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Lipitor® (atorvastatin calcium) Tablets

Re. Amendment to Efficacy
Supplement - 018:
Revised Draft Labeling

Solomon Sobel, M.D.

Director

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

Document Control Room 14B-19

Center for Drug Evaluation and Research

Food and Drug Administration

Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel:

On behalf of, and as agent for Wamer-Lambert Export, reference is made to our
supplement (S-018), submitted on March 3, 1999 (Ref. No. 83), to our approved

NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets. This supplement supports the
use of atorvastatin to increase HDL-C in patients with primary hypercholesterolemia
(heterozygous familial) and mixed dyslipidemia (Fredrickson Type Ila and Type Ilb).
Reference is also made to a request made by Dr. Orloff of your Division on

November 16, 1999 for additional changes in the revised draft labeling, submitted
November 5, 1999 (Ref. No. 100). Reference is also made to our submission on
November 17, 1999 (Ref. No. 101) of revised draft labeling reflecting Dr. Orloff's
request of November 16, 1999. Reference is also made to a telephone conversation with
Dr. Orloff on November 23, 1999 discussing his requested changes in our labeling.
During this conversation, we agreed on a slight modification to the wording submitted in
our November 17, 1999 amendment. As a result of this discussion and the agreements
made, we are hereby submitting revised draft labeling for this efficacy supplement
(Attachment 1).

The currcnt revision of the draft label contains the following changes that were submitted
on November 5. 1999. New text (underlined) has been added under the CLINICAL
PHARMACOLOGY. Clinical Studies section on pages 4 and S of the revised draft
labeling. In addition, the INDICATIONS AND USAGE section on pages 7 and 8 has
been modified (current labeling text is shown with strike-through. new text is
underlinedh.




Solomon Sobel, M.D.
NDA 20-702
November 23, 1999
Page 2 “

As agreed during our November 23, 1999 teleconference. additionial wording has been
added under WARNINGS, Skeletal Muscle and PRECAUTIONS, Drug Interactions on
page 11 of the revised draft labeling.

Should you have any questions regarding this submission, please contact me at
734/622-5225 or send a facsimile to 734/622-3283.

SV

- Jeffrey Koup, Pharm.D.
Director, FDA Liaison
Worldwide Regulstory Affairs

Desk Copy: Dr. David Orloff (HFD-510)
Ms. Margaret Simoneau (HFD-510)

JK:kb -
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Lipitor® (atorvastatin calcium) - 1 2
Tablets :

ITEM 13.
PATENT AND MARKET EXCLUSIVITY INFORMATION

13.1. Patent Information

NDA Number: 20-702
Applicant: Parke-Davis Pharmaceutical Research
Division of Wamner-Lambert Compan
PO Box 1047 :
Ann Arbor, MI 48106
Active Ingredient: . [R-(R‘,R‘)]-Z-(4-ﬂuorophenyl)-B,B-dihydroxy- -

5-(1-methylethyl)—‘3-phenyl-4-[(phenylamino)carbonyl]-
1H-pyrrole-1-heptanoic acid, calcium salt 2:1)

trihydrate
Medical Use: Synthetic lipid-lowering agent
Strength: ' 10, 20, and 40 rﬁg ) ]
Dosage Form: Tablet
Trade Name: Lipitor®
. Generic Name; , Atorv#tatin (calcium)

Patent Statement: Four patents cover atorvastatin (calcium)




Lipitor® (atorvastatin calcium)

Tablets

Patent Statement:

-,

The undersigned declares that Patent Numbers 4,681,893; 5,273,995; 5,385,929; and
5,686,104 cover a formulation of atorvastatin calcium, which product is the subject of

US Patent Number:
.Expiration Date:

Patent Type:

Assignee:

US Patent Number:

Expiration Date:
Patent Type:

Assignee:

US Patent Number:

Expiration Date:
Patent Type:

Assignee:

US Patent Number:

Expiration Date:
Patent Type:
Assignee:

this application for which approval is sought

éfwu QJM\ 2-9~ ‘1")

Francis J. Tmne{/

Senior Counsel

Pharmaceutical Patents

Z

4,681,893
September 24, 2009
Compound per se
Formulation

Warner-Lambert Company

5,273,995

December 28, 2010
Compound per se
Formulation
Warner-Lambert Cémpany

.5,385,929

May 4, 2014

"Compound per se

Formulation
Warner-Lambert Company

5,686,104
November 11, 2014
Formulation

Warner-Lambert Company'’




Lipitor® (atorvastatin calcium) 3
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13.2. Request for Market Exclusivity

- As provided fo; f)y 21 CFR 3 14.108(b)(4), Parke-Davis Pharmaceutical Research,
Division of Wamner-Lambert Company, is requesting a 3-year period of market
exclusivity for Lipitor® as an effective therapeutic obtion to decrease the non HDL-
C/HDL-C ratio and to increase HDL-C in patients with primary hypercholesterolemia
(heterozygous familial and nonfamilial) and mixed dyslipidemia (Fredrickson types Iia
and IIb). Parke-Davis certifies that the actjve moiety, atorvastatiﬁaizi*u;, ;r;eets the
criteria for the exclusivity period specified in 21 CFR 3 14.50()(4) and in
21 USC 355()(4XD)(iii) and 355(c)3)(D)(iii), specifically:

1. No drug product containing atorvastatin calcium for the indication sought in this
application has been previously approved.

