
s class.

1615 were seen in 4098 realed for 11 and 28 weeks at 180 myAg/day and {

41 60 mg/kgiday..

Iogenesis. Mistagenesis, Impairment of Fertility

}-moath carcinogenic study in mice, there was a statistically sigaificant

se in the incisence of hepatocellular carcinomas and adenomas in both

and females a1 500 mgAg/day. This dose produced a totzl plasma ¢rug

ure 3 o 4 times that of humans given the highest recommended dose of

atin {drug exposure was measured as fatat HMG-CoA reductase inhibitory

#in extracted plasma). Tumor increases were not saen at 20 and 100 mg/kg/day, r

matarodmd drua exposures of 0.3 10 2 bmes tat of humans ai the 80 mp/day . -
i increase Was Seen i

H mw:e at approximately 4 imes the human drug upnsure [Althougk mice

Jiven 300 times the human dose [HD] o & mg/kg body weight basis, plasma _

of total inhibitory activity were only 4 times higher in mice than in humans

B0 mg of tovastatin )

Was an ingrease ir Fcidence of papilloma in the nan-glandular mucosa of the
ch of mice beginning at exposures of 1 to 2 tmes that of humans. The glardular
53 was nof affected. The human Stamach containg only glandular mucesa.

4-month carcinogenicity study in rats, there was & positive dose response
nship for hepatogellylar carcinogenicity in males at dmg EXPOSUres
&1 2-7 times that of human exposure at 80 mg/day (doses in rals were 5,
1180 mp/egidiy).

reased incidence o! thyroid neoplasms in rats appears to be a respanse that
120 seen with other HMG-CoA reductase inhibitors.

mically similar drug in this class was administered to mice for 72 weeks at
o, and 400 mgAg body weight, which resulted in mean serum dnisg levals
«malety 3, 15, and 33 tmes higher than the mean human sesum drug
Iiratiaon (35 fotal inhibitory activity) atter a 40mg oral dose. Liver cartinomas
ignificantly increased in high dose femates and mid- ang high dose males,
maximum incidence of 30 percent in males. The incidence of adenamas of
¥ was significantly iacrezsed in mid- and high dose females. Drug Yreatment

the i fung in mid- and kigh dose
and femates. Adencmas of the Harderian giand {a gland ot the eye of
) were sigaificanity highes in high dose mice than in controls.

idence of mutagenicity was observed in a microbial mutagen St using
I straing of Salmonefia bephimurivm with o without rat or mouse %ver meta-
ctivation. In addlion, no evidence of damage to genstic material was noted
 witrg allaling elution assay using rat or mouse hepatocytes, a V-79 mam-
cell torward mutation study, an in vitro chromosore aberration study in
eiis, of an a7 vive chromosomal aberration assay in mouse bone marcow.

ded ai this time.

Gen‘a!ric Use

ic study with in showed the mean plasma kwel of HMG-
[:cA reductase inhibitory actwity to be approximately 45% higher in elderty patients
between 70-78 years of age compared with patients between 18-30 years of age;
however, clinical study experience in the elderly indicates that dosage adjustment
based on this age-reieted pharmacokinetic difference is not ngeded. 1 clinical
studies conducted with lovastatin 21% of patients were 265 years ol age. Lipid-
iowering efficacy with lovastatin was at kasi as great in eiderly patients compared
with younger patients, and there were no overall differences in safety over the 20
10 B0 mg/day dosage range (se¢ CLINICAL FHARMACOLOGY).

1 manson, J M., Freyssinges, C., Ducrocg, M.B., Stephensen, WP, Postmarketing
Survemance of Lovastatin and Simvasiatin Exposure Bunng Pregnancy.
Reproductive Toxicology. 10{6). 439-446. 1996

ADVERSE REACTIONS
Lovastatin is generally well tolesated; adverse reactions usually have been mikd and
Transient

Phase i Glinical Stuties
In Phase it controlled clinical studées involving 613 patients reated with lovastatin,
the adverse experience profie was similar to that shown befow for the 8,245-patient
EXCEL study (see Expanded Clinical Evaluation of { ovastatin [EXCEL) Study).

Persistens increases of serum transaminzses have been noted (see WARNINGS,
Liver Dysfunclion)  About T1% of patients had elevations of O levels of af least
twice the normal value on one of more occasions. The conespnndmg values foi he
control agent chelestyramine was & percent  This was

N ical: dysh of cerlain cranial nerves (including atieration of taste,
lmpaumem of exirg- -ocular mavement, facial pﬂ[ESIS) remoy, dizziness, vertigo,
memory loss, p nerve palsy, psychic
disturbances, amxiely, insomnia, depression,

Hypersensitivity Reactions. An apparent hypersensitivity syndrome has been
reported rarely which has included one or more of the following features: anaplry-
laxis, lupus ery fike polymyalgla.
dermalomyosms vasculitis, purpura, ytopenia, leuk

anemia. positive ANA, ESR increase, eosinophilia, arthritis, arthraigia, urtluna
asthenia, photosensithaty, tever, chills, flushing, malaise, dyspnea, t0xic esidermal
nagrolysis, érythema multiforme, including Stevens-Johnson syndrome.

Gastrointestingl:  pancreatitis, hepatitis, including chronic active hepatitis,
chalesltalic jaundice, fatty change in liver: and rarely, cirrhosis, fulminant hepatic
necrosis, and hepatoma; anorexia, vomiting.

Skin. dlopecia, pruritus. A variety of skin ehanges {e.g., nodules, discoforation,
dryness of skin‘mucous membranes, changes to hair/naiis) have been reported.

Regroductive: gynecomastia, loss of khido, ergctile dysfunction
Eye progression of cataracts (iens opacities), ophthalmaplegia.

elgvated . allaline p
Uanspeplwdase ang bilirubin; thyroig function ahnormalmes

OVERDOSAGE

After oral administration of lovastatin to mice the median lethat dose observed was
»>15 p/m?.

Fivg healthy human volunteers have received up 1o 200 my of lovastztin as a single
dose without clinically significant adverse experiences. A few cases of accidental
overdosage have been reported; no patients had any specific symploms, and ail
patients recevered withou! Sequelae. The maximum dose taken was 5-5 g.

Unti further experience is obtained, ng specific weatment of overdosage with
lovastatin can be recommended.

The diatyzability of lovastatin and its metabolites in man is not known at present.

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-owering diet before receidng
lovastatin and shoule¢ tontinue on this diet during treatment with lovastatin (see
NCEP Treatment Guigelings for etails on dietary therapy). Lovastatin should be
gren with meals,

The usual racommended starting dose is 20 mp once 2 day given with [he evening
meal. The recommended dosing range is 10-80 mg/day in single o¢ two divided
doses; the maximum recommended dose is B0 mo/day. Doses shoukt be individ-
ualized aceording 12 the recommended goal of theragy (see NCEP Guidelines and
CLINICAL PHARMACOLDGY). Patients requiring reductions in LOL-C of 20% or
more to achieve Bigir 03l (See INDICATIONS AND USAGE) shoukd be staried on
20 mg/day of lovastatin. A starting dose ¢f 10 mg may be considered for patients
requiring smaller reductions. Adjustments shouid be made at infervals of 4 weeks
oF more.

yolomy!

In pabents taking th & in (se2 WARNINGS,
Skeietal M'uscfe) therapy shuuld beuln with 10 mu ul lovastatin and should not
exceed 20 my/day. -

Cholesterol levels should be manitored periodically and consigeration should be
piven to reducing e dosage of kovastatin if cholestero! levels fall significanty
below the targeted range.

Loncomitant Lipid-Lowering Therapy

Lovastatin is effective alone of when used i with bike-atid

Use of lovastatin with fibrates or niacin should generally be avoided, Howewver, i

traction of CK. Large mereases iy O have sometmes been repum:d (5ee WARNINGS,
Skeletal Muscie).

Expanded Clinical Evalvabion of Lovastabin (EXCEL) Study

Lovastatin was compared to placebo in 8,245 patients with hypercholesterclemia

{totak-C 240-300 mg/dL. [6.2-7.6 mmolL)) in the randomized, double-thind, paralie],

48-week EXCEL study. Clinical adverse experiences reporteg as possibly, probably

of definitely drug-related m =1% in any treatment group zre shown in the table

beiow. For no event was the incilence om drug ané placedo stafistically different

Placebe anasvann Lovastatin  Lovastatin  Lovastatin
p.m.40 mp 4.p.m. 20 mq b.id. 40 mg b.id.

