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‘ See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-906
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Abbott Laboratories

Composition) and/or Method of Use

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

KALETRA

ACTIVE INGREDIENT(S) STRENGTH(S)
lopinavir/ritonavir 200 mg / 50 mg per tablet
DOSAGE FORM

tablet, oral

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

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

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

FDA will not list patent information If you file an incomplete patent declaration or the patent declaration indicates the
pafent is not ellgible for listing.

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

a. United States Patent Number b. ssue Date 6f ) tent — c. Expiration Date of Patent
5,541,206 7/30/1996 7/30/2013
d. Name of Patent Owner Address (of Patent Qwner)
Abbott Laboratories 100 Abbott Park Road
City/State
Abbott Park, Illinois
ZIP Code FAX Number (if avaifable)
60064 847-938-2623
Telephone Number E-Mail Address (if available)
847-937-6364

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

s ZIP Code FAX Number (if available)

Telephone Number E-Mail Address (if availabie)

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

approved NDA or supplement referenced above? D Yes E No
g. If the patent referenced above has been submitted previously for listing, is the expliration
date a new expiration date? D Yes D No
FORM FDA 3542a (7/03) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2.1 '-Ijées -t:ﬁe '\p;te-r'\-t ciairr; tﬁé >d|"ug su sténcﬁe that |s ‘thé bé;:ﬂvé Ingrediént in fhe; drug brb uct .
described in the pending NDA, amendment, or supplement? EI Yes I No

2.2 Does the patent claim a drug substance that Is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplernent? Yes D No

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

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

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

The patent claims the form of the drug substance described in the pending NDA, among others, and is submitted for listing on that
basis. Accordingly, testing of alternative forms is not relevant.

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

drug product to administer the metabolite.) D Yes @ No

2.6 Does the patent claim only an intermediate?

D Yes & No
D Yes D No

2.7 [fthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? @ Yes D No
3.2 Does the patent claim only an intermediate?

D Yes & No

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

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

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

the pending NDA, amendment, or supplement? IZI Yes D No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
19 of use for which approval is being sought in the pending NDA,
amendment, or supplement? & Yes |:| No
4.2a If the answerto 4.2is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
"Yes,” identify with speci- | Treatment of HIV-infection in accordance with proposed labeling: Description; Metabolism ; Drug-Drug
ficity the use with refer- . A . o . . T . . .
ence to the proposed Interactions; Indications and Usage; Description of Clinical Studies; Dosage and Administration.
labeling for the drug
product.

A

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

FORM FDA 3542a (7/03) Page 2
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6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent Information is submitted pursuant to 21 CFR 314.53. | attest that | am famliliar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing
is true and correct.

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

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomey, Agent, Representative or Date Signed

other Authorized O

/) (Provide Information below)

4/12/2005

%
NOTE: Only a{ %fl\/ippllcantlholder may submit this declaration gditegtly to the FDA. A patent owner who Is not the NDA applicant/
holder is authorized 1o sign the declaration but may not submit it diragtly t¢ FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

NS

[0 ~DA Applicant/Holder

[:] NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official

D Patent Owner

E Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official

Name
Steven R. Crowley

Address City/State
D-377/AP6A-1 Abbott Park, Illinois
100 Abbott Park Road

ZIP Code Telephone Number
60064-6008 847-937-9516

FAX Number (if available)

E-Mail Address (if available)

847-938-2623

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

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

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

FORM FDA 3542a (7/03) Page 3
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a Kaletra® (lopinavir/ritonavir) tablets

Patent Information

Item 13. Patent Information

Patent information including the patent number, date on which the patent will expire, and
the patent assignee is contained in the table below. The information provided is being
submitted to the FDA Orange Book in support of NDA 21-906 for KALETRA tablets
(see Forms FDA 3542a included in Item 14 — Patent Certification).

Patent Number Expiration Date Assignee
5,541,206 7/30/2013 Abbott Laboratories
5,635,523 » 6/3/2014 - Abbott Laboratories
5,648,497 7/15/2014 : Abbott Laboratories
5,674,882 10/07/2014 Abbott Laboratories
5,846,987 - 12/29/2012 Abbott Laboratories
5,886,036 12/29/2012 Abbott Laboratories
5,914,332 12/13/2015 Abbott Laboratories
6,037,157 6/26/2016 Abbott Laboratories
6,284,767 2/14/2016 Abbott Laboratories
6,599,528 3/17/2020 Abbott Laboratories
6,703,403 6/26/2016 Abbott Laboratories




EXCLUSIVITY SUMMARY

NDA # 21-906 SUPPL # HFD # 530

Trade Name Kaletra Tablets

Generic Name Lopinavir/Ritonavir

Applicant Name Abbott Laboratories

Approval Date, If Known O;:tober 28, 2005

PART1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all origiﬁal applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efficacy supplement?

YES [X] NO [ ]
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES5, SE6, SE7, SE8
505 (b)(1)

¢) 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 bioavailability or bioequivalence

data, answer "no."
YES[] NO[X

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability 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:
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d) Did the applicant request exclusivity? ' :
: YES[ ] NO

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

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

YES [ ] NO X

If the answer to the above question in YES. is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL. OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?

YES[ ] NO [X]

IF THE ANSWER TO QUESTION 2 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)

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. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES[ ] NO [ ]

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
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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 ' 'ves." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) g —
YES NO

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

NDA# 20-945 (rifonavir) NDA 21-251 (Kaletra oral solution)
NDA# 20-659 (ritonavir) |

NDA# 21-226 (Kaletra oral gel
capsules)

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IIL

PARTIII THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability 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 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability 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)
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is "yes" for'any investigation referred to in another application, do not complete remainder of
summary for that investigation.
YES X 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 than clinical trials,
such as bioavailability 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.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the 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 [[] NO[X

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

YES[ ] NO [X]

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
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If yes, explain:

(©) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

M97-720 NDA 21-226
M97-765 NDA 21-226
M98-940 NDA 21-251

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
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.

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 [X] NO[ ]
Investigation #2 YES [X NO []

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

Investigation 1 M97-720 NDA 21-226
Investigation 2 M97-765 NDA 21-226
Investigation 3 M98-940 NDA 21-251

b) For each investigation 1dentified 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 previously approved drug product?
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Investigation #1 YES [ ] NO[X]

Investigation #2 YES L—_I NO

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"):

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 50 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 # 51,715 YES [X ! NO []
! Explain:
Investigation #2 !
!
IND # 51,715 & 55,984 for the 3™ study ‘ YES X ' NO []
!' Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
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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 [ | I NO []
Explain: ! Explain:
Investigation #2 !

!
YES [] ! NO [ ]
Explain: ! Explain:

(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?
(Purchased 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 [X]

If yes, explain:

Name of person completing form: Vasavi Reddy, RPh, MPH

Title: Regulatory Project Manager

Date: October 26, 2005

Name of Office/Division Director signing form: Jeffrey Murray, M.D.,' MPH

Title: Deputy Division Director
Divison of Antiviral Products
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KALETRA® (lopinavir/ritonavir) tablets
a Debarment Certification

Item 16. Debarment Certification

Certification Requirement for Approval of a Drug Product Concerning Using
Services of Debarred Persons

Any applicant for approval of a new drug product submitted on or after June 1, 1992, per
FD&C Act Section 306 (k)(1), must include:

(1) A certification that the applicant did not and will not use in any capacity the
services of any person debarred under Section 306, subsection (a) or (b), in
connection with such application.

Abbott Laboratories certifies that it did not and will not use in any capacity the services
of any person debarred under Section 306, subsection (a) or (b), in connection with such
application.

[Generic Drug Enforcement Act of 1992, Section 306(k)(1) of 21 USC 335a(k)(1)].

//%;, (ZQ%M/,ZW  YRéfos

Mary Ellen Snyder
Associate Director, Global Pharmaceutical Regulatory Affairs
Abbott Laboratories




PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

-NDA/BLA # : 21-906 Supplement Type (e.g. SE5): Supplement Number:

Stamp Date; Action Date: __October 28, 2005

HFD Trade and generic names/dosage form: __ Kaletra (lopinavir/ritonavir) oral tablets

Applicant: Abbott Laboratories Therapeutic Class: __Antiviral

Indication(s) previously approved: Treatment of HIV -1

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s): 1

Indication #1: Treatment of HIV-infected patients

Is there a full waiver for this indication (check one)?

Yes: Please proceed to Section A.

No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

r Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
0 Disease/condition does not exist in children

U Too few children with disease to study

L] There are safety concerns

Q oOther:

If studies are fully waived, then pediatric information is complete fdr this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanner Stage_
Max kg mo._ yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

ooooc0.




NDA 21-906
Page 2

«f studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

- Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

Q' Products in this class for this indication have been studied/labeled for pediatric population
U Disease/condition does not exist in children
W Too few children with disease to study
( There are safety concerns

C}  Adult studies ready for approval

O Formulation needed

Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

I: :tion D: Completed Studies

Age/weight range of completed studies:

Min kg mo.___ 1 yr. 2 Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Pdge is complete and should be entered
into DFS.

This page was completed by:

See appended electronic signature page}

Regulatory Project Manager

cc: NDA 21-906
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337.

(revised 12-22-03)



ABBOTT

Global Pharmaceutical Regulatory Affairs

Abbott Laboratories
200 Abbott Park Road
Abbott Park, Illinois 60064-6157

April 21, 2005

Food and Drug Administration (360909)
Mellon Client Service Center, Room 670
500 Ross Street

Pittsburgh, PA 15262-0001

Subject: USER FEE 1.D. NUMBER 3006033

Dear Sir or Madam:

Enclosed is a check in the amount of $336,000 to cover the user fee payment for the
following application:

Product Name: . Kaletra® Tablets
Generic Name:  lopinavir/ritonavir
Indications for Use:  HIV infection
Type of Submission:  New drug application without clinical data
NDA Number: 21-906
Name of Sponsor:  Abbott Laboratories
Address: D-RA71, Building AP30-1NE
200 Abbott Park Road
Abbott Park, IL 60064-6157
Contact Person:  Kathryn Lenz
Telephone Number:  (847) 937-1180

Sincerely,

Kathryn Lenz
Manager, Global Pharmaceutical Regulatory Affairs

Enclosures:  Abbott Check Number - 02729848 $336,000
User Fee Cover Sheet

cc: Mary Ellen Snyder, RA76, AP30-1NE
Paula Bourland, R4R4, AP9A-1 .
Ed Roles, 387, AP6C-1



Store: PDUFA CoverSheet : Page 1 of 1

| Form Approved: OMB No. 0910 - 0297 Expiration Date: December 31, 2006 See instructions for OMB Statement,

DEPARTMENT OF HEALTH AND HUMAN —PRESCRIPTION DRUG USER FEE
SERVICES
FOOD AND DRUG ADMINISTRATION HCOVERSHEET
A completed form must be signed and accompany each new drug or blologic product application and each new supplement. See

exceptions on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
Payment instructions and fee rates can be found on CDER's website: hitp:/. fda.gov/cder/pdufa/default. htm

1. APPLICANT'S NAME AND ADDRESS

4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA
NUMBER

ABBOTT LABORATORIES
Kathryn Lenz

200 Abboft Park Road Dept. RA71 Bldg. AP30
Abbott Park IL 60064-6157

US

21908

2. TELEPHONE NUMBER

FOR APPROVAL?
847-937-1180

[[1YES PaNO ]
[IF YOUR RESPONSE 1S "NG" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN THIS FORM.

IF RESPONSE IS "YES", CHECK THE APPROPRIATE
RESPONSE BELOW: -

[1 THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

{1 THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

[[21226 1]

3. PRODUCT NAME 6. USER FEE I.D, NUMBER
Kaletra ( lopinavir/ritonavir tablets _ 3006033

7. 13 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF S0, CHECK THE
APPLICABLE EXCLUSION.

[1A LARGE VOLUME PARENTERAL DRUG PRODUCT {1 A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE
DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self

|5. DOES THIS APPLICATION REQUIRE CLINICAL DATA |

Explanatory) :
[]1 THE APPLICATION QUALIFIES FOR THE ORPHAN {] THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Food,Drug, and Cosmetic Act DISTRIBUTED COMMERCIALLY

[8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [1 YES [X] NO j

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time
for reviewinginstructions, searching existing data sources, gathering and maintaining the data needed, and completing and
reviewing the collection of information.Send comments regarding this burden estimate or any other aspect of this collection of
information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or

Food and Drug Administration CDER, HFD-94 sponsor, and a person is not

CBER, HFM-99 12420 Parklawn Drive, Room 3046 required to respond to, a collection

1401 Rockville Pike Rockville, MD 20852 of information unless it displays a

Rockville, MD 20852-1448 currently valid OMB control
number.

IGNATURE OF AUTHORIZED COMPANY TTLE DATE

EPRESENTATIVE i, oL 4-21-08
9. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION G- ©
$336,000.00 :
[Form FDA 3397 (12/03) |

LCIose) LPrlnt Cover sheet)

https://fdasﬁnappS.fda.gov/OA_HTML/pdufaCSchfgItemsPopup.jsp?vcname=Kathryn%J... 3/21/2005



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: September 1, 2005
TO: | Mary Ellen Snyder
Abbott Pharmaceuticals
FROM: Vasavi T. Reddy, R.Ph., Regulatory Pfoj ect Manager, DAVDP
THROUGH: Stephen Miller, Ph.D., Chemistry Team Leader
Ko-yu Lo, Ph.D., Chemistry Reviewer
NDA: 21-906
Drug: Kaletra Tablet
Subject: Chemistry Information Request

The following information request is being conveyed to you on behalf of the Chemistry Review
Team: '

1. Section 3.2.P.2.1.1: Please provide data on the aqueous solubility for amorphous
lopinavir (LPV) and ritonavir (RTV).

2. Section 3.2.P.2.1.2:




Z Page(s) Withheld

/ Trade Secret / Confidential

Draft Labeling

Deliberative Process

- Withheld Track Number: Administrative- ‘



9. 3.2.P.8 Stability

10.

If you have any questions you may contact me at 301-827-2413 or by fax at 301-827-2523.

Thank you,
V\‘—_’r—’ KY
Vasavi T. Reddy, R.Ph., MPH, LCDR., USPHS
Regulatory Project Manager, DAVDP



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
. PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: August 29, 2005
TO: Mary Ellen Snyder
Abbott Laboratories
FROM: Vasavi T. Reddy, R.Ph., MPH, Regulatory Project Manager,
DAVDP
THROUGH: : Kimberly Struble, PharmD, Senior Clinical Analyst

Derek Zhang, Ph.D., Clinical Pharmacology Reviewer
Kellie Reynolds, Pharm.D., Clinical Pharmacology Team Leader

NDA: 21-906
. Drug: Kaletra tablets
Subject: Clinical comments

The following comment is being conveyed on behalf of our NDA 21-906 Review Team.

In the Summary of Clinical Pharmacology section of the NDA you concluded that compared to
the recommended SGC dose of 533/133 mg BID for co-administration with efavirenz, a regimen
0f 400/100 mg BID as the to-be-marketed tablet formulation with efavirenz would result in
slightly lower mean lopinavir Cmax, AUC;,, and C, (approximately 2%, 5%, and 36%,
respectively). We also acknowledge when the to-be-marketed tablet formulation at a dose of

emmmmw - BID was co-administered with efavirenz, lopinavir Cmax, AUC;,, and Cmin values
were . T emmmMmmm—®  higher, respectively, than after a 400/100 mg BID regimen
administered as the to-be-marketed tablet alone.

Based on our evaluation of the data, we agree a dose increase of lopinavir/ritonavir tablets to
“emmms).g BID with efavirenz, nevirapine, amprenavir or nelfinavir may not be appropriate for
all patients. We are however, concerned about the decreases in Cmin values, particularly for
patients with reduced susceptibility to lopinavir. Therefore, we propose the following for the
DOSAGE AND ADMINISTRATION section. We would like to discuss with you this proposal
and also discuss the baseline phenotype and outcome results from study 957 to determine if a
susceptibility range could be used to determine when a dosage increase is most appropriate.



DOSAGE AND ADMINISTRATION:

If you have any questions you may contact me at 301-827-2413 or by fax at 301-827-2523.