2. New clinical investigations, other than bioavailability or bioequivalence studies, are
being submitted to support this application. Parke-Davis certifies that this clinical
study has not formed part of the basis of a finding of substantial evidence of
effectiveness for a previously approved NDA. '

3. a. Parke-Davis certifies that the company has thoroughly searched the scientific
literature and, to the best of our knowledge, no published studies or publicly
available reports of clinical investigations with atorvasfatin calcium are relevant to
support the indication sought in this application.

b. Parke-Davis certifies that, in the applicant’s opinion, the present application could
not be approved without the new clinical investigations.

4. Parke-Davis Pharmaceutical Research, Division of Wamer-Lambert Company, is the
sponsor named in the Form FDA 1571 for INII Junder which the clinical
investigation identified in Item 2 above was conducted.

DM_FILE/CI-981




EXCLUSIVITY SUMMARY FOR NDA # _26-Z02 SUPPL # /£

_ - . ,
Trade Name LiPITOR Generic Name A 7orvASAi/ay

Applicant Name Pﬂtllé'bﬂl"J HFD # §/0 -

Approval Date If Known

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. ~An exclusivity determination will be made for all original
applications, but only for certain supplements. "Complete PARTS II
and III of this Exclusivity Summary only if you answer "yes" to one
or more of the ‘following question about the submission.

'a) 1Is it an original NDA? / ‘ -
YES /___/ NO / V' [/

b) Is it an effectiveness supplement?
. YES / NO / [/

If yes, what type? (SEl, SE2, etc.) S€1

c) Did it require the review of clinical data other than to
Support a safety claim or change in labeling related to
safety? (If it required review only of biocavailability or
bioequivalence data, -answer "no.") = o

YES /l/' NO‘/___/

IZ your answer is "no" because You believe the study is a
bioavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bioavailability study. ‘

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or claim that is supported by the clinical data:

Form OGD-011347 Revised 10/13/98 :
cc: Original NDA Division File HFD-93 Mary Ann Holovac




d) Did the applicant request exciusivity?

‘ - YES /i/_ NO /__/

If the answér to (d) is "yes," how many years of exclusivity
did the applicant request? -

e) Has pediatric exclusivity been granted for this Active
Moiety?

No

IF YOU HAVE ANSWERED °"NO" TO ALL OF THE ABOVE QUESTIONS; GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. -

2. Has a product with the same active ingredient (s), dosage form, __
strength, route of administration, and dosing schedule, previously
been approved by FDA for the same use? (Rx to OTC switches should-
be answered NO-please indicate as such) :

YES /___/ NO /_i/

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
. BLOCKS ON PAGE 8.

3. Is this drug product or indication a DESI upgradeb
YES /__/ wno /Ny

IF THE ANSWER TO QUESTION 3 IS "YES, " GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade) .

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

<
(Answer either #1 or #2 as appropriate) “<k:\

1. Single active ingredient product.

Has FDA previously approved under section 505 of. the Act any drug
product containing the same active moiety as the drug under
consideration? Answer "yes® if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex; chelate, or clathrate) has not been approved.

Page 2




Answer "no" if the compound requires metabo
than deesterification of an esterified form o
an already approved active moiety.

lic conversion (other
£ the drug) to produce

YES /___/ NO /[

. \ AY
PEARS THIS W
AP O ORIGINAL
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If "yes," identify the approved drug product (s) cohtéining the
active moiety, and, if known, the NDA #(s).

NDA# -,

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-
before-approved active moiety and one previously approved active
moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.) -—

YESS/_/ N0/ / ;

-

If "yes," identify the approved drug product (s) cdntaining the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA# . .

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO, " GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

PART IIIX -'I'HREE-YEAR EXCLUSIVITY FOR NDA’S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
l or 2 was "yes."

Page 4




1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical investigations"
to medan investigations conducted on humans other than
~ biocavailability studies.) If the application contains clinical

investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to
question 3(a). If the answer to 3(a) is "yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

yes /¥ / NO / /
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval"” if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other tham-
clinical trials, such as biocavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505 (b) (2) application
because of what is already known about a previously' approved
product), or.2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(@) In light of .previously approved applications, is a
clinical investigation (either conducted by the applicant or
available from some other source, including thke published
literature) necessary to support approval of the application

or supplement?
YES /~/ NO /___/

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY ~TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product
and a statement that the publicly available data would not
independently support approval of the application?