(N= 1663) (N = 1542) N= 1545) N= 1545} N 1549)

Body As 2 Whole
Asthenia 14 17 14 15 12
Gastrointestinal
Abdomina! pain 1.6 20 20 22 25
Constipation 19 20 32 32 35
Diarthea 23 26 24 22. 26
Dyspegsia 19 13 13 10 16
Flatulence 4.2 37 &3 g 45
Nausea 25 19 25 22 22
Musculoskeletal
Muscie cramps 0.5 0.6 08 1.1 1.0
Myakpia 1.7 26 18 22 10
Nervous Sysiemy/
Psychiatric
Dizziness 07 0 12 05 05
Heagache 27 26 28 21 32
Skdn
Rash 07 08 1.0 12 13
Special Senses
Blumred vision 08 11 08 09 12

Other clinical adverse experiencas feported 3s possibly, probably or definitety
drug-related in 0.5 1o 1.0 percent of patients & any drup-treated group are listed
below. I all these cases the incidence on drug and placebo was not statistically
gitierent. Body a5 2 Whote: chest pain; Gastrointestinal ackd regurpitaton, dry
mouth, vomiting, Musculoskeietal lep pain, shouider pain, anhralgia; Menous
System/Psychistric: insomnfa, paresthesta; Skin:  alopecia, pruritus; Special
Senses: eye irritation.

In the EXCEL study (se¢ CLINWCAL PHARMACOLOGY, Ciinical Stugies}, 4.6% of
the patients treated up to 48 weeks were discantinued due to clinical or teboraiery
anverse expenences which were rated by the investigator as possibly, prabably or

is used in with fibrates or niacin, the dose of lovastatin
should generally not exceed 20 mp/fday (see WARNINGS, Skefeta! Muscie and
PRECAUTIONS, Drug Intaractions).

Dosage in Patients with Renal Insufficiency

In paiients with Severe renal insufficiency (creatining clearance <30 mi/min),
dosage mcraases above 20 my/day should be carafuiiy corsidered and, if deemed
necessary, implemented cautiousty (see CLINICAL PHARMACOLDGY and WARNINGS,
Skeletal Muscle).

HOW SUPPLIED

Lovastatia Tablets USP 10 mg ase available as light peach. round. fiat beveled
tablets dedossed with "926° on the ugper surtace and “93" on the lower surface.
fPackaged i bottles of 60, 100 and 1000,

Lovastatin Tablets USP, 20 mg are available as Sight blue, round, flat beveled
tablets, debossed with “576" on the upper surface and “93" on the lower surface.
Packaged in botites of 6, 100, 1000 and 12500.

Lovastatin Tablets USP, 40 mp ase avallable as light green, round, flat beveled
tablets, denossed with “528” on the upper surface angd *$3” on the lower surface.
Packaged in botrles of 60, 108, 1000, and 12500.

Store between 5° and 30°C (412 and 86°F). Lovastatin Tablets must be protected
from %ght.

gpense in 2 tight, light-registant container as defined in the USP with a child-
resistant chasure (as required).

Rx anly
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TEVA PHARMACEUTICALS
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Usual Dosage: See package insert for full prescribing
information.

Store between 5° and 30°C (41° and 86°F). Lovastatin
Tablets must be protected from light.

Dispense in a tight, light-resistant container as defined
in the USF, with a child-resistant closure (as required).

KEEP THIS AND ALL MEDICATIONS OUT OF THE REACH
OF CHILDREN.

L19820

TEVA PHARMACEUTICALS USA
Sellersville, PA 18960

PG Iss. 7/99

N 0093-0576-68 00
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NDC 0093-0576-10
LOVASTATIN
Tablets,

20 mg

Usual Dosage: See package insert for full

prescribing information.

Each tablet contains:

Lovastatin, USP
I only

20 mg

Store between 5° and 30°C (41° and 86°F).
Lovastatin Tablets must be protected from light.

Dispense in a tight, light-resistant container as
defined in the USP, with a child-resistant closure

(as required).

KEEP THIS AND ALL MEDICATIONS OUT OF THE

REACH OF CHILDREN.
L19819

TEVA PHARMACEUTICA
Sellersville, PA 18960

N 0093-0576-1

3 2 N

FISA

PG Iss. 7/99

P
fe=

€3
|
de=

NDG D093-0576-01

=q |0
= v

-

&nls
Aﬂmmm
=E=pdi
STC- B

-

o

Usuai Dexge: Sa afe insert for full ore
prescribing info [}

KEEP THIS AND ALL
REACH OF CHILDREN

118818

TEVA PHARMACEUTICALS Uy
Sellerswille, PA 18960

MEDICATIONS OLT OF ThE

0083-0576-01"

ikl -




Loy
by
g g
Q ?
=o
— N3 =ao 3
OF =03
b = <& £ o> LD £
e U D Ea D ~a | Ea -
o d =N =17;] =N p L =¥77] L
h A a o3 s — TN 8> ek
=] el m S g Lo = | 2= <
s > =f= S = —= =5 =
= L = = < o] =3 g -
o OO |EE 8 OO |58 S (3 ~,
= © g S = |55 &
Zz2 —dl—=r 5 = L = - =0
)
ST YT oanm _ _Aln -
. : i full 2L £
Usual Dosage: See packageSBisert for full prescribing um_mﬂ_%amﬂm»%oﬂmﬂm,%_moxm% insert for fu S|l | 0
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. Store between 5° and 30°C {41° and 86°F). 8 o ES g
Store between 5° and 30°C (41° and 86°F). Lovastatin Lovastatin Tablets must be protected from light. 2 - .DJ LLERF | mmw £
Tablets must be protected from light. > L= B e
Dispense in a tight, light-resistant container as - g mm g i3 8 s
o_mumsmm in a tight, light-resistant container as defined defined in the USP, with a child-resistant closure £ go=8g|iix 3
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Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO: No. 1

ANDA: 75-551

NAME AND ADDRESS OF APPLICANT:
Teva Pharmaceuticals USA

Attention: Deborah A. Jaskot

650 Cathill Road

Sellersville, PA 18960

LEGAL BASIS for ANDA SUBMISSION: 505(j) and 21 CFR 314.92. Pursuant to,
Section 505()(2)(A)(vii)(1II), U.S. Patent #4231938 will expire on June 15, 2001. One
exclusivity (I-117) for the indication to slow the progression of coronary atherosclerosis
in patients with coronary heart disease expired on February,8, 1998.

SUPPLEMENT(s): N/A

PROPRIETARY NAME: Mevacor® Tablets; Merck & Co., Inc.

NONPROPRIETARY NAME: Lovastatin Tablets, USP

SUPPLEMENT(s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:

TEVA:

12/31/98: Submission of ANDA (received on 12/31/98)
2/5/99: Withdrawal of the 60 count size of 10mg tablets
3/24/99: Bioequivalence Information

FDA:

2/9/99: Acknowledgment letter

PHARMACOLOGICAL CATEGORY: Antihypercholesterolemic Inhibitor

HOW DISPENSED: Rx

RELATED IND/NDA/DMF(s):

DMF ——— o~ T—————

DMF -

DMF —— ™




13.

14.

15.

16.

17.

18.

19.

DMF — T
DMF [ [URSE——TE
DMF ——- et e
DMF - - R
DMF e R

DMF . e

DMF —orn e

DME e e oo
DMF :

DOSAGE FORM: Oral Tablets
Strength: 10 mg, 20 mg. And 40 mg.

CHEMICAL NAMES AND STRUCTURE:

Generic name: Lovastatin

Chemical name: 1S-[1a(R*), 3a1,73,8p (2S*,45*), 8ap]]-1,2,3,7,8a-hexahydro-3,7-
dimethyl-S-[2-(tetrahydro-4-hydroxy—6-0xo-2H—pyran-2-y1)cthyl]-1-naphthalenyl 2-
methylbutanoate.

Formula: C,,H;,0;,

Molecular weight: 404.55

CAS registry number(s): 75330-75-5

Chemical structure:

RECORDS AND REPORTS: N/A

COMMENTS:

1. Review of FPL found inadequate on 4/15/99.

2. Bioreview has not yet been completed as of 6/7/99.

3. Validation of methods not required. Both Lovastatin drug substance and Lovastatin
Tablets are USP.

4. EER was requested 2/9/99. Additional Analytical Testing Laboratories may need to
be added at next cycle.

CONCLUSIONS AND RECOMMENDATIONS:
Not approvable (FACSIMILE)

REVIEWER: DATE COMPLETED:
Kenneth J. Furnkranz 6/9/99
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Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO: No.2

ANDA: 75-551 A

NAME AND ADDRESS OF APPLICANT:
Teva Pharmaceuticals USA

Attention: Deborah A. Jaskot

650 Cathill Road

Sellersville, PA 18960

LEGAL BASIS for ANDA SUBMISSION: 505(j) and 21 CFR 314.92.
Pursuant to Section 505((2)AYVDYIID), U.S. Patent #423 1938 will expire on
June 15, 2001, One exclusivity (1-117) for the indication to slow the progression
of coronary atherosclerosis in patients with coronary heart disease expired on
February 8, 1998. An additional exclusivity (I-250) is covered in the 8/30/99
amendment.

SUPPLEMENT(s): N/A

PROPRIETARY NAME: Mevacor® Tablets; Merck & Co., Inc.

NONPROPRIETARY NAME: Lovastatin Tablets, USP

SUPPLEMENT(s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:

TEVA:

12/31/98: Submission of ANDA (received on 12/31/98)

2/5/99: Withdrawal of the 60 count size of 10mg tablets

3124/99: Bioequivalence Information ‘

4/16/99 Bioequivalence information submitted

7/29/99 ANDA Amendment (response to Chemistry N/AFAX
dated 6/29/99

8/25/99 ANDA Amendment (Labeling)

8/30/9% Exclusively Amendment

8/31/99 ANDA Amendment (response to Chemistry N/A Telephone call)

FDA:

2/9/99: Acknowledgment letter -

4/14-15/99  Labeling review
5/27/99  Bioequivalence Review




10.

11.

12.

13.

14.

15.

16.

6/25/99 N/A FACSIMILE Amendment (chemistry, Labeling,
Bioequivalence

8/25/99 Request for Telephone Amendment (Refer to the telecon dated
8/25/99 in the ANDA)

PHARMACOLOGICAL CATEGORY: Antihypercholesterolemic Inhibitor
N

HOW DISPENSED: Rx

RELATED IND/NDA/DMF(s):

DMP|- o - P S v
DMF =" (s oo

DMF —— v

DME o s s

DME —— s e

DMF — .

DME ~— o

DMF v e mm———s s s

DMF - R

DMF ... s

DMF o oommnmmern

Dm PR R

DMF “" s

DMF .o

DMF =™ eeneemre

DME oo oo

DMEF e - R

DOSAGE FORM: Ural Tablets
Strength: 10 mg, 20 mg. And 40 mg.

CHEMICAL NAMES AND STRUCTURE:

Generic name: Lovastatin

Chemical name: 1S-[1a(R*), 30,78,8p (25*,45%), 8af]1-1,2,3,7,8a-hexahydro-
3,7-dimethyl-8-[2—(tetrahydro-4-hydroxy-6-oxo-ZH-pyran-Z—yl)ethyl]-1—
naphthalenyl 2-methylbutanoate. -

Formula: Cy4H360s,

Molecular weight: 404.55

CAS registry number(s): 75330-75-5

Chemical structure:

RECORDS AND REPORTS: N/A




17.

18.

19.

COMMENTS:

1. Current labeling was reviewed and deficiencies were noted and FAX’ed to the
firm on 8/12/99. Response of 8/25/99 is acceptable (per telecon with
T.Watkins of Labeling Review Branch and review dated 8/31/99.

2 TEVA’s revised ——— _ specifications are Acceptable.

3. EER update was prepared 8/17/99 to include additional test labs. Awaiting
acceptable EER at this time. S

CONCLUSIONS AND RECOMMENDATIONS:
Approval pending acceptable EER.

REVIEWER: DATE COMPLETED:
Kenneth J. Furnkranz 9/7/99
APPEARS THIS WAY

ON ORIGINAL
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Office of Generic Drugs

Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO: No. 3

ANDA: 75-551

NAME AND ADDRESS OF APPLICANT:
Teva Pharmaceuticals USA

Attention: Deborah A. Jaskot

650 Cathill Road

Sellersville, PA 18960

LEGAL BASIS for ANDA SUBMISSION: 505(j) and 21 CFR 314.92.
Pursuant to Section 505()(2)(A)(vii)(TIT), U.S. Patent #4231938 will expire on
June 15, 2001, One exclusivity (I-117) for the indication to slow the progression
of coronary atherosclerosis in patients with coronary heart disease expired on
February 8, 1998. An additional exclusivity (1-250)is covered in the 8/30/99
amendment.

SUPPLEMENT(s): N/A

PROPRIETARY NAME: Mevacor® Tablets; Merck & Co., Inc.

NONPROPRIETARY NAME: Lovastatin Tablets, USP

SUPPLEMENT(s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:

TEVA:

12/31/98: Submission of ANDA (received on 12/31/98)

*11/20/00 ANDA Major Amendment (new package sizes)

*3/23/01 ANDA Minor Amendment (minor changes; components &

labeling)

FDA:

2/9/99: Acknowledgment letter

4/14-15/99  Labeling review

5/27/99 Bioequivalence Review

6/29/99 N/A FACSIMILE Amendment (chemistry, Labeling,
Bioequivalence

8/25/99 Request for Telephone Amendment (Refer to the telecon dated
8/25/99 in the ANDA)

9/30/99 ANDA Tentative Approval

* - Subject of the current review.




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

PHARMACOLOGICAL CATEGORY: Antihypercholesterolemic Inhibitor

HOW DISPENSED: Rx

RELATED IND/NDA/DMF(s):
DMF
DMF —
DMF "~ —
DMF : .
DMF — -

DMF ——
DMF — NI

DMF . ——
DMF: ™~

DOSAGE FORM: Oral Tablets

Strength: 10 mg, 20 mg & 40 mg.

DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

CHEMICAL NAMES AND STRUCTURE:

Generic name: Lovastatin

Chemical name: 18-[1a(R*), 3,7B,8p (25*,45%), 8aP1}-1,2,3,7,8a-hexahydro-
3,7-dimethyl-8-[2-(tetrahydro -4-hydroxy-6-oxo0-2H-pyran-2-yl)ethyl]-1-

naphthaleny! 2-methylbutanoate.
Formula: C24H3605
CAS registry number(s): 75330-75-5

RECORDS AND REPORTS: N/A

COMMENTS:

Molecular weight: 404.55

1. Labeling submitted in the 11/20/00 ANDA MAJ OR Amendment was
reviewed and revisions were requested. TEVA submitted revised labels and
labeling in the 3/23/01 ANDA MINOR Amendment. Labeling is currently

under review.

2. TEVA’s new packages for the 10 mg, and 20 mg strength are acceptable.
3. CMC Revisions indicated in the 3/23/01 ANDA Amendment are acceptable.

4. EER update satisfactory as per EER of 9/30/99.

CONCLUSIONS AND RECOMMENDATIONS:

Chemistry Closed pending Labeling review.

REVIEWER: DATE COMPLETED:

Kenneth J. Furnkranz 5/2/01

RV 2
o Aob
RATES <

DATE REVISED:
5/9/01 '
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Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO: No. 4 2. ANDA: 75-551

NAME AND ADDRESS OF APPLICANT:
Teva Pharmaceuticals USA

Attention: Deborah A. Jaskot

650 Cathill Road

Sellersville, PA 18960

'LEGAL BASIS for ANDA SUBMISSION: 505(j) and 21 CFR 314.92.
Pursuant to Section 505()(2)(A)(vii)(TIT), U.S. Patent #4231938 will expire on
June 15, 2001. One exclusivity (I-117) for the indication to slow the progression
of coronary atherosclerosis in patients with coronary heart disease expired on
February 8, 1998. An additional exclusivity (I-250) is covered in the 8/30/99
amendment. Pediatric Exclusivity expires on 12/15/01.

SUPPLEMENT(s): N/A

PROPRIETARY NAME: Mevacor® Tablets; Merck & Co., Inc.

NONPROPRIETARY NAME: Lovastatin Tablets, USP

AMENDMENTS AND OTHER DATES:

TEVA:

12/31/98: Submission of ANDA (received on 12/31/98)
11/20/00 ANDA Major Amendment (new package sizes)

3/23/01 ANDA Minor Amendment (minor changes; components &
labeling) ‘

6/13/01 Labeling Amendment

6/14/01 Labeling Amendment

*9/18/01 ANDA Minor Amendment

EDA:

2/9/99: Acknowledgment letter

4/14-15/99  Labeling review

5/27/99 Bioequivalence Review

6/29/99 N/A FACSIMILE Amendment (chemistry, Labeling, Bio.)

8/25/99 Request for T/A (Refer to the 8/25/99 telecon in the ANDA)

9/30/99 ANDA Tentative Approval

5/10/01 Chemistry Closed (C.R. #3)

5/31/01 Labeling Approval Summary

6/15/01" Revised Labeling Approval Summary

6/15/01 ANDA Approval

6/18/01 ANDA Approval Stayed




10.
11.

12.

13.

15.

16.

17.

18.

19.

7/3/01 Denial of Exclusivity remanded back to Agency
7/18/01 Full Approval Withdrawn. ANDA is Tentatively Approved until
expiration of Pediatric Exclusivity (12/15/01)
* _ Subject of the current review.

PHARMACOLOGICAL CATEGORY: Antihypercholesterolemic Inhibitor

HOW DISPENSED: Rx

RELATED IND/NDA/DMF(s):

DMF e il T DMF — _—

DMF —  _——— DMF — —————
DMF — —_— DMF — ———
DMF — — DMF — _—
DMF —  ——m DMF —  ——

DMF — ——— DMF — ——
DMF — —_— DMF — —
DMF — —— — DMF —

DMF __ — DMF — —

DOSAGE FORM: Oral Tablets 14.  Strength: 10 mg, 20 mg & 40 mg.

CHEMICAL NAMES AND STRUCTURE:

Generic name: Lovastatin

Chemical name: 1S-[1a(R*), 3a,7B,88 (25*,45%), 8aB]]-1,2,3,7,8a-hexahydro-
3,7-dimethy1—8—[2-(tetrahydro-4-hydroxy-6-oxo-2H-pyran—2-yl)ethy1]—1-
naphthalenyl 2-methylbutanoate.

Formula: C, H,O; Molecular weight: 404.55

CAS registry number(s): 75330-75-5

RECORDS AND REPORTS: N/A

COMMENTS:

1. CMC changes are Acceptable. ANDA is adequate for Tentative Approval.

2. A new Approval Summary is not necessary. No significant changes in the
ANDA submission have occurred since the previous summary was prepared
on 6/15/01.

CONCLUSIONS AND RECOMMENDATIONS:
Tentative Approval (due to pediatric exclusivity until 12/15/01) or hold for full
approval.

REVIEWER: DATE COMPLETED: DATE REVISED:
Kenneth J. Fumnkranz 10/03/01
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

75-551

BIOEQUIVALENCE REVIEW




OFFICE OF GENERIC DRUGS &
DIVISION OF BIOEQUIVALENCE
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T —

BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA:75-551 APPLICANT: Teva Pharmaceuticals USA

DRUG PRODUCT: Lovastatin Tablets, 10.mg, 20 mg, and 40 mg

The Division of Bioequivalence has completed its review and has no further questions
at this time.

The dissolution testing conducted using USP dissolution method will need to be
incorporated into your stability and quality control programs.

Please note that the bioequivalency comments provided in this communication are
preliminary. These comments are subject to revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised that
these reviews may result in the need for additional bioequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is not
approvable.

Sincerely yours,
N

% Dale P. Coxa%r,‘Pharm. D.
Director
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



RECORD OF TELEPHONE CONVERSATION

On this date, I contacted Mr.
Ericson to advise Teva
Pharmaceuticals USA that Merck filed
a temporary restraining order with
the court on Friday, June 15, 2001
re: FDA’s approval of generic
Lovastatin. Arguments were heard on
Saturday, June 16, 2001. The judge
hearing this case, Judge Robertson,
wanted to hear further arguments
Tuesday at 4:00pm. Until then, Judge
Robertson issued a temporary
restraining order on Friday, June 15,
requiring FDA to stay the approval of
this product until Wednesday,
11:55%pm, June 20, 2001.

Phillip

I also advised Mr. Erickson to
contact Kim Dettelbach at 301-827-
1148 should he have any questions
about the hearing (i.e., location of
hearing, etc).

NOTE: Teva is not prepared to market
at this time.

DATE

June 18, 2001

APPLICATION NUMBER
75-551

TELECON

INITIATED BY Pat Beers
Block

PRODUCT NAME
Lovastatin
Tablets USP,

10 mg, 20mg, and 40
mg strengths

FIRM NAME
Teva
Pharmaceuticals
USA

NAME AND TITLE OF
PERSCN WITH WHOM
CONVERSATION WAS HELD

Phillip Erickson

TELEPHONE NUMBER

215-591-3141

SIGNATURE
Pat Beers Block

R
s

CE’/ME(“)

Orig: ANDA 75-551
Cc: Division File
Chem. I telecon binder

v:\firmsnz\teva\telecons\75555lov




APPROVAL SUMMARY PACKAGE
ANDA NUMBER: 75-551
FIRM: Teva Pharmaceuticals, USA.
Attention: Deborah A. Jaskot
650 Cathill Road
Sellersville, PA 18960

DOSAGE FORM: Tablet

STREGHTH: - 10, 20 and 40 mg
DRUG: Lovastatin

CGMP STATEMENT/EIR UPDATED STATUS: Satisfactory. An EER was issued
for the indicated firms on 12/31/98, and was found Acceptable on 9/30/99 as per S.
Ferguson of HFD-324.

Manufacturing, processing, packaging, labeling, and testing of the referenced drug
product will be performed at:

Teva Pharmaceuticals

650 Cathill Road
Sellersville, PA 18960

The Lovastatin Drug Substance is

e i

-

-‘h'_“‘z—;-__
The —— . DMF #’ -——was most recently reviewed for
LovastatinTablets by HFD-625 and found satisfactory on 3/6/00.

The packaged and labeled product will be distributed by Teva USA through its
warehouse/Distribution center at:

Teva Pharmaceuticals USA
151 Demorah Drive
Montgomeryville, PA 18963

Teva lists the following - » that they may wish to utilize for




In addition, the following ~———— " __may be utilized in the future as

alternates to TEV A Pharmaceuticals USA’s laboratory:

S
Teva has indicated that each of the listed ——————"Zee
following testing:
Lovastatin USP Full Testing

Lactose Monohydrate, NF © 7 Full Testing
Pregelatinized Starch NF  ~—————— Full Testing

- may perform the

Microcrystalline Cellulose NF: Full Testing
FD&C Yellow #6 Aluminum Lake; Full Testing
Butlyated Hydroxyamsole NF; Full Testing
. T Full Testing
B Full Testing
Magnesium Stearate NF: Full Testing
Lovastatin Tablets USP Release and/or Stability Testing

BIOEQUIVALENCY STATUS: Satisfactory. Office level Bioequivalence signoff

occurred on 5/27/99.




METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS
FIRM'S):

Method validation by the District Laboratory is not required for the approval of the
application. Teva Pharmaceutical USA has submitted methods for assay/impurities in the
drug substance and drug product. The USP methods will be the regulatory methods.
Teva has performed validation studies on the analytical methods and has determined the
methods to be adequate for their intended use.

The stability indicating nature of the ~— Method has been assessed by stress testing of
the drug product. - R . testing was
performed.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?

Teva has provided adequate information on the container/closure components utilized for -
packaging each of the three strengths of the drug product. Each of the strengths will be
packaged into various systems and various fills, but will encompass package sizes of

60’s, 100°s, 1000’s and 12500’s. Refer to the updated table in the Chemistry Review #3
for complete information on the c/c systems utilized by Teva.

Package Sizes Tablet Strengths

10 mg 20 mg 40 mg
60’s Yes Yes Yes
100’s Yes Yes Yes
1000’s Yes Yes Yes
12500°s No Yes Yes

* the ¢/c system utilized for the packaging of the commercial production batches is
provided in Chemistry Review #1 and Chemistry Review #3.

LABELING: The final printed labeling is acceptable as of 6/14/01

STERILIZATION VALIDATION (IF APPLICABLE): N/A

SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS 0.K.?):

Teva has submitted the original Batch Manufacturing Record for Lovastatin Tablets.
The bio batch; Lot #Rx-0554-141, manufactured 8/3/98 is .——— ablets. The
production batch size will also be tablets. Satisfactory.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH WERE
THEY MANUFACTURED VIA SAME PROCESS?): The exhibit batch for the
Lovastatin Tablets 40 mg was used in the bioequivalence studies as well as the stability
studies.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE
SAME AS BIO/STABILITY? The production batch sizes for the Lovastatin tablets




USP 10, 20 and 40 mg are as follows:

Tablet Strength Lot # | Batch size

10 mg Rx-0554-176 ' tablets
20 mg | Rx-0972-063 |~ tablets
40 mg Rx-0554-141 — ;Y =TT

The manufacturing batch size and process for the production batches batches are the
same as the exhibit batches.

cc: ANDA #75-551
HFD-600/Reading File

> Y
Endorsements; / Q 6 } if
HFD-625/K.Furnkranz/6/13/01” \ "-J. P ~

HFD-625/M.Smela, TL/6/13/01 /. S/

V:\firmsnz\tevaMltrs&rev\75551app.sum.kjf.doc
F/T by: DJ 6/14/01 bf 1sfo]
Approval Summary




APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-551 ' Date of Submission: June 14, 2001

Applicant's Name: Teva Pharmaceuticals

Established Name: Lovastatin Tablets USP, 10 mg, 20 mg, and 40 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): Do you
have 12 Final Printed Labels and Labeling? Yes ' _

Container Labels: 10 mg {100's) , 20 mg (100's, 1000’s and 12,500's), 40 mg (60’s, 100’s, 1000's, and
12,500's) Satisfactory as of July 28, 1999 submission. In addition, 10 mg (60 and 1000s), 20 mg (60s) —
Satisfactory in FPL submitted March 23, 2001 {attachment 6). . '

Professional Package insert Labeling:'ﬁev. C6/2001 vol #.1 submitted June 14, 2001.

Post approval changes needed: none : q.l

Note: DO NOT APPROVE THE JUNE 13, 2001 INSERT LABELING.

BASIS OF APPROVAL:

Patent Data For NDA 19-643

Patent Patent Use Description How Filed i
No Expiration Code Labeling impact

For hypocholésteremic
4231938 | June 15, 2001 fermentation products and Pl Use
process of preparation

Exclusivity Data For NDA 19-643

Codelsup Description Labeling impact

Expiration

Primary prevention of
coronary heart disease In
patients without symptomatic
-250/ s- cardiovascular disease who
055 March 11, 2002. have average to maderately
elevated total-C and LDL-C
and below average HDL-C,

Carved out

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: MEVACOR®

NDA Number: 19-643 ,

NDA Drug Name: Lovastatin Tablets USP, 10 mg, 20 mg, & 40 mg

NDA Firm: Merck & Co. .

