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American BioScience, Inc. N21660

American BioScicncm Inc. 

Patent Certification

Paragrth II Certification

In the opinion and to the best knowledge of American BioSeience, 1110., there are-no

unexpired patents nun claim the listed drug ['[‘axoi® (paelitaxel) Injection] referred to

in this application or that claim a use of the listed drug.

Mitchall G. Clark Date

Vice President, iitguiatory Affairs

2730 Wilshire Blm.. in}. u: 110 Santa Monica, California 90403 Tel: (310) 883-1300 Fax: (310) 998-8553
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American BioScience. Inc. N21660

z - Form Approved10MB No. 0310-0513
Department of Health and Human Services wmmn Dam: 07mm

Food and Drug Adn'unrstration s” OMB Mmmm Page 3‘
PATENT INFORMATION SUBMITTED WITH THE N... NUMBER

FILING OF AN NoA, AMENDMENT, 0R SUPPLEMENT
For Each Patent That Claims a Drug Substance NAME OF APPLICANT I NBA HOLDER

(Active Ingredient), Drug Product (Fonnuiation and American BioScicnoe. [no
Composition) and/or Method of Use

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

AbraxaneTM (nab Paclitaxet) for in] ectable Suspension
ACTIVE INGREDIENHS] STRENGTHtS}
Paclitaxel 100 mg/vial

DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form is required to be submitted to the Food and Dmg Administration (FDA) with an NBA 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 appmval of an NBA or supplement. or within thirty (30) days of issuance of a new patent. a new patent
declaration must be submitted pursuant to 21 CFR 314.53tc)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration torm 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: It additional space is required for any narrative answer (i.e., one
that does not require a "Yes‘ or "No" response). ptease attach an additional page referencing the question number.

FDA Witt not iist patent information if you rite an incomplete patent declaration or the patent declaration indicates die
patent is not eitgibie for listing.

For each patent submitted for the pending NBA, amendment. or supplement referenced above, you must submit all the
infon'nation described beiