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Food and Drug Administration
Rockville MD 20857

NDA 20-261/5-032
NDA 21-192/5-004

Novartis Pharmaceuticals Corporation
Attention: Lisa N. Pitt, Pharm.D.

Assistant Director, Drug Regulatory Affairs
One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Pitt:

Please refer to your supplemental new drug applications dated January 21, 2002, received January 22,
2002, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Lescol
(fluvastatin sodium) Capsules (NDA 20-261), Lescol XL (fluvastatin sodium) Extended-Release
Tablets (NDA 21-192).

We acknowledge receipt of your submissions dated February 11, July 22 and 30 and
August 23, 2002. Your submission of July 30, 2002, constituted a complete response to our July 18,
2002, action letter.

These supplemental new drug applications provide for:

Revision of the Elimination subsection of the CLINICAL PHARMACOLOGY section
of the approved package insert, incorporating results of a study evaluating steady state
pharmacokinetics of fluvastatin sodium following administration of Lescol XL 80 mg
Tablets.

- We have completed the review of these supplemental applications, as amended, and have concluded
that adequate information has been presented to demonstrate that the drug products are safe and
effective for use as recommended in the final printed labeling labeling submitted on August 23, 2002.
Accordingly, these supplemental applications are approved effective on the date of this letter.

In addition, please submit three copies of the introductory promotional materials that you propose to
use for these products. All proposed materials should be submitted in draft or mock- -up form, not final
print. Please submit one copy to this Division and two copies of both the promotlonal materials and
the package inserts directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-42
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857
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If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Professional" letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockyville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, call William C. Koch, R.Ph., Regulatory Project Manager, at
(301) 827-6412.

Sincerely,

{See appended electronic signature page}

David G. Orloff, M.D.
Director
Division of Metabolic
and Endocrine Drug Products, HFD-510
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

David Orloff
9/6/02 01:45:33 PM
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NDA 20-261/5-032
NDA 21-192/5-004

Novartis Pharmaceuticals Corporation
Attention: Lisa N. Pitt, Pharm.D.

Assistant Director, Drug Regulatory Affairs
One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Pitt:

Please refer to your new drug application (NDA) dated January 21, 2002, received January 22, 2002,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Lescol (fluvastatin
sodium) Capsules (NDA 20-261) and Lescol XL (fluvastatin sodium) Extended-Release Tablets
(NDA 21-192).

We have completed the review of this application, and it is approvable. Before this application may be
approved, however, it will be necessary for you to submit revised draft labeling revised as follows:

(Strikeout text should be removed from labeling; Underlined text should be added to labeling;
_ Reviewers comments, in text box, are for an explanation only and are not intended to be included in the
labeling).

In the CLINICAL PHARMACOLOGY, Elimination subsection:

Steady-state plasma concentrations show no evidence of accumulation of fluvastatin following
immediate release capsule administration of up to 80 mg daily, as evidenced by a beta-
elimination half-life of less than 3 hours. However, under conditions of maximum rate of
absorption (i.e., fasting) systemic exposure to fluvastatin is increased 33% to 53% compared to

a single 20 mg or 40 mg dose of the immediate release capsule. Following once daily
administration of the 80 mg Lescol XL tablet, systemic exposure to fluvastatin is ‘.«‘1——-—~——-—’
increased (20-30%) compared to a single dose of the 80 mg Lescol XL tablet. Terminal half-life
of Lescol XL was about 9 hours and is affected by the slow-release formulation. -
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Table 1

Single-dose and steady-state pharmacokinetic parameters

Cmax AUC tmax CL/F tas2
(ng/mL) {ng-h/mL) (hr) (L/hr) (hr)
meaniSD meaniSD meaniSD meani_SD meaniSD
(range) (range) (range) (range) (range)
Capsules
20 mg single 166+106 207+65 0A9+0.4 107+38.1 2.5+1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice daily 200+86 275+111 142+0.9 87.8+45 2.8+1A7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273+189 456+259 1.2+0A7 108+44.7 2.7+1.3
dose (n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg twice daily 432+236 697+275 1.2+0A6 64.2+21.1 2.7+1.3
(n=16) (119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)
Extended-Release Tablets 80 mg single dose (n=24)
80 mg single 12653 579341 3.2+26 -
-dose, fasting (37-242) (144-1760) (1-12)
(n=24)
80 mg single
dose, fed-state 183+163 8614632 6 -
high fat meal (21-733) (199-3132) (2-24)
(n=24)
! S

T T - ;

—_——,

Reviewer’s Comments

T
- N
s e

e o - -

2. Accumulation was 20% and 30% based on Cmax and AUC, respectively. We
recommend adding the 30% value for accumulation based on AUC.