Date of Approval of NDA Insert and supplement # 5-059/August 22, 2000 & 5-062/64/April 26, 2001
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an QGD labeling guidance? No

Basis of Approval for the Container Labels: Side by side comparison w/RLD labels in jacket.

Basis of Approval for the Carton Labeling: Side by side comparison w/RLD cartons in jacket.

Other Comments: 8-055 was approved after S-057 on March 11, 1999, but is subject to exclusivity until March 11,
2002.

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 23

Is this name different than that used in the Orange Book?

f not USP, has the product name been proposed in the PF?




Error Prevention Analysis

Has the firm proposed a proprietary name? if yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like
another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were the
recommendations? |f the name was unacceptable, has the firm been notified?

Packaging

ts this a new packaging configuration, never been approved by an ANDA or NDA? |f yes, describe in FTR.

Is this package size mismatched with the recommended dosage? I yes, the Poison Prevention Act may
require 2 CRC,

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging
configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling?

is the color of the container {i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which
might require cartoning? Must the package Insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent
information on the label},

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? {No regulation - see ASHP guidelines)

Labeling{continued)

Does RLD make special differentiation for this label? {i.e., Pediatric strength vs Adult; Oral Selution vs
Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is
~Joinily Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUFPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear In the insert labeling?
Note: Chemist should confirm the data has heen adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED secticn?

Inactive Ingredients: (FTR: List page # in application whera inactives are
ligted)

Does the product contain alcohol? i so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term “other ingredients” been used to protect a trade secret? if so, Is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Fallure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?




Failure to list dyes in Imprinting inks? (Coloring agents e.g., iron oxides need nof be listed)

USP Issues: {FTR: List USPINDAJANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If 5o, are the
recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? |f sa, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? if so, USP information shouid be
used. However, only include solvents appearing in Innovator labeling.

Bioequivalence Issues: {Compare bioequivalency values: insert o study. List Cmax, Tmax, T 1/2 and
date study acceptable)

Insert labeting references a food effect or a no-effect? If so, was a food study done? -

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail wherefwhy.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the iatest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none,
please state.

FOR THE RECORD:
1. The RLD is MEVACOR® (Merck; NDA 18-643/5-059/August 22, 2000 & S-062/64/April 26, 2001). S-055 was
approved March 11, 1988 but is covered by exclusivity until March 11, 2002. Patent/Exciusivity — see above.

2. Patents/Exclusivities:
There is one patent that exists for this drug product:
4231938-Expires on June 15, 2001 - For Hypocholesteremic Fermentation Products and Process of Preparation.
There are two exclusivities that exist:
I-250 / 5-055— Expires March 11, 2002 ~ Primary prevention of coronary heart disease in pt without symptomatic
cardiovascular disease who have average to moderately elevated totai-C and LDL-C and below average HDL-C.
I-117 — Expired on February 8, 1998 — To slow progression of coronary atherosclerosis in patients with Corenary Heart
Disease. '
See Vol. 1.1, pages 11-12.

3. The product is manufactured by Teva Pharmaceuticals USA, 650 Cathill Road, Sellersville, PA 18860. See Vol. 1.14, page

6097.

4. e Seg Vol 1.14, page 6102.

5. Container/Closure: See Vol. 1.15, pages 6479-6480.

6. Finished Product
A white, nonhygroscopie ¢rystaltine powder that is insoiuble in water and sparingly sciuble in ethanol, methanol, and
acetonitrile. See Vol. 1.4, page 31.

7. Product Line
10 mg-light peach, round flat, beveied tableis debossed with “926" on the upper surface and “93" on the lower surface.
Packaged in bottles of 60 crc,100, 1000,
20mg-light blue, round flat, beveled tabiets debossed with *576" on the upper surface and “93" on the lower surface.
Packaged in bottles of 60 ¢re, 100, 1000, and 12,500,
40mg-light green, round flat, beveled tablets debossed with “928” on the upper surface and *93" on the lower surface.
Packaged in bottles of 60, 100, 1000, 12,500.
See Vol. 1.1, page 53.

8. Component/Cornpaesition
Innovator;
Active:  Lovastatin 10 mg, 20 mg, or 40 mg
Inactive: Cellulose

Lactose
Magnesium Stearate
Starch
Butylated hydroxyanisole (preservative}
10myg only-Red ferric oxide
yellow ferric oxide
20mg only-FDAC Blue 2
40mg only-D&C Yellow 10
FD&C Blue 2
Applicant:
Active:  Lovastatin 10 mg, 20 mg, or 40 mg
Inactive: Lactose monohydrate
Pregelatinized Starch
Microcrystatline cellulgse
Butviated Hydroxyanisole (preservative)
‘—"-—a-—-—"-_'—

Magnesium stearate

10mg onty-FD&C Yellow #6
20mg anly-FD&C Blue #1
40MQ Oy~ i ga——




See Vol. 1.14, page 5854.

* 8. Storage/Dispensing
NDA: Store between 5-30°C (41-86°F). Tabiets must be protected from light and stored in a well-closed, light  resistant
container.
ANDA: Store between 5-30°C {41-86°F}. Tablets must be protected from light and stored in a well-ciosed, light  resistant
container.
See Vol. 1.1, page 53.

Date of Review: June 14, 2001 Date of Submission: June 14, 2001
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ANDA: 75-551
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REVIEW OF PROFESSIONAL LABELING /|
DIVISION OF LARBELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-551 Date of Submission: December 31, 19958
Applicant's Name: Teva Pharmaceuticals
'Egstablished Name: Lovastatin Tablets USP, 10 mg, 20 mg, and 40 mg
Labelf@g Deficiencies:

1. GENERAL COMMENTS:

2. CONTAINER (10 mg-60's and 100’'s, 20 mg-100"s, 1000's
and 12,500's, 40 mg-60’s, 100’s, 1000's, and 12,500's)

a. Please note that the Office of Generic Drugs does
not normally approve bulk container labels.

b. We enbourage you to differentiate between product
strengths, using color, shading, or other means,
on your final printed labels.

., Please ensure that the established name is
prominent on your final printed labels.

3. INSERT
a. See comment {a) under container.
b. Please note the most recent labeling for the

reference listed drug, MEVACOR®, was approved
March 1, 1999. Please revise your insert labeling
to be in accord with the enclosed copy of this
labeling.

Please revise your container labels and insert labeling, as
instructed above, and submit 12 copies of final printed
container labels for each strength and package size, along
with 4 copies of draft insert labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.




To facilitate review of your next submission, and in
accordance with 21 CFR 314.%24(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your

last submission with all differences annotated and
explained.

Rebert L. West, M.S., R.Ph.

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




APPROVAL SUMMARY (List the package size, strength(s), and date of

submission for approval):

Do you have 12 Final Printed Labels and Labeling?
If no, list why:

Container Labels:

Professional Package Insert Labeling:
Revisions needed post-approval:

BASTIS OF APPROVAL:

Was this approval based upon a petitioh? No
What is the RLD on the 356(h) form: MEVACOR®

NDA Number: 19-643/5-055

Yes No

NDA Drug Name: Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg

NDA Firm: Merck & Co.

Date of Approval of NDA Insert and supplement #: March 1, 1999/S-

C57

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

If yes, give date of labeling guidance:

Basis of Approval for the Container Labels: Side-by-side

comparison with innovator labels in jacket.




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes Yo N.A.
X
Different name than on acceptance to file letter?
X
Is this prodyct a USF item? If so, USP supplement in which verification was assured.
usp 23 .
X
Iz thiz name different than that used in the Orange Book?
X

If not USP, haz the product name bheen proposed in the FPF?

e Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subaection.

Do you find the name cbjectionable? IList reasons in FPTR, if so. Conaider: Misleading?
Sounds or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name bheen forwarded to the Labeling and Nomenclature Committes? If so, what
wers the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is thiz a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in PTR.

Is thiz package pizZe mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC.

X

Does the package propcaed have any safety and/or ragulatory concerns?
X

If IV product packaged in syringe, could there be adverse patient outcome if given by
direat IV injeotion?

X
Conflict betwesn the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging gonfiguration?

X
Is the strength and/or concentration of the product unsupported by the insert labeling?

X
Is the color of the container (i.a. the color of the ocap of a mydriatic ephthalmic) cr
aap incorrect?

X
Individual cartons required? Issues for PTR: Innovator individually cartened? Light
sensitive product which might require cartoning? Must the pn.qkm insext acecmpany the
product?

X

Are there any other safety concerns?

Labeling

Iz the name of the drug unclear in print or lacking in prominence? (Name should be the
most preminent infermation on the labal) .

Has applicant failed to clearly differentimte multiple product strengths?