Thank you,

Vasavi T. Reddy, R.Ph., MPH, LCDR, USPHS
Regulatory Project Manager, DAVDP



MEMORANDUM

DATE:

TO:

FROM:

THROUGH:

NDA: .
Drug:

Subject:

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

May 27, 2005

Mary Ellen Snyder
Abbott Pharmaceuticals

Vasavi T. Reddy, R.Ph., Regulatory Project Manager, DAVDP

Stephen Miller, Ph.D., Chemistry Team Leader
Ko-yu Lo, Ph.D., Chemistry Reviewer

21-906
Kaletra Tablet

Chemistry manufacturing site information

We have identified the following sites in connection with your NDA 21-906 for Kaletra
(lopinavir 200 mg/ritonavir 50 mg) tablets. Please confirm that these are the only facilities
involved in the manufacturing, testing, and packaging of drug substance and drug product.

Drug substance manufacturing and stability testing

Abbott, North Chicago, I. CFN 1411365

Abbott, Italy

CFN 9611151

Drug product manufacturing, release testing, and stability testing

Abbott GmbH & Co. KG

Knoll Strasse 50

Ludwigshafen, Germany 67061
Establishment Registration Number: 3002807401



Drug product packaging

Abbott Laboratories

100 and 200 Abbott Park Road

Building AP16 .

Abbott Park, IL 60064-3500

Establishment Registration Number: 1415939

If you have any questions you may contact me at 301-827-2413 or by fax at 301-827-2523.

Thank you,

Vasavi T. Reddy, R.Ph., LT., USPHS
Regulatory Project Manager, DAVDP



NDA 21-906 Efficacy Supplement Type

Supplement Number

NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

Drug: Kaletra (lopinavir/ritonavir) tablets

Applicant: Abbott

RPM: Vasavi Reddy, R.Ph, MPH, LCDR, USPHS

HFD-530

Application Type: () 505(b)(1) () 505(b)(2)

(This can be determined by consulting page 1 of the NDA
Regulatory Filing Review for this application or Appendix
A to this Action Package Checklist.)

If this is a 505(b)(2) application, please review and
confirm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (including patent
certification information) that is no longer correct.

() Confirmed and/or coirected

Phone # 301-796-0793

Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug

name(s)):

Application Classifications:

*,
o

e Review priority

(tan a ( ) Priority

e Chem class (NDAs only)

5

e  Other (e.g., orphan, OTC)

n/a

7
0‘0

User Fee Goal Dates

Ok 28, 2005

2

» Special programs (indicate all that apply)

(+) None
Subpart H
() 21 CFR 314.510 (accelerated
approval)
()21 CFR 314.520
(restricted distribution)
() Fast Track
() Rolling Review
() CMA Pilot 1
() CMA Pilot 2

+» User Fee Information

[ (\)) Paid UF ID number

* UserFee 3006033
e  User Fee waiver () Small business
() Public health

() Barrier-to-Innovation
() Other (specify)

o  User Fee exception

() Orphan designation

() No-fee 505(b)(2) (see NDA
Regulatory Filing Review for
instructions)

.| () Other (specify)

3

% Application Integrity Policy (AIP)

e Applicant is on the AIP
Version: 6/16/2004

() Yes (v)No




‘ége 2

() Yes (<) No

e  This application is on the AIP
" o Exception for review (Center Director’s memo)
e  OC clearance for approval
% Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | (j Verified
not used in certification & certifications from foreign applicants are cosigned by US agent.
+  Patent , ‘
¢ Information: Verify that form FDA-3542a was submitted for patents that claim (/) Verified

the drug for which approval is sought.

e  Patent certification [505(b)(2) applications]: Verify that a certification was
submitted for each patent for the listed drug(s) in the Orange Book and identify
the type of certification submitted for each patent.

21 CFR 314.50()(1)(i)(A)
() Verified

21 CFR 314.50(i)(1)
()G () (i)

*  [505(b)(2) applications] If the application includes a paragraph III certification, it
cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

*  [505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next box below
(Exclusivity)). ‘

®  [505(b)(2) applications] For each paragraph IV certification, based on the .
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification? :

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its S05(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next box below (Exclusivity).

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive pafent licensee
filed a lawsuit for patent infringement against the applicant?

() N/A (no paragraph IV certification)
() Verified

() Yes () No
() Yes () No
() Yes () No

Version: 6/16/2004




Mage 3

(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of -
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or to bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) | () Yes () No
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next box below (Exclusivity).

If “No,” continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee () Yes () No
bring suit against the applicant for patent infringement within 45 days of
the patent owner’s receipt of the applicant’s notice of certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next box below (Exclusivity).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy II, Office
of Regulatory. Policy (HFD-007) and attach a summary of the response.