In addition, all previous revisions as reflected in the most recently approved package insert must be
included. To facilitate review of your submission, please provide a highlighted or marked-up copy that
shows the changes that are being made.

If additional information relating to the safety or effectiveness of this drug becomes available, revision
of the labeling may be required.
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Within 10 days after the date of this letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In the absence
of any such action FDA may proceed to withdraw the application. Any amendment should respond to
all the deficiencies listed. We will not process a partial reply as a major amendment nor will the
review clock be reactivated until all deficiencies have been addressed.

The drug product may not be legally marketed with the proposed changes until you have been notified
in writing that the supplemental application is approved.

If you have any questions, call William C. Koch, R.Ph., Regulatory Project Manager, at (301)
827-6412.

Sincerely,

{S'ee appended electronic signature page}

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research



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

David Orloff :
7/18/02 03:12:13 PM
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20-261/5032

21-192/S004

CLINICAL PHARMACOLOGY AND
BIOPHARMACEUTICS REVIEW(S)




OFFICE OF CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS

REVIEW

NDA:

Submission Date(s):
Brand Name:
Generic Name:
Reviewer:

Team Leader:
OCPB Division:
OND division:
Sponsor:
Submission Type:

Formulation(s)

Indication:

20-261 SLR-032/21-192 SLR-004 BL
30-July-2002
Lescol® / Lescol® XL

Fluvastatin sodium

"~ Sang M. Chung, Ph.D.

Hae-Young Ahn, Ph.D.
DPE-2
Metabolic and Endocrine (HFD-510)

~ Novartis Pharmaceuticals Corporation

NDA supplement Amendment
Lescol® capsules; 20 mg, and 40 mg
Lescol® XL tablet; 80 mg

Cholesterol lowering

Addendum

The revised daft labeling by the sponsor was acceptable including revision in the table (in bolded

text).
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1 Proposed Labeling by the sponsor

Following once daily administration of the 80 mg Lescol XL tablet for 7 days, systemic exposure to
fluvastatin is increased (20-30%) compared to a single dose of the 80 mg Lescol XL tablet. Terminal half-

life of Lescol XL was about 9 hours as a result of the slow-release formulation.

Table 1
Single-dose and steady-state pharmacokinetic parameters
Crnax AUC tmax CUF tir
(ng/mL) (ng-h/mL) (hr) (L/hr) ~ (hn)
meanzSD meantSD mean=SD meantSD meantSD
(range) (range) (range) (range) (range)
Capsules
20 mg single 166106 207465 0.9+0.4 107+38.1 2.5+1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice daily 200186 275111 1.240.9 87.8+45 2.8+1.7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273+189 4564259 1.240.7 108+44.7 27413
dose (n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg twice daily  432+236 6974275 1.2+0.6 64.2+21.1 2.7+1.3
(n=16) (119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)
Extended-Release Tablets 80 mg single dose (n=24)

80 mg single 126153 579+341 3.2+26 - -
dose, fasting (37-242) (144-1760) (1-12)
(n=24)
80 mg single .
dose, fed-state 1831163 8614632 6 - -
high fat meal (21-733) (199-3132) (2-24)
(n=24)

Extended-Release Tablets 80 mg following 7 days dosing (steady-state) (n=11)

80 mg once 102+42
daily, fasting (43.9-181)
(n=11)"

630+326
(247-1406)

2.6+0.91
(1.5-4)

Page 2 of 2



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

Sang Chung
8/13/02 04:03:11 PM
PHARMACOLOGIST

Hae-Young Ahn
8/13/02 05:14:55 PM
BIOPHARMACEUTICS



OFFICE OF CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS

REVIEW

NDA:

Submission Date(s):
Brand Name:
Generic Name:
Reviewer:

Team Leader:
OCPB Division:
ONBD division:
Sponsor;
Submission Type:

Formulation(s)

Indication:

20-261 SLR-032/21-192 SLR-004 BL
30-July-2002

Lescol®/ Lescol® XL

Fluvastatin sodium

Sang M. Chung, Ph.D.

Hae-Young Ahn, Ph.D.

DPE-2

Metabolic and Endocrine (HFD-510)
Novartis Pharmaceuticals Corporation
NDA supplement Amendment
Lescol® capsules; 20 mg, and 40 mg
Lescol® XL tablet; 80 mg

Cholesterol lowering

1 Executive Summary

The sponsor proposed to revise the Agency's recommended draft labeling with minor modification
as attached and the Office of Clinical Pharmacology and Biopharmaceutics, Division of
Pharmaceutical Evaluation |l finds it acceptable. This recommendation should be sent to the

sponsor as appropriate.
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2 Amended Labeling by the sponsor

Following once daily administration of the 80 mg Lescol XL tablet for 7 days, systemic exposure to
fluvastatin is increased (20-30%) compared to a single dose of the 80 mg Lescol XL tablet. Terminal half-

life of Lescol XL was about 9 hours as a result of . ——u, the slow-release formulation.
Table 1
Single-dose and steady-state pharmacokinetic parameters
Crax AUC max CL/F tin
(ng/mL) (ng-h/mL) (hr) (L/hr) (hr)
meanzSD meantSD mean+SD meantSD meantSD
(range) (range) (range) (range) (range)
Capsules
20 mg single 166+106 207465 0.910.4 107+£38.1 2.5+1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice daily 200486 275+111 1.210.9 87.8145 2.8+1.7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273+189 4564259 1.2+0.7 108+44.7 27413
dose (n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg twice daily 4324236 697+275 1.2+0.6 64.2+21.1 2.7+1.3
(n=186) (119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)

— ey '

80 mg single 12653 579+341 3.2+26 - -

dose, fasting (37-242) (144-1760) (1-12)

(n=24)

80 mg single

dose, fed-state 1834163 8611632 6 - -
high fat meal (21-733) (199-3132) (2-24)

(n=24)

o

T R,

.........

Page 2 of 2



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

Sang Chung
'8/7/02 02:40:22 PM
PHARMACOLOGIST

Hae-Young Ahn
8/13/02 01:28:08 PM
BIOPHARMACEUTICS
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APPLICATION NUMBER:
20-261/5032
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Division of Metabolic and Endocrine Drug Products

REGULATORY PROJECT MANAGER REVIEW

Application Number: NDA 20-261/S-032
NDA 21-192/S-004

Name of Drug: Lescol (fluvastatin sodium) Capsules, 20 mg, 40 mg
Lescol XL (fluvastatin sodium) Extended-Release Tablets, 80 mg

Sponsor: Novartis Pharmaceuticals Corporation
Material Reviewed

Submission Date: January 21, 2002

Receipt Date: January 22, 2002

Background and Summary Description:

These applications are approved as an adjunct to diet to reduce elevated total cholesterol (total-
C), LDL-C, TG, and Apo B levels, and to increase HDL-C in patients with primary
hypercholesterolemia and mixed dyslipidemia (Frederickson Type Ila and IIb) whose response to
dietary restriction of saturated fat and cholesterol and other nonpharmacological measures has
not been adequate.

This supplement dated January 21, 2002, proposes changes to the Elimination subsection of the
CLINICAL PHARMACOLOGY section of the package inserts of both NDA 20-261 and NDA
21-192. Specifically this Prior Approval supplement incorporates results of a study evaluating
steady-state pharmacokinetics of fluvastatin sodium following administration of Lescol XL 80mg
tablets.

Review

Package insert

The submitted draft package insert, identified as “Marked-up T2001-78, 89011104, revised
October 20017, was compared to the final printed package insert, identified as “T2001-78,
89011104, revised October 20017, submitted January 23, 2002 and accepted on July 12, 2002,
for NDA 20-261/SLR-030 and NDA 21-192/SLR-002. Those supplements were approved on
September 25, 2001.