Is the corporate loge larger than 1/3 container label? (Ne regulation - see ASHP
guidelines)




Labeling (continued) Yes ¥o N.A.
X
Doss FLD make special differentiation for this label? (i.e., Pediatria strength va
Adult; Oral Solutien va Concentrate, Warning Statements that might be in red for the
NDA)
X
Iz the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? Is "Jointly Manufactured by...", statement needed?
X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?
X

Haz the firm failed to adequately support compatibility or stability claims which appear
in the insert labeling? Note: Chemist should confirm the data has been adecuately
supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the TTR

Is the scoring configuraticn different than the RLD?

Has the firm failed to desoribe the scoring in the HOW SUPELIED section?

Inactive Ingredients: (Frfk: List page # in application where inactives are
listed)

Does the produst gontain alachol? If so, has the acouragy of the statement been
aonfirmed?

X
Do any of the inactives differ in cohcentration for this route of administration?
: X

Any adverse effects anticipated from inactives (i.e., benzyl alochel in neonates)?

X
Is there a discrepancy in inactives between DESCRIPTICN and the composition statement?

b 4
Has the term "other ingredients” been used to protect a trade secret? If so, is claim
supportad?

X
Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?

X
Failure te list gelatin, ooloring agents, antimiorchbials for oapsules in DESCRIPTION?

X

Tailure to list dyes in imprinting inka? (Coloring agents e.g., iron oxides nesd not be
lizted)

USP Issues: (FrR: List USE/NDA/ANDA dispensing/storage recommendations)

De centainer recommendations fail to meet or exceed USP/NDA recommeandations? If so, are

the r dations supported and is the difference acceptable?
X
Doas USP have labeling recommendations? If any, does ANDA meet them?
X
Is the product light sensitive? If so, i3 NDA and/or ANDA in a light resistant
container?
X

Pailure of DESCRIPTION to meet USP Description and Bolukility information? If so, USP
information should be used. However, only inoclude solvents appearing in innovator
labeling.

Bicequivalencea Issues: (Compare bicequivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a nc-effect? If so, was a food atudy done?

Has CLINICAL PHARMACOLOGY bean modified? If ao, briefly datail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative
supplement for veriXication of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, estc. or if none, please astate.




NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:

1.

The reference listed drug for this product is

- MEVACOR® (Merck; NDA#19-643/5-057; Approved March 1, 1999).

Patents/Exclusivities:

There is one patent that exists for this drug product:

4231938—Expifes on June 15, 2001 - For Hypochclesteremic
Fermentation Products and Process of Preparation.

There are two exclusivities that exist:

I-250 ~ Expires March 11, 2002 -

1-117 - Expired on February 8, 1998 - To slow progression of
coronary atherosclercsis in patients with Coronary Heart
Disease.

See Vol. 1.1, pages 11-12.

The product is manufactured by Teva Pharmaceuticals USA, 650

Cathill Road, Sellersville, PA 18960. See Vol. 1.14, page
6097.

e ~ —; See Vol. 1.14,
page 6102.

Container/Closure:

See Vol. 1.15, pages 6479-6480.

Finished Product

A white, nonhygroscopic crystalline powder that is insoluble

in water and sparingly soluble in ethanol, methanol, and
acetonitrile. See Vol. 1.1, page 31.




Product Line

10 mg-light peach, round flat, beveled tablets debossed with
926" on the upper surface and “93” on the lower surface.
Packaged in bottles of 60 and 100.

20mg-light blue, round flat, beveled tablets debossed with
"576"” on the upper surface and “93” on the lower surface.
Packaged 1n bottles of 100, 1000, and 12, 500.

40mg-light green, round flat, beveled tablets debossed with
928" on the upper surface and “93” on the lower surface.
Packaged in bottles of 60, 100, 1000, 12,500,

See Vol. 1.1, page 53.

Component/Composition

Innovator:
Active: Lovastatin 10 mg, 20 mg, or 40 mg
Inactive: Cellulose

Lactose

Magnesium Stearate

Starch

Butylated hydroxyaniscle (preservative)
10mg only~Red ferric oxide
yelliow ferric oxide
20mg only-FD&C Blue 2
40mg only-D&C Yellow 1C
FD&C Blue 2

Applicant: _
Active: Lovastatin 10 mg, 20 mg, or 40 mg
Inactive: Lactose monohydrate

Pregelatinized Starch

Microcrystalline cellulose

Butylated Hydroxyanisole (preservative)

T —

e
Magnesium stearate
10mg only~-FD&C Yellow #6
20mg only-FD&C Blue #1
40mg only-’

See Vol. 1.14, page 5854.




9. Storage/Dispensing

NDA: Store between 5-30°C (41-86°F). Tablets must be
protected from light and stored in a well-closed, light
resistant container.

ANDA: Store between 5-30°C (41-86°F). Tablets must be
protected from light and stored in a well-closed, light
resistant container.

See Vol., 1.1, page 53.

Date of Review: January 12, 1999
Date of Submission: December 31, 1998

Reviewer: lsi Date: t{//‘//??

Team Leader: Date:

e 1] {//f/eﬁ
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ANDA: 75-557
DUB/DIVISION FILE
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1/

Corporate Headquarters: - Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

September 18, 2001 OFG AnE NIRRT
Gary Buehler, Director A M
Office of Generic Drugs

Food and Drug Administration . MINOR AMENDMENT
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #75-551
LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
90 DAY AMENDMENT- FINAL APPROVAL REQUESTED

Dear Mr. Buehler:

We herewith submit an amendment to the above-referenced tentatively approved abbreviated new
drug application in accord with the Agency’s instructions in a July 18, 2001 tentative approval letter.
Please note that TEV A anticipates receipt of final approval on December 15, 2001 which is the date
of expiration of pediatric exclusivity associated with U.S. Patent 4,231,938. In addition, please note
that to the best of our knowledge, there is no other patent or exclusivity protection associated with
the reference listed drug.

Please note that the following documents have been revised since they were last submitted to the
Agency in ANDA #75-551 or amendments to the file:

Chemistry, Manufacturing and Controls:

SEP 1 9 2001
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ANDA #75-551

Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg
Request for Final Approval

Page 2 of 2

No other changes have been implemented with respect to this product since the submission of
TEVA’s original 90-day amendment on March 23, 2001.

This information is submitted for your review and final approval of ANDA #75-551. If you have
any questions or comments regarding this submission, please do not hesitate to contact me at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely,

Y -

PE/jbp
Enclosures




ANDA 75-551

TEVA Pharmaceuticals USA JUL -3 2001
Attention: Philip Erickson

- 1090 Horsham Road

PO Box 1090

North Wales, PA 19454
Sent by Facsimile and U.S. Mail
Dear Mr. Erickson:

This is in reference to your abbreviated new drug application dated December 31, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Lovastatin Tablets USP, 10 mg, 20 mg, and 40 mg.

Reference is made to our approval letter dated June 15, 2001. Pursuant to the enclosed court
order dated June 22, 2001, the Agency’s decision to deny pediatric exclusivity for lovastatin has
been vacated and remanded back to the Agency for further consideration.

Therefore, the drug products that are the subject of this abbreviated new drug application may
not be marketed under Section 505 of the Act. You will receive further notice from the Agency
that either the pediatric exclusivity is denied and you are free to market, or that pediatric
exclusivity is granted and you may not market until the pediatric exclusivity expires. The
introduction or delivery for introduction of these drug products into interstate commerce before
this occurs is prohibited under Section 501 of the Act.

If you have any questions, please contact Cecelia Parise, R.Ph. Special Assistant for Regulatory
Policy, Office of Generic Drugs, at (301) 827-5845. ) '

Sincerely,
Jo~ !
14 7 D l
L) .
/
Gary Buehler / /
Acting Director 7 E of

Office of Generic Drugs
~ Center for Drug Evaluation and Research

Enclosure: Court Order dated June 22, 2001




ANDA 75-551

JUN | g 200t

TEVA Pharmaceuticals USA
Attention: Philip Erickson
1090 Horsham Road

PO Box 1090

North Wales, PA 19454

Sent by Facsimile and U.S. Mail
Dear Mr. Erickson:

This is in reference to your abbreviated new drug application dated December 31, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Lovastatin Tablets USP, 10 mg, 20 mg, and 40 mg.

Reference is made to our approval letter dated June 15, 2001. Pursuant to the enclosed court
order dated June 16, 2001, the approval of your application has been stayed.

Until the stay expires on Wednesday June 20, 2001, 11:59 p.m., or is extended or vacated by
further order of the court, the drug products that are the subject of this abbreviated new drug
application may not be marketed under Section 505 of the Act. The introduction or delivery for
introduction of these drug products into interstate commerce before this occurs is prohibited
under Section 501 of the Act. '

If you have any questions, pleaée contact Ceéelia Parise, R.Ph. Special Assistant for Regulatory
Policy, Office of Generic Drugs, at (301) 827-5845.

Sincerely,
< . Jg.l ( /
_ b(ly /0
4 Gary Buehler 8
Acting Director

Office of Generic Drugs
Center for Drug Evaluation and Research

Enclosure: Court Order dated June 16, 2001
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Corporate Headquarters:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Philip Erickson, R.Ph,
Director, Regulatory Affairs
Solid Oral Dosage Forms

Phone: {215} 591 3000
FAX: (215) 591 8600

March 23, 2001

Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #75-551
LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
90 DAY AMENDMENT

Dear Mr. Buehler:

]pe
ORIG AMENDMENT

MINOR AMENDMENT

We herewith submit an amendment to the above-referenced tentatively approved abbreviated new
drug application in accord with the Agency’s instructions in a September 30, 1999 tentative approval
letter. Please note that TEV A anticipates receipt of final approval on June 15, 2001 which is the date
of expiration of U.S. Patent 4,231,938 as listed for the reference listed drug.

Please note that the following documents have been revised since they were last submitted to the

Agency in ANDA #75-551 or amendments to the file:

Chemistry, Manufacturing and Controls:

1.




ANDA 75-5351

Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg
90-Day Amendment

Page 2 of 2

- " R e e meo o i S 151 T P £ R TN S et 5 g N T B TR Mt e 0T

Labeling:

1.

Container Labels: Please find enclosed in Attachment 6 twelve copies of final print
container labels for the package sizes proposed in TEVA’s November 20, 2000 Unsolicited
Amendment, namely Lovastatin Tablets USP, 10 mg (bottles of 60 and 1000) and Lovastatin
Tablets USP, 20 mg (bottles of 60). Please note that final print container labels for all other
package sizes were submitted to the Agency in a 7/29/99 facsimile amendment and were
noted to be satisfactory in an 8/12/99 review letter from the Division of Labeling and
Program Suppott.

Package insert labeling has been revised in accord with a commitment TEVA made in an
August 30, 1999 amendment to omit wording from the labeling with respect to the
exclusivity [-250 (primary prevention of coronary heart disease in patients without
symptomatic cardiovascular disease who have average to moderately elevated Total-C and
LDL-C and below average HDL-C). Twelve copies of final print insert labeling are
provided in Attachment 7. A side-by-side comparison of this version as compared to that
last submitted to the Agency is provided in Attachment 8 to aid in review.

This information is submitted for your review and final approval of ANDA #75-551. If you have
any questions or comments regarding this submission, please do not hesitate to contact me at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jbp

P

Enclosures
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TR Deborah A, Jaskot
. Sr. Director, Regulatary Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Crive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX:(215) 721 9669

Toll Free: (888) TEVA USA
Phone: (215) 256 8460
FAX: (215} 256 7855

September 22, 1999

Douglas Sporn, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North I1

7500 Standish Place, Room 150
Rockville, MD 20855-2773

TELEPHONE AMENDMENT

ANDA #75-551
LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
TELEPHONE AMENDMENT

Dear Mr. Spom:

We submit herewith an amendment to the above referenced pending abbreviated new drug application in
accord with a telephone conversation with Mr. Bob West of the Office of Generic Drugs (OGD) on September
22,1999, Specifically, we hereby withdraw the following which was proposed in the original
ANDA:

In addition, we note that FDA inspectors are currently at our Sellersville, PA facility conducting 2 pre-approval
inspection. The inspection is expected to be completed today, September 22, 1999. The district inspectors
have indicated they will have a recommendation prepared by the end of this week.

Finally, at the request of Mr. West, please find attached a copy of an August 30, 1999 correspondence to your
office which amended ANDA # 75-551 to include a certification for exclusivity 1-250 and provided
commitment that TEV A Pharmaceuticals USA shall exclude this indication from our insert labeling until the
expiration of this exclusivity on March 11, 2002.

This information is submitted for your continued review and approval of ANDA #75-551. If you have any
questions or comments regarding this submission, please do not hesitate to contact me at (215) 256-8400 ext.

5249 or via facsimile at (215) 256-8105. R EOR
| N
Sincerely, RECD
W%z%%b/ ] SEP 235 1999
DAJ/jpb
Enclosures
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Deborah A, Jaskot
5r. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA i
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA
Phone: (215} 256 8400
FAX:(215) 721 9669

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX: (215) 256 7855

August 31, 1999

Douglas Sporn, Director

Office of Generic Drugs

Food and Drug Administration TELEPHONE AMENDMENT
Document Control Room

Metro Park North II

7500 Standish Place, Room 150 ORig AMENDMENT

Rockville, MD 20855-2773 F A

ANDA #75-551
LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
TELEPHONE AMENDMENT

Dear Mr. Sporn:

We submit herewith an amendment to the above referenced pending abbreviated new drug application in
accord with a telephone conversation with Mr. Mike Smela and Mr. Ken Furnkranz of the Office of Generic
Drugs (OGD) on August 25, 1999, Specifically, we hereby commit to further tighten the specification for
Total Impurities for stability purposes to NMT ——— Please note that the release specification for Total
Impurities was previously tightened to -— and will remain at that limit.

In addition, at OGD’s insistence, we have revised our™ —- _ acceptance criteria from a two-
tiered specification to that of only one tier. The new specificationis = -———- with an RSD'
of NMT -—. While we have objected to this same request previously in the course of review of this
ANDA, we have now conceded to make the revision solely to avoid delay of the review process of
this application.

In support of these changes, please find enclosed revised control documents (a finished product
procedure manual and stability protocols) noting these changed specifications.

This information is submitted for your continued review and approval of ANDA #75-551. If youhave
any questions or comments regarding this submission, please do not hesitate to contact me at (215)

256-8400 ext. 5249 or via facsimile at (215) 256-8105.

Sincerely,

M%ﬂdm R rr 'y
DAJ/jpb

SEP 0 ? 1999

Enclosures
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Deborah A. Jaskot
Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsvilie, PA 19443

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX:(215) 721 9669

August 30, 1999

Douglas Sporn, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #75-551

Toll Free: (B88) TEVA USA
Phone: (215) 256 8400
FAX: (215) 256 7855

NEW CORRESP
/Jc

UNSOLICITED AMENDMENT-
EXCLUSIVITY CERTIFICATION
REVISION

LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
UNSOLICITED AMENDMENT- EXCLUSIVITY CERTIFICATION REVISION

Dear Mr. Sporn;

We submit herewith an amendment to the above referenced abbreviated new drug application in
response to a newly listed exclusivity, [-250, for the reference listed drug Mevacor Tablets in the
Approved Drug Products With Therapeutic Equivalence Evaluations, Nineteenth Edition, Supplement
1. Please find enclosed a revised exclusivity statement noting this new exclusivity as well as our
commitment to exclude this indication from our insert labeling until the expiration of the exclusivity

on March 11, 2002.

This information is submitted for your continued review and approval of ANDA #75-551. If you have
any questions or comments regarding this submission, please do not hesitate to contact me at (215)
256-8400 ext. 5249 or via facsimile at (215) 256-8105.

Sincerely,

MW

DAJ/jpb
Enclosures




kTELY, ' '
— ' Deborah A, jaskot

Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsvilie, PA 19443

Toll Free: (888) TEVA LiSA
Phone: (215) 256 8400
FAX:(215) 721 9669

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX: (215) 256 7855

August 25, 1999

Douglas Sporn, Director FACSIMILE AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North II NDA ORIG AMENDMENT
7500 Standish Place, Room 150 /@

Rockville, MD 20855-2773 '

ANDA #75-551

LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg

FACSIMILE AMENDMENT- LABELING REVISION (RESPONSE TO AUGUST 12, 1999
REVIEW LETTER)

Dear Mr. Sporn;

We submit herewith a facsimile amendment to the above referenced abbreviated new drug application
in response to the review letter dated August 12, 1999 from the Division of Labeling and Program
Support. All labeling deficiencies have been addressed in the updated draft insert labeling as provided
herein. In addition, we have also included a comparison of the current proposed labeling versus our
last submitted labeling annotating all differences. A copy of the review letter is provided for ease of
review. Specifically, the following revisions were made:

. The statement "Rx only" was added to the insert labeling.

. Under Warnings (Reducing the Risk of Myopathy), the first and third sentences of
number one, and the first and second sentences of number two have been bolded. In
addition, the first part of the first sentence of paragraph three of number two has been
bolded as directed.

. The revision date of this document was revised throughout as appropriate.

As patent protection for the reference listed drug does not expire until June 13, 2001, insert labeling
is provided herein in draft form. We note and acknowledge that it may be necessary to further revise
insert labeling subsequent to approved changes for the reference listed drug. Final pri i




Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg

Facsimile Amendment- Labeling Revision (Response to 8/12/99 Review Letter)
Page 2 of 2

In addition, we note and acknowledge that all container deficiencies have been addressed and that final
print container labels that were last provided were found satisfactory.

This information is submitted for your continued review and approval of ANDA # 75-551. If you
have any questions or comments regarding this submission, please do not hesitate to contact me at
(215) 256-8400 ext. 5249 or via facsimile at (215) 256-8105.