YES /1/ NO /__/

Page S




(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant’s
conciusioq? If not applicable, answer NO. '

YES /__/ No /Yy

If yes, explain: -

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available -data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES / / No /Y / -

If yes, explain:

(c) If’Ehe answers to (b) (1) and (b) (2) were both "no,n

identify the clinical investigations submitted in the
application that are essential to the approval:

Atz paocc—af-‘-'igom 29“/3/%;.4::‘4,,,1 SudmHel
\ : . R /o
Sfociizer
Studies comparing two products with the same ingredient(s) are’

considered to be bicavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets "new clinical
investigation” to mean an investigation that 1) has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the
results of another investigation that was relied on by the agency
to -demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in .an already approved
application.

Page 6




a) For each investigation identified as "essential to the
approval, " has the investigation been relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 ' YES /__/ NO /;f:/§£::;f243

s

.

Investigation #2 YES /___/ N — Sqéf<>

G

-~

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

—

b) For each investigation identified as "essential to the_
approval", does the investigation duplicate the results of-
another investigation that was relied on by the agency to-
support. the effectiveness of a pPreviously approved drug
product?

Investigation #1 YES / / NO /ﬁ% =<

- Sh
Investigation #2 YES / / NO / / GCE:_

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on: :

c) If the answers to 3(a) and 3(b) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed in
#2(c), less any that are not "new"):

S DS BTG frogn, 2F presntnt, S-brrrHo
7 Seocca,

Page 7



4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant; An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing s0
percent or more of the cost of the study. '

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 as the sponsor?

Investigation #1

IND # Jms / _'6_ NO /__/ Explain:

——————

Investigation #2

IND # " YES /__/

———

NO /___/ Explain:

-

(b) For each - investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant’s predecessor in
interest provided substantial support for the study?

Investigation #1

YES /__/ Explain NO-/___/ Explain

Investigation #2

YES /___/ Explain NO /___/ Explain

!
!
!
!
!
!
!
!
!
!
!
!
!
!
!
!
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(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having "conducted or sponsored" the study?
(Purchaseli studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / / | NO /‘//;

If yes, explain:

L /S/ 7 %zméa //, 7959

Signatuﬁé /42 Date )
Title: v ///Mlyk
T
\-—‘-L N
g/ 1
Signatur® of Office/ Date ] _

Division Director : =

cc: Original NDA = Division File HFD-85 Mary Ann Holovac

APPEARS THIS WAY
ON ORIGINAL
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BEST POSSIBLE COPY

(Complete for all original applications and ail efficacy supplements)
NOTE: A new Pediatric Page must be completed at the time of each action even though one was prepared at the time of the last action.

BLA#_20~702 Supplement £ /& Circle one@E) SE2 SE3 SE SE5 SES

-
3 Trade and generic names/dosage form: Lipiton &h'”"'”i) Action: (AP AE NA

'r_

Praxe pavis i Lipid ALrctineg —
Applicant Therapeutic Class _Ci1p € 3 ﬂ Amist g Lreaonenso /yMJ,-——-——-j
Indication(s) previously approved 4 (lideses htos 2T 4(0'5; brd 76 4t ~pl S /Z‘*Z é’_&f Inncy flys 47..«..... .7
Pediatric information in labeling of approved indication(s) is adequate __ inadequate ~~ r o

Propased indication in this application 2uda ubcaavm 9  Hpi-C sw 5 & foum byfonthbiii b, Sz, Lowt ///nrf.. s
Jiused dyg d il dsna (Fei Tym 2a+24) 7 ! ¢

FOR SUPPLZME TS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICAY]ON.

IS THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? _Y_Yes (Continue with questions) ___No (Sign and retum the form)

WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? {Check all tha:ypm
__Neonates (Birth-1manth) __Infants (1month-2yrs) __Children {2.12yrs) v Adolecents{12-16yrs)

— 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or previous
applications and has been adequately summarized in the labeling to permit satisfactory labeling for all pediatric age groups. Further information is not
required. .. —_
— 2 PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previous applications and
has been adequately summarized in the labeling to permit satisfactory labeling for certain pediatric age groups (e.g., infants, children, and adolescents
but not neonates). Further information is not required. -

/3. PEDIATRIC STUDIES ARE NEEDED. There is potenﬁal for use in children, and further nformation is required to permit adequate labeling for this use.

— 2. A new dosing formulation is needed, and applicant has agreed to provide the appropriate formulation.

—b. A new dosing formulation is needed, however the sponsor is gither not willing to provide it or is in negotiations with FDA.

v _c. The appficant has committed to doing such studies as will be required. = T
(1) Studies are ongoing,

— (2} Protocols were submitted and approved.

...\_./ (31 Protocois were submitted and are undar review.

—  (4)1f no protacal has been submitted, sttach memo describing status of discussions.

— 0. [f the sponser is not willing to do pediatric studies, attach copies of FDA's written request that such studies be done and of the sponsar's
written response to that request. ' '

— 4. PEDIATRIC STUDIES ARE NOT NEEDED. The drug/iologic product has kttle potential for use in pediatric patients. Attach memo explaining why
pediatric studies arenotneeded. =~~~ T

—5. If none of the above apply, attach an explanation, as necessary.

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER? __Yes ﬁ; ;
ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING [TEMS, AS NECESSARY.

This pa imp| d on information front_ M T m"a‘ﬂq. medical review, medical officer, team leader)
| /S/ kfe%km@ﬁ C_M-19-9% . .

Signature of Preparer and Title © Date

Orig NDABEEY_Jn 102~ .

HFED-5IC [Div File

NDA/BLA Action Package : .
HFD-006/ KRoberts ) (revised 10720137

€AD AIICCTINGIC N ANLIDITTINA TUIC CADII AAIITIAT UUVITI DADEDTR 1P & rmAnrrwron




Lipitor® (atorvéstatin calcium) 20f2

Tablets

ITEM 16.
- DEBARMENT CERTIFICATION

Warner-Lambert Company certifies that it is not debarred, and to the best of its
knowledge Wamer-Lambert Company did not and will not use in any capacity the
services of any person debarred under Section 306(a) or 306(b) of the Federal Food
Drug, and Cosmetic Act in connection with this application.

APPEARS THIS WAY
ON ORIGINAL

DM_FILE/CI-0981 (ST04199c¢)




RECORD OF TELEPHONE
CONVERSATIQON/MEETING

Date: May 17, 1999

Date: Thursday, May 13, 1999
Location: Parklawn 1456
Time: 2;00-3:00PM

FDA Attendees:
Dr. Orloff

David Hoberman :
Margaret Simoneau APPEARS THIS wAY
ON OR1rINAL

\

Parke-Davis Attendees:
Linda Shurzinske

Dave Pyne

Theresa Stern

Jeff Koup

1. Meeting Objective
This was a telephone conference requested by the sponsor for
clarification of the May 6 fax sent to Parke Davis by the

Agency.

2. Discussion and Decisions

Discussion involved the statistical submission of Lipitor
efficacy supplement 18 which was submitted March 3, 1999.
At the Agency filing meeting on April 22, 1999, David
Hoberman requested the sponsor submit the statistical
information in a particular format. The request was faxed to

the sponsor on May 6, 1999 (see enclosure 1). Also included .

in the discussion was a Parke-Davis fax dated May 13, 1999

(enclosure 2). -

A. A cumulated distribution curve not a histogram was

desired.

B. Weighted information- to get met analysis for each dose;
give four confidence intervals.

C. Want to see the plots with respect to stratification and

with respect to titration studies (want unequivocal dosing).

David Hoberman provided the sponsor his direct phone
number if there any further questions or clarifications to the
request.

cc: NDA 20-702/S- 1[ /g 7/ 7

DivFile

i

IND(NDA#:20-702/S-018

Telecon/Meeting
initiated by:

G(Applicam/Sponsor
By: Telephone

Product Name:
Lipitor (atorvastatin)

Firm Name:
Parke-Davis

Phone: 734-622-5225

APPEARS THIS WAY
ON ORIGINAL




:.“J _/& DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
L _

Food and Drug Administration
Rockville MD 20857

NDA 20-702/5-018_,.

Parke-Davis Pharmaceutical Research
Wamer-Lambert Export, Limited
2800 Plymouth Road

Ann Arbor, MI 48105

Attention: Byron Scott, R.Ph.
Director, Worldwide Regulatory Affairs

Dear Mr. Scott:

We acknowledge receipt of your supplemental application for the following:

Name of Drug; Lipitor® (atorvastatin calcium) Tablets T
NDA Number: 20-702 .
Supplement Number: S-018

" Date of Supplement: . March 03, 1999
Date of Receipt: March 04, 1999 _ )

- 4

Unless we find the application not acceptable for filing, this application will be filed under
Section 505(b)(1) of the Act on May 03, 1999, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research
Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation II
~ Attention: Document Control Room 14B-19
5600 Fishers Lane
Rockville, MD 20857

Sincerely,

/S/

Enid Galliers
Chief, Project Management Staff
'\ Division of Metabolic.and Endocrine
Drug Products, HFD-510
Office of Drug Evaluation II
Center for Drug Evaluation and Research




Pharmaceutical ZETOPymMoUn 8oz Fagner (TELLE22-TCLD
Research ANn Arssr M
23133

. PARKE-DAVIS

- November 17, 1999

NDA 20-702
Ref. No. 101

Lipitor® (atorvastatin calcium) Tablets

Re. Amendment to Efficacy
Supplement - 018:
Revised Draft Labeling

Solomon Sobel, M.D.

Director

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

Document Control Room 14B-19

Center for Drug Evaluation and Research

Food and Drug Administration

Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel:

On behalf of, and as agent for Warner-Lamber Export, reference is made to our
supplement (S-018), submitted March 3, 1999 (Ref. No. 83), to our approved

NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets. This supplement supports the
use of atorvastatin to increase HDL-C in patients with primary hypercholesterolemia
(hetrnzygous familial) and mixed dyslipidemia (Fredrickson Type Ila and Type IIb).
Reference is also made to a request made by Dr. Orloff on November 16, 1999 for
additional changes in the revised draft labeling, submitted November 5, 1999

(Ref. No. 100). In response to Dr. Orloff’s requests, we are hereby submitting revised
draft labeling for this efficacy supplement (Attachment 1).

New text (highlighted) has been added under the CLINICAL PHARMACOLOGY,
Clinical Studies section on pages 4 and 5 of the revised draft labeling. In addition, the
INDICATIONS AND USAGE section on pages 7 and 8 has been modified (current
labeling text is shown with strike-through, new text is highlighted). Additional wording,
as requested by Dr. Orloff on November 16, 1999, has been added under WARNINGS,
Skeletal Muscle and Drug Interactions on page 11 of the revised draft labeling.




Solomon Sobel, M.D.
NDA 20-702
November 17, 1999
Page 2

Should you have any questions regarding this submission, please contact me at
734/622-5225 or send a facsimile to 734/622-3283.

Sincerely,

S £

Jeffrey Koup, Pharm.D.
Director
Worldwide Regulatory Affairs

Desk Copy: Dr. David Orloff (HFD-510)
Ms. Margaret Simoneau (HFD-510)

JK:kb
11-17-1999\RN-101120-702\C1-098 I\Letter

APPEARS THIS WAY
Attachment ON ORIGINAL
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NDA 20-702
Ref. No. 100

Lipitor® (atorvastatin calcium) Tablets

Re. Amendment to Efficacy
Supplement — 018:
Revised Draft Labeling

Solomon Sobel, M.D.
Director
Division of Metabolism and Endocrine
Drug Products (HFD-510)
Document Control Room 14B-19
Center for Drug Evaluation and Research
Food and Drug Administration
Tarklawn Building
)0 Fishers Lane
nockville, Maryiand 20857

Dear Dr. Sobel: -

On behalf of, and as agent for Warner-Lamber Export, reference is made to our
supplement (S-018), submitted March 3, 1999 (Ref. No. 83), to our approved

NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets. This supplement supports the
use of atorvastatin to increase HDL-C in patients with primary hypercholesterolemia
(hetrozygous familial) and mixed dyslipidemia (Fredrickson Type Ila and Type IIb).
Reference is also made to telephone conversations with Dr. David Orloff of your
Division on November 3" and 5, 1999 discussing modifications to our proposed draft
labeling. In response to Dr. Orloff’s comments we are hereby submitting revised draft
labeling for this efficacy supplement (Attachment 1). '

~ New text (highlighted) has been added under the CLINICAL PHARMACOLOGY,

Clinical Trials section on pages 4 and 5 of the revised draft labeling. In addition, the -
INDICATIONS AND USAGE section on Pages 7 and 8 has been modified (current

labeling text is shown with strike-through, new text is highlighted).
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Solomon Sobel, M.D.
VDA 20-702
November 5, 1999
Page 2 o

Should you have any questions regarding this submission, please contact me at
734/622-5225 or send a facsimile to 734/622-3283. :

Sincerely,

S f

Jeffrey Koup, Pharm.D,
Director
Worldwide Regulatory Affairs
Desk Copy: Dr. David Orloff (HFD-510) |
JK:kb
11-05-1999\RN-100\20-702\C1-098 1\Letter
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NDA SUPP AMEND
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DUPLICATE oz

Ref. No. 099
Lipitor® (atorvastatin calcium) Tablets

Re: Request for Information

Solomon Sobel, M.D.
Director
Division of Metabollsm and Endocrine
Drug Products (HFD-510)
Document Control Room 14B-19
Center for Drug Evaluation and Research
Food and Drug Administration
Parklawn Building -
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Sobel:

On behalf of, and as agent for Warner-Lambert Export, reference is made to

NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets and to our efficacy supplement
—018 submitted on March 3, 1999 (Ref. No. 083). Reference is also made to a telephone
request made by Dr. David Orloff of your Division on October 18, 1999, for tables
summarizing observed changes in plasma lipids for the database used to support our
efficacy supplement.

As in the SNDA submission (RR-Memo 720-04224), data were summarized from 24
atorvastatin studies that had been completed as of July 8, 1998, including only patients
with Fredrickson types Ila and IIb hyperlipoproteinemia. Baseline values corresponded to -
the baseline defined in the individual studies. The percent change from baseline was
computed at the first or only time point used for analysis in the individual studies.

Patients were summarized in the dose group that corresponded to the placebo or the first
dose of atorvastatin they received in the study.

In Table 1 (Attachment 1), the mean baseline, the median, the 25% percentile, and the 75"
percentile of the percent changes from baseline are provided for the placebo and for each
dose of atorvastatin. This table includes summary information for HDL-C, LDL-C, total
cholesterol, and triglycerides.

Table 2 (Attachment 2), contains the adjusted mean percent change from baseline in
HDL-C, LDL-C, total cholesterol, and triglycerides. The adjusted means and standard
errors are based on an analysis of the covariance model that includes the effects due to
the study, treatment, and baseline value. Data from patients who received pravastatin 20
mg and simvastatin 10 mg were also included in the model in order to be consistent with
the approach used for the SNDA. :




Solomon Sobel, M.D.
NDA 20-702
November 5, 1999
Page 2

-

Should yoﬁ have any questions regarding this submission, please contact me at
734/622-5225 or send a facsimile to 734/622-3283.

Sincerely,

SR A

Jeffrey R. Koup, Pharm.D.
Director
Worldwide Regulatory Affairs

JK:kb
11-05-1999\RN-099\20-702\C1-098 I \Letter
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@ PARKE-DAVIS WORLDWIDE REGULATORY AFFAIRS

Sending Fax Number: (734) 622-CA

-t
Pharmaceutical Research Division
Warner-Lambert Company

2800 Plymouth Road If there is a problem with the transmission
Ann Arbor, Michigan 48105 . pleaseé call:(734) 622-
USA '

PAGE 1 OF 4

TO: Ms. Margaret Simoneau, Project Manager
FAX #: 301-443-9282
FROM: Dr. Cheryl Andersoncsgj

DATE: October 25, 1999

Re: NDA 20-702/5-018
Lipitor (atorvastatin)

~ On October 18, 1999, Dr. David Orloff, Medical Officer, contacted Dr. Jeff Koup. Dr. Orloff
requested tabular presentations of mean, median, 25" percentile and 75 percentile changes from
baseline in total cholesterol. HDL. LDL and triglycerides, for the integreated database for all dose
groups included in SNDA - 018. Reference is also made to teleconference held on October 21,
1999 between Parke-Davis and Dr. David Orloff .

As requested by Dr. Orloff, following you will find our complete response.

In Table 1, the mean baseline, and the median, 25% percentile, and 75" percentile of the
percent changes from baseline are provided for placebo and each dose of atorvastatin.
This table includes summary information for HDL-C, LDL-C, total cholesterol, and
triglycerides.

Table 2 contains the adjusted mean percent change from baseline in HDL-C, LDL-C, total
cholesterol, and triglycerides. The adjusted means and standard errors are based on an analysis of
covariance model that includes the effects due to study, treatment, and the baseline value. Data
from patients who received pravastatin 20 mg and simvastatin 10 mg wcre also included in fitting
the model in order to be consistent with the approach used for the sNDA.

- NOTICE: This facsimile is interied only for the use of the mdividual or entity o which it is sd8ressed and may contain information that is
privileged, confidential and exempt from disclosure. If the reader of this facsimile is not the intended recipient, or an employee or agent
responsible for delivering the facsimile to the intended recipient. you are heredy notified that any revicw, disclosure, dissemination, disgribution
or copylng of the communication is ainictly prohibiled. 1f you have received this comumunication in crrur. pleass noufy (e sender immediately
at the wlephons mumber(s) lisicd above and rerurn the original facsimile o us at the sbove address by U.S. Mail, the cost of which will be
reimbursed. Thank you.



Please forward the information to Dr. Orloff. This response will also be filed to our application.

If there arg any questions, do not hesitate to contact me at 734/622-1537.

,Zn,é .é«a&wﬂ\/

Cheryl Beal Anderson, Pharm.D.
Parke-Davis Pharmaceutical Research
Manager, FDA Liaison '

RPPEARS THIS WAy
ON ORIGINAL

NOTICE: This facsimile is intended only for the uses of the individual or entity 10 which it is addressed and may cootin imformation that is
privileged, confidentia) und exempt from disclosure. If the reader of this facsimile is not the intended recipient. or an employee or apent
: responsible for delivering the facsimile © the intended reciprent, you are hereby notified that any review. disclosure, dissemination. distribution or
i copying of the comMmurucation is stricdy prohibited. If you have received this communicaton 1n error, please notify the nnder. immcdn_aldy st the
telephone number(s) listed above and rerurn the original facsumile to us at the above address by U.S. Mail, the coxt of which will he reimbuned.
Thank you.