1. In the CLINICAL PHARMACOLOGY, Elimination subsection, the following changes in
the paragraph and Table 1 has been submitted to the Biopharmaceutics team for review:



PREVIOUSLY APPROVED

Steady-state plasma concentrations show no evidence of accumulation of fluvastatin
following immediate release capsule administration of up to 80 mg daily, as evidenced by a beta-
elimination half-life of less than 3 hours. However, under conditions of maximum rate of absorption
(i.e., fasting) systemic exposure to fluvastatin is increased 33% to 53% compared to a single 20 mg
or 40 mg dose of the immediate release capsule. Accumulation following once daily administration
of the 80 mg Lescol XL tablet has not been studied.

Single-dose and steady-state pharmacokinetic parameters in 33 subjects with
hypercholesterolemia for the capsules and single dose data in 24 healthy subjects for the extended-
release tablets are summarized below:

Table 1
Single-dose and steady-state pharmacokinetic parameters
Cmax AUC tmax CL/F tiz (ng/mlL)
(ng-h/mL) (hr) AL/hr) (hr) ™+SP
meaniSD meaniSD meaniSD meaniSD (range)
(range) (range) (range) (range)
Capsules

20 mg single 166+106 207+65 0.9+0.4 107+38.1 245_’_1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg thCG dally 200+86 275+111 1.2+0.9 87.8+45 2.8+1.7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273+189 456+259 1.2+047 108+44.7 2.7+1.3 dOSG
(n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg tWICG dally 432+236 697+275 1.2+0.6 64.2+21A1 2.7+1A3
(n=16) (119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)

Extended-Release Tablets 80 mg single dose (n=24)

Fasting 126453 579+341 32+26
(37-242) (144-1760) (1-12)
Fed State- 183+163 8614632 6
High Fat Meal (21-733) (199-3132) (2-24)
PROPOSED

Steady-state plasma concentrations show no evidence of accumulation of fluvastatin
following immediate release capsule administration of up to 80 mg daily, as evidenced by a beta-
elimination half-life of less than 3 hours. However, under conditions of maximum rate of absorption
(i.e., fasting) systemic exposure to fluvastatin is increased 33% to 53% compared to a single 20 mg
or 40 mg dose of the immediate release capsule. Following once daily administration of the 80 mg
Lescol XL tablet for 7 days, systemic exposure to fluvastatin is increased (20 - 30%) compared to a
single dose of the 80 mg Lescol XL tablet. Terminal half-life of Lescol XL was about 9 hours as a
result of the slow-release formulation.

Single-dose and steady-state pharmacokinetic parameters in 33 subjects with
hypercholesterolemia for the capsules and in 35 healthy subjects for the extended-release tablets are
summarized below:



Table 1
Single-dose and steady-state pharmacokinetic parameters

Cmax AUC . tmax CL/F t2
{ng/mL) {ng-h/mL)} (hr) (L/hr) (hr)
mean iSD mean iSD mean iSD mean iSD mean iSD
(range) (range) (range) (range) (range)
Capsules
. 20 mg single 166i106 ’ 207i_65 0.9i0.4 107__|_38.1 245__'_1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice dally 200i86 275i111 1.2i0.9 87.8i45 2.8i1.7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273i189 456i259 1'2i0'7 108i44'7 2'7i1'3
dose (n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg tWiCG dally 432i236 697i275 1.2i0A6 M'2i21'1 2‘7i1'3

(n=16) (119-990) (359-1550) (0.5-2.5) (25.7-111) (0.7-5.0)

Extended-Release Tablets 80 mg single dose (n=24)

80 mg single 126453 579+341 3.2£26 - -
-dose, fasting (37-242) (144-1760) (1-12)

(n=24)

80 mg single

-dose, fed-state 183%£163 861632 6 - -
high fat meal (21-733) (199-3132) (2-24)

(n=24)

Extended - Release Tablets 80 mg following 7 days dosing (steady-state) (n=11)

80 mg once 102+42 630+326 2.6+0.91 - -
daily, fasting (43.9-181) (247-1408) (1.5-4)
(n=11)

3. No other changes were made except for the label identification code (T2002-76, 89011105)
and the revision date (August 2002).

Conclusions

The Biopharmaceutics review of August 13, 2002, concludes that the July 30, 2002, proposal is
acceptable. There are no other requests for changes. An approval letter will be drafted.