Sincerely,
&MW
DAJ/jpb

Enclosures
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Deborah A. Jaskot
Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX : {215} 721 9669

Toll Free: (888) TEVA USA
Phone: (215) 256 8400
FAX: (215) 256 7855

July 29, 1999 B CORRESP
nve do FAX

Douglas Sporn, Director
Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North 11

7500 Standish Place, Room 150
Rockville, MD 20855-2773

FACSIMILE AMENDMENT

ANDA #75-551
LOVASTATIN TABLETS USP, 10 mg, 20 mg and 40 mg
FACSIMILE AMENDMENT - RESPONSE TO REVIEW LETTER DATED JUNE 29, 1999

Dear Mr. Sporn:
We herewith submit a facsimile amendment to the above referenced abbreviated new drug application
in response to the review letter from the Office of Generic Drugs (OGD) dated June 29, 1999. Our

response is presented in the order in which the deficiencies were provided.

A. Chemistry Deficiencies

1 /
2
| f
. u AUE 02 1999 »
- Fatalay —
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Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg
Facsimile Amendment- Response to Review Letter Dated 6/29/99

Page 50of 6
General Impurities Assay:
Release Stability
Individual Impurities NMT — NMT —
e NMT — NMT ——
— NMT — NMT -—
Total Impurities NMT — © NMT —

Release:‘ . ofthe formulated amount

mg/tablet)
B. In addition to the above comments, we acknowledge the following:

1. We acknowledge that the Division of Bioequivalence has completed its review of our
bioequivalence information and has no further questions at this time. However, we will assist
the Division of Bioequivalence as necessary should any questions arise after their review ofthe
entire application.

2. We acknowledge that satisfactory cGMP compliance evaluations are required for the firms
referenced herein, Please refer to Attachment 1 for certifications of such compliance.

3. As the 60's package size was withdrawn in our 2/5/99 Amendment, reference to this package
size has been deleted from insert labeling.

4. All stability data generated since our last submission has been provided in Attachments 5 and
6.

5. We acknowledge the labeling deficiencies noted and respond to each of them below in Item D.

C. Bioequivalence Comments

Dissolution testing as currently proposed is incorporated into our stability and quality control
programs as specified in the USP.

D. Labeling Deficiencies

2. Container




Lovastatin Tablets USP, 10 mg, 20 mg and 40 mg

Facsimile Amendment- Response to Review Letter Dated 6/29/99
Page 6 of 6

As noted, the 60 count size for the 10 mg product was withdrawn from our ANDA in an
amendment submitted to the Office of Generic Drugs on February 5, 1999. All reference to this

~ package has been deleted from container labels and insert labeling. In addition, we originally
proposed two different package configurations for the 100 count package for the 40 mg
strength: a 60 cc bottle with a child-resistant cap, and a 100 cc bottlewitha: ——— "
We intend to commercially market only the 100 cc bottle with, — 77— - caps, therefore
container labels are provided for this 40 mg strength 100 count bottle only.

a. We note that the Office of Generic Drugs does not normally approve bulk container
labels. However, these container labels are of the same format and meet the same
requirements as the other package sizes submitted.

b. Comments made in 2 (b) and 2 (c) are hereby acknowledged. Final printed container
labels are provided as Attachment 7.

3. Insert
a. We note that the Office of Generic Drugs does not normally approve bulk container
labels. However, we intend to commercially market in bulk size containers and
therefore reflect such package sizes in our insert labeling.

b. Insert labeling has been revised to reflect the most recently approved labeling for the
reference listed drug which was approved March 1, 1999. Draft insert labeling and a
side by side comparison of proposed labeling versus that submitted in the original
ANDA are provided in Attachment 8.

This information is submitted for your continued review and approval of ANDA #75-551. If you have
any questions or comments regarding this submission, please do not hesitate to contact me at (215)
256-8400 ext. 5249 or via facsimile at (215) 256-8105.

Sincerely,

DAJ/ipb
Enclosures
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I:I rl : l / I Deborah A. Jaskot

Sr. Director, Regulatory Affairs

Corporate Headquarters: Corresponding Address:
TEVA PHARMACEUTICALS USA TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960 1510 Delp Drive, Kulpsville, PA 19443
Toll Free: (888) TEVA USA Toll Free: (888) TEVA USA
Phone: (215) 256-8400 Phone: (215) 256-8400
FAX: (215)721-9669 FAX: (215) 256-7855

March 24, 1999

Douglas Sporn, Director NOA ORIG Wm@ﬁﬁﬁm?
Office of Generic Drugs N / AR

Food and Drug Administration
Metro Park North II

7500 Standish Place, Rm. 150
Rockville, MD 20855-2773

ANDA 75-551

LOVASTATIN TABLETS USP, 10 mg, 20 mg, AND 40 mg

TELEPHONE AMENDMENT

Dear Mr. Sporn:

In response to a request from Ms. Elaine Hu of the Division of Bioequivalence, we herein provide
a table which delineates the maximum storage times experienced by human plasma samples. 1t is
shown in the attached table that the stability data generated are ample to establish the stability of

both lovastatin and B-hydroxylovastatin in human serum for at least the maximum storage time.

This information is submitted for the continued review of this ANDA.

Sincerely,

DI
Enclosure : Fv RECE‘VED ‘ﬁ
MAR 2 5 155

GENERIC DRUGS




I:I rl : l/l Deborah A. Jaskot

Sr. Director, Regulatory Affairs

] Corporate Headquarters: Corresponding Address:

I ' ; TEVA PHARMACEUTICALS USA TEVA PHARMACEUTICALS USA
; 650 Cathill Road, Sellersville, PA 18960 1510 Delp Drive, Kulpsville, PA 19443
Toll Free: (888) TEVA USA Toll Free: (888} TEVA USA

Phone: (215) 256 8400 . Phone: (215) 256 8400

FAX: (215} 721 9669 FAX: (215) 256 7855

February 5, 1999 O%Eg;s

Douglas Sporn, Director NEW CORRESPONDENCE
Office of Generic Drugs
Food and Drug Administration
- Document Control Room
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA # 75-551
- LOVASTATIN TABLETS USP, 10 mg, 20 mg, and 40 mg
O NEW CORRESPONDENCE - RESPONSE TO TELEPHONE CONTACT

Dear Mr. Sporn:

In response to a telephone conversation with Harvey Greenberg, of your office, we request the
withdrawal of all references to the 60 count size of the 10 mg dose strength in the above
referenced application. In support of this change we have attached a revised finished product
stability protocol for the 10 mg dose strength. We also commit to revise our product labeling in
accord with this change at the time of your first labeling revision request.

If you should have any further questions or require any further documentation, please do not
hesitate to contact me at (215) 256-8400 extension 5249 or via facsimile at (215) 256-8103.

/ﬁ (g/ - RECoIVED

s
o

Sincerely,

DAlJ/asg
Enclosures .
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ANDA 75-551

Teva Pharmaceuticals USA
Attention: Deborah A. Jaskot

1510 Delph Drive FEB 9 1999
Kulpsville, PA 19443
Illlil'lllII‘IIIIIII‘II'*III‘IlI

Dear Madam:
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal

Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated February 4,
and your correspondence dated February 5, 1999.

NAME OF DRUG: Lovastatin Tablets USP, 10 mg, 20 mg & 40 mg
DATE OF APPLICATION: December 31, 1998
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 31, 1998

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Denise Huie

Project Manager
(301) 827-5848

Sincerely vyours, .,

IS
Rgpert L. West, M.S5.,
Director ;
Division of Labelin nd Program Support
Office of Generic Drygs
Center for Drug Evaludtion and Research
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Deborah A. Jaskot
Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:
TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA
Phone: {215) 256-8400
FAX: (215} 721-9669

Toll Free: (888) TEVA USA
Phone: (215) 256-8400
FAX: (215) 256-7855

December 31, 1998

Douglas Sporn, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North 11

7500 Standish Place, Room 1350
Rockville, MD 20855-2773

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
LOVASTATIN TABLETS USP, 10 mg, 20 mg, and 40 mg

Dear Mr. Sporn:

We submit herewith an abbreviated new drug application for the drug product Lovastatin Tablets USP,
10 mg, 20 mg, and 40 mg.

Enclosed are archival and review copies assembled in accord with Office of Genreic Drugs April 1997
Guidance for Industry: Organization of an Abbreviated New Drug Application and an Abbreviated
Antibiotic Application. These copies are presented in a total of 33 volumes; 16 for the archival copy and
17 for the review copy.

The application contains a full report of two in vivo bioequivalence studies comparing Lovastatin
Tablets USP, 40 mg manufactured by TEVA Pharmaceuticals USA, to the reference listed drug,

" MEVACOR® Tablets, 40 mg under both fasting and post-prandial conditions.

Please note, as a result of the change in our corporate name from LEMMON Company to TEVA
Pharmaceuticals USA, some of the documents contained herein may refer to our previous corporate
name. This change does not affect any of the systems, facilities, or controls presented in this
application.

If you should have any questions regarding this submission or require any further documentation, please
do not hesitate to contact me at (215) 256-8400 extension 5249 or via facsimile at (215) 256-8105.

We look forward to your review and comment.

Sincerely,

W, x4y RECENVED
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