% Exclusivity (approvals only)

e  Exclusivity summary

¢ Is there remaining 3-year exclusivity that would bar effective approval of a
505(b)(2) application? (Note that, even if exclusivity remains, the application
may be tentatively approved if it is otherwise ready for approval.)

e Is there existing orphan drug exclusivity protection for the “same drug” for the
proposed indication(s)? Refer fo 21 CFR 316.3(b)(13) for the definition of “same | () Yes, Application #
drug” for an orphan drug (i.e., active moiety). This definition is NOT the same () No
as that used for NDA chemical classification.

% Administrative Reviews (Project Manager, ADRA) (indicate date of each review)

Version: 6/16/2004



Actions

¢  Proposed action

¢ Previous actions (specify type and date for each action taken)

¢  Status of advertising (approvals only)

( \) Materials requested in AP
letter
) Reviewed for Subpart H

Public communications

e  Press Office notified of action (approval only)

(+/) Yes () Not applicable

o Indicate what types (if any) of information dissemination are anticipated

() None

() Press Release

() Talk Paper

() Dear Health Care Professional
__ Letter

L X4

* Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable))

¢ Division’s proposed labeling (only if generated after latest applicant submission

of labeling)
¢ Most recent applicant-proposed labeling Included
e  Original applicant-proposed labeling Included
¢ Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of '
labeling meetings (indicate dates of reviews and meetings) N/A
*  Other relevant labeling (e.g., most recent 3 in class, class labeling)
% Labels (immediate container & carton labels)
* Division proposed (only if generated after latest applicant submission)
e  Applicant proposed Included

e Reviews

D

* Post-marketing commitments

s Agency request for post-marketing commitments Yes
¢ Documentation of discussions and/or agreements relating to post-marketing
. Included
commitments
% Outgoing correspondence (i.e., letters, E-mails, faxes) Included

-,

% Memoranda and Telecons

Iactuded

D3

Minutes of Meetings

*

¢ EOP2 meeting (indicate date) N/A
¢ Pre-NDA meeting (indicate date) N/A
¢  Pre-Approval Safety Conference (indicate date; approvals only) N/A

e  Other

>
0.0

Advisory Committee Meeting

¢ Date of Meeting

o 48-hour alert

N/A

Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

Version: 6/16/2004




Summary Reviews (e.g., Office Director, Division Director, Medical Team Leader)
(indicate date for each review)

% Clinical review(s) (indicate date for each review)

Included

Included

for each review)

% Microbiology (efficacy) review(s) (indicate date for each review) N/A
« Safety Update review(s) (indicate date or location if incorporated in another review) Included
% Risk Management Plan review(s) (indicate date/location if incorporated in another rev) Included
% Pediatric Page(separate page for each indication addressing status of all age groups) Included
¢ Demographic Worksheet (NME approvals only) N/A
*»  Statistical review(s) (indicate date for each review) N/A
< Biopharmaceutical review(s) (indicate date for each review) Included
< Controlled Substance Staff review(s) and recommendation for scheduling (indicate date N/A

% Clinical Inspection Review Summary (DSI)

e  (Clinical studies

N/A

¢ Bioequivalence studies

CMC review(s) (indicate date for each review)

N/A

Included

Environmental Assessment

-e  Categorical Exclusion (indicate review date)

Included (Ses thamn Reuw)

e Review & FONSI (indicate date of review)

e Review & Environmental Impact Statement (indicate date of each review)

5

»  Microbiology (validation of sterilization & product sterility) review(s) (indicate date for
each review)

L)

¢ Facilities inspection (provide EER report)

Date completed:
() Acceptable
() Withhold recommendation

s+ Methods validation

N/A

% Pharm/tox review(s), including referenced IND reviews (indicate date for each review)

() Completed
() Requested
Not yet requested

%+ Nonclinical inspection review summary

¢+ Statistical review(s) of carcinogenicity studies (indicate date for each review)

¢,

% CAC/ECAC report

Version: 6/16/2004
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Appendix A to NDA/Efficacy Supplement Action Package Checklist

An application is likely to be a 505(b)(2) application if:

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

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

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

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

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

ew indications, and new salts.

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

Version: 6/16/2004