Package insert: Approvable — FPL identifier “T2002-76, 89011105, revised August 2002
Bottle/Vial label: None submitted
Carton: None submitted



{See appended electronic signature page)

William C. Koch, R.Ph. Date
Regulatory Project Manager

{See appended electronic signature page}

Enid Galliers Date
Chief, Project Management Staff



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

William Koch
9/5/02 03:54:35 PM
CSO

Enid Galliers
9/5/02 05:29:47 PM
CSO



Division of Metabolic and Endocrine Drug Products

REGULATORY PROJECT MANAGER REVIEW

Application Number: NDA 20-261/S-032
NDA 21-192/S-004

Name of Drug: Lescol (fluvastatin sodium) Capsules, 20 mg, 40 mg
Lescol XL (fluvastatin sodium) Extended-Release Tablets, 80 mg

Sponsor: Novartis Pharmaceuticals Corporation

Material Reviewed
.Submission Dates: July 30, 2002 and August 23, 2002
Receipt Dates: July 31, 2002 and August 27, 2002
Background and Summary Description:

These applications are approved as an adjunct to diet to reduce elevated total cholesterol (total-
C), LDL-C, TG, and Apo B levels, and to increase HDL-C in patients with primary
hypercholesterolemia and mixed dyslipidemia (Frederickson Type Ila and IIb) whose response to
dietary restriction of saturated fat and cholesterol and other non-pharmacological measures has
not been adequate.

This supplement dated January 21, 2002, proposes changes to the Elimination subsection of the
CLINICAL PHARMACOLOGY section of the package inserts of both NDA 20-261 and NDA
21-192. Specifically this Prior Approval supplement incorporates results of a study evaluating
steady-state pharmacokinetics of fluvastatin sodium following administration of Lescol XL 80mg
tablets.

The Division’s letter of July 18, 2002, requested the addition of language regarding terminal half-
life in the narrative s A—""""———__ - —7

Review

Package insert

The submitted final printed package insert, identified as “T2002-76, 89011 105, revised August
20027, was compared to the final printed package insert, identified as “T2001-78, 89011104,
revised October 20017, submitted January 23, 2002 and accepted on July 12, 2002, for NDA 20-
261/SLR-030 and NDA 21-192/SLR-002. Those supplements were approved on September 25,
2001.

1. In the CLINICAL PHARMACOLOGY, Elimination subsection, the following changes in
the paragraph and Table 1 has been submitted to the Biopharmaceutics team for review:



PREVIOUSLY APPROVED

Steady-state plasma concentrations show no evidence of accumulation of fluvastatin
following immediate release capsule administration of up to 80 mg daily, as evidenced by a beta-
elimination half-life of less than 3 hours. However, under conditions of maximum rate of absorption
(i.e., fasting) systemic exposure to fluvastatin is increased 33% to 53% compared to a single 20 mg
or 40 mg dose of the immediate release capsule. Accumulation following once daily administration
of the 80 mg Lescol XL tablet has not been studied.

Single-dose and steady-state pharmacokinetic parameters in 33 subjects with
hypercholesterolemia for the capsules and single dose data in 24 healthy subjects for the extended-
release tablets are summarized below:

Table 1
Single-dose and steady-state pharmacokinetic parameters
Cmax AUC tmax CL/F tuz (ng/mL)
(ng-h/mL) (hr) (Lihr) (hr) ™"+SP
mean__(_SD meaniSD mean+ meaniSD (range)
(range) (range) (range) (range)
Capsules .
20 mg single 166+106 207+65 049_’_0.4 107+38.1 2.5+1.7
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice daily 200+ 275+111 1.2+0.9 87.8+45 2.8+1.7
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273+189 456+259 1.2+0.7 108+44A7 2.7+1.3 dose
(n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg tWICE dally 432+236 697+275 1.2+0,6 64.2+21.1 2.7+143
(n=16) (119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)
Extended-Release Tablets 80 mg single dose (n=24)
Fasting 126153 5791341 32126
(37-242) (144-1760) (1-12)
Fed State- 1834163 8611632 6
High Fat Meal (21-733) (199-3132) (2-24)

PROPOSED

Steady-state plasma concentrations show no evidence of accumulation of fluvastatin
following immediate release capsule administration of up to 80 mg daily, as evidenced by a beta-
elimination half-life of less than 3 hours. However, under conditions of maximum rate of absorption
(i.e., fasting) systemic exposure to fluvastatin is increased 33% to 53% compared to a single 20 mg
or 40 mg dose of the immediate release capsule. Following once daily administration of the 80 mg
Lescol XL tablet, systemic exposure to fluvastatin is g————~ increased g /compared to a
single dose of the 80 mg Lescol XL tablet.