.ober 25, 1999

Table 1.  Summary of the Baseline Mean and Percent Change from Baseline (Median, 25% Percentile,

and 75% Percentile) in HDL-C, LDL-C, TC, and TG for Fredrickson Types [la and I[b Patients Q9
Using the Atorvastatin Cumulative Integrated Database® (CID) v 1T
HDL-C LDL-C TC TG |
BSL % Change rom RSL BSL % Change fiom BSL BSL % Change from BSL BSL % Change from BSL U
N Mecan “RMedian ;5‘ 5™ NMean . Median 5% 73" Mean ™ Median 25 713% Mean cdian 2 75 o

Flaccbo 150 W7 00 671 &3 9767 11 60 I 13 16 39 66 %61 16 .38 10F >
Atorva l0mg 1871 76 64 .14 143 1922 377 440 299 2767 281 332 219 1265 207 .350 44 /D
Atorva 20 mg (47 440 87 00 17 2117 478 .$t9 370 293.7 -350 402 -27. 170.7 <250 317 42 m
Atorva 40 ;g s 4] 78 00 156 1954.1 48t 584 409 276.6 -368 44.7 90 1703 271 401 117 oo

Alona80mg - VI8 455 5127 a4 268.2 <552 610 414 346.8 447 499 -184 166.6 -34) 462 -197

Atorva = Atorvastatia; BSL = Baseline (® »)
*  Dats Som 24 storvastatin studies compteted as of July 8, 1998 . [
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Uctober 25, 1999

Table 2. Adjusted® Mcan Percent Change from Bascline in HDL-C, LDL-C, TC,
" - and TG for Fredrickson Types [la and 1Ib Patients Using the

- Atorvastatin Cumulative Integrated Database® (CID) =
HOL-C Iol.T TC TG T
. N Mcan SE . Mean SE Mean SE Mecan SE
Placcbo 330 032 7o 13 09 9 0.7 66 K]
Aworva 10 mg 1871 640 06 380 06 2610 0.5 -163¢ 12
Awrva 20 rog 147 18 s -39.9¢ 14 J21° X 2020 29
Atorva 40 mg 1s 2.1 14 469° 11 359 1.0 120° 21
Atorva 80 mg ne 50 14 542° 13 425¢ X -302¢ 28 :
¥ sigaificaody dificrent (rom placebo, p <0.03. w
TC = Total Cholesterol, TQ = Triglycerides; Atorva = Alorvastatia, SE= Standard crvoe. m
*  Least squares means from ANCOVA model with study, treatmeat, and bascline.
' Daia om 24 storvastatin swedics completed as of July 8, 1998. (I,
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\ ~ INE Y
F VIS : October 20, 1999 O R I G l N /"'. —
- NDA 20-702 L . . i
Ref. No. 097 | DA BURE 220 L
Lipitor® (atorvastatin calcium) Tablets _g; | - 6/% - 1!

Re. Amendment to Efficacy
Supplement - 018

Solomon Sobel, M.D.

Director .

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

Document Control Room 14B-19

Center for Drug Evaluation and Research

Food and Drug Administration

Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel:

chalf of, and as agent for Warner-Lamber Export, reference is made to our
supplement (S-018), submitted March 3, 1999 (Ref. No. 83), to our approved
NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets. This supplement supports the
use of atorvastatin to decrease the non HDL-C/HDL-C ratio and to increase HDL-C in
patients with primary hypercholesterolemia (hetrozygous familial) and mixed
dyslipidemia (Fredrickson Type Ila and Type IIb).

In accordance with 21 CFR Part 54 and 21 CFR 314.50 (k), we are herewith submitting a
financial certification statement for investigators involved in studies supporting this
supplemerital NDA. A narrative describing our approach to compliance with 21 CFR
Part 54, a signed Form 3454, and a list of investigators for whom certification is provided
are attached.

Should you have any questions regarding this submission, please contact me at
734/622-5225 or send a facsimile to 734/622-3283.

Jeffrey Koup, Pharm.D. | REVIEWS COiPL7TFD
Director L
{’orldwide Regulatory A T f
JKKb 10-20-1999\RN-097\20-7021C1-098 'L etier ; N L |
Attachments Dluere:. . ' f i
A CSC+ ALY CATE
muen Comsam \ﬂ\ \ ) et v me—




Pharmaceutical 2800 Plymouth Road  Phone: (734) 622-7000

) Research Ann Arpor, MI
: 48105
® PARKE-DAVIS
March 3, 1999
- 'NDA 20-702
Ref. No. 83
Lipitor® __

' . (atorvastatin calcium) Tablets

Re: Efficacy Supplement

Solomon Sobel, M.D.

Director

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

Center for Drug Evaluation and Research
Office of Drug Evaluation II <

Attention: Document Control Room 14B-19 T .

Food and Drug Administration .
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel: .