Single-dose and steady-state pharmacokinetic parameters in 33 subjects with
hypercholesterolemia for the capsules and in 35 healthy subjects for the extended-release tablets are
summarized below:



Table 1
Single-dose and steady-state pharmacokinetic parameters

Cmax AUC tmax CL/F ti2
(ng/mL) (ng-h/mL) (hr) (L/br) (hr)
mean +SD mean, +SD mean +SD mean, +SD mean +SD
(range) (range) (range) (range) (range)
Capsules )
20 mg single 166, 106 207,65 0.9,04 107,,38.1 ' 25,17
dose (n=17) (48.9-517) (111-288) (0.5-2.0) (69.5-181) (0.5-6.6)
20 mg twice daily ~ 2%0+% 275, 111 12,09 87.8,45 28,17
(n=17) (71.8-366) (91.6-467) (0.5-4.0) (42.8-218) (0.9-6.0)
40 mg single 273,189 456, 259 12,07 108, 44.7 27,13
dose (n=16) (72.8-812) (207-1221) (0.75-3.0) (32.8-193) (0.8-5.9)
40 mg tWiCG dally 432+236 697+275 1.2+0.6 64.2_,_21.1 2A7+1.3
(n=16) {119-990) (359-1559) (0.5-2.5) (25.7-111) (0.7-5.0)

Extended-Release Tablets 80 mg single dose (n=24)

80 mg single 12653 579+341 3.2+£26 -

-dose, fasting (37-242) (144-1760) (1-12)

(n=24)

80 mg single

dose, fed-state 1831163 8614632 6 - -

high fat meal (21-733) (199-3132) (2-24)

(n=24)

[ e————— —
|

3. No other changes were made except for the label identification code (new=) and the revision
date (date).

Conclusions

The Biopharmaceutics review requests changes to the labeling. There are no other requests for
changes. An approvable letter will be drafted.

Package insert: Approvable

Bottle/Vial label: None submitted
Carton: None submitted

{See appended electronic signature page}

William C. Koch, R.Ph. Date



Regulatory Project Manager

{See appended electronic signature page}

Enid Galliers Date
Chief, Project Management Staff



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

William Koch
7/17/02 05:05:51 PM
Cso

Enid Galliers
7/18/02 08:00:14 AM
CSO
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Food and Drug Administration
Rockville MD 20857

NDA 20-261/5-032
NDA 21-192/5-004
PRIOR APPROVAL SUPPLEMENT

Novartis Pharmaceuticals Corporation
Attention: Lisa N. Pitt, Pharm.D.

Assistant Director, Drug Regulatory Affairs
59 Route 10

East Hanover, New Jersey 07936-1080

Dear Dr. Pitt:

We have received your supplemental drug applications submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

NDA Number | Supplement Number Drug Name

20-261 S-032 Lescol (fluvastatin sodium) Capsules

21-192 S-004 Lescol XL (fluvastatin sodium) Extended-Release
Tablets

Date of Supplements: January 21, 2002
Date of Receipt: January 22, 2002
These supplements propose the following change(s):

Revise the Elimination subsection of the CLINICAL PHARMACOLOGY section
of the approved package insert, incorporating results of a study evaluating steady state

pharmacokinetics of fluvastatin sodium following administration of Lescol XL 80 mg
Tablets.

Unless we notify you within 60 days of our receipt date that the applications are not sufficiently
complete to permit a substantive review, these applications will be filed under section 505(b) of the
Act on March 23, 2002, in accordance with 21 CFR 314.101(a).

Please cite the application numbers listed above at the top of the first page of any communications
concerning these applications. All communications concerning these supplemental applications should
be addressed as follows:



NDA 20-261/5-032
NDA 21-192/5-004-
Page 2

U.S. Postal Service/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: Division Document Room, 14B-19

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call me at (301) 827-6412.

Sincerely,

{See appended electronic signature page}

William C. Koch, R.Ph.
Regulatory Project Manager
Division of Metabolic
and Endocrine Drug Products, HFD-510
Office of Drug Evaluation II
Center for Drug Evaluation and Research



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

William Koch
2/5/02 03:01:23 PM