In accordance with Section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act and
21CFR 314.50, Parke-Davis is submitting a supplement to approved NDA 20-702 for
Lipitor® (atorvastatin calcium) Tablets (sSNDA). This sNDA supports the use of
atorvastatin to decrease the non HDL-C/HDL-C ratio and to increase HDL-C in patients
with primary hypercholesterolemia (hetrozygous familial) and mixed dyslipidemia
(Fredrickson Type Ila and Type IIb).

As required under the FDA Modernization Act of 1997, the application fee of |

( Iwas sent to the Food and Drug Administration in care of ) ‘.
[ , jon February 10,.1999. The User Fee cover sheet (Ite 18).is
contained in Volume 1; the Identification Number for this submission is

The sNDA contains an archival copy containing 35 volumes and review copies for each
technical reviewer. Only clinical efficacy data are presented in this submission;
therefore, the only full technical sections are Items 8 and 10. -

Patent Information (Ttem 13) and Debarment Certification (Item 16) are located in
Volume 1 of the SNDA, immediately preceding Item 1, sSNDA Index.

Cnig 2n ot Viarmer - Lampen Company




Solomon Sobel, M.D.
NDA 20-702
March 3, 1999

Page 2

-, .

The data sources used to supi)oﬁ this-ﬁrbpbs-ed <—:‘hange are identified below:

1.

Summary of Adjusted Mean Percent Change From Baseline in HDL-C, Total-
C/HDL-C, LDL-C/HDL-C, and Non HDL-C/HDL-C Ratios by Dose of
Atorvastatin (10, 20, 40, and 80 mg), Pravastatin 20 mg, and Simvastatin 10
mg for Patients With Fredrickson Types Ila or IIb Hyperlipoproteinemia
Using the Atorvastatin Cumulative Integrated Database (Data From the NDA

. Database [20 Studies] and Post-NDA Completed Studies 981-069, -070, -072,

and -225).* : ‘

A Comparison of the Cost-Effectiveness of Treating to NCEP-Recommended
LDL-C Concentration With Atorvastatin, Fluvastatin, Lovastatin, or
Simvastatin in Patients With CHD and/or PVD (Protocol 981-69).

A Comparison of the Resource Efficiency of Treating to National Cholesterol
Education Program (NCEP) Target LDL-C Concentrations With Atorvastatin,
Fluvastatin, Lovastatin, and Simvastatin in Patients With Risk Factors for
Coronary Heart Disease (CHD) (Protocol 981-070).

A Comparison of the Cost-Effectiveness of Treating to Modified EAS-
Recommended Plasma LDL-C Concentration (<110 mg/dL) With
Atorvastatin, Fluvastatin, Pravastatin, and Simvastatin in Patients With CHD
and/or PVD (Protocol 981-72). ) -

A Multicenter, 6-week, Randomized, Open-i..abel,_ Parallel-Arm Study
Comparing the Efficacy of Once-Daily Atorvastatin With Cerivastatin in -
Hypercholesterolemic Patients (Protocol 981-430-225).

The sNDA is also available as an electronic regﬁ}atory submission (ERS). Items 11 (Case
Report Tabulations)and 12 (Case Report Forms), and are presented only in electronic
format. All other portions of the submission are presented in both electronic and paper

format.

‘Pleése note case report forms for-deaths and drop-outs are only being provided for post-NDA
completed studies 981-069, -070, -072, and ~225 and not from the previously reviewed NDA

studies.




Solomon Sobel, M.D.
NDA 20-702

March 3, 1999

Page 3 -

The ERS contains images of all documents in the paper copy of the SNDA, except as
listed below:

 Paper Submission Electronic Submission

Cover pages for each section with a table of Cover pages for each section with a table of
contents will be included contents may not be included

sNDA page numbers at top right comer of  sNDA page numbers riot shown (however,

each page; individual document page ERS index shows page number of

numbers at top center of each page " documents in paper submission, and
individual document page numbers —
shown); hyperlinks allow navigation .
through sSNDA ;

Research Report shows signature where Research Report signature not shown

appropriate '

In accordance with the September 1997, “ Guidance for Industry - Archiving
Submissions in Electronic Format- NDAs,” the electronic archive of the ERS is described
in the attachment to this letter.

Should you have any questions regarding this submission, ple;‘ée contact mé at 734/622-
7425 or FAX 734/622-3283. For technical questions pertaining to the ERS please contact
Mr. John Brussolo at 734/622-7156, cellular phone 734/216-1274, FAX 734/622-5152 or

e-mail at John.Brussolo@wl.com. '

~ Sincerely,
Byron Scott, R.Ph.

Director
Worldwide Regulatory Affairs

BS/dp
03-03-1999\RN-083\20-702\C1-098 1\Letter

Attachments

Desk Copy: Dr. D. Orloff, Vol. 1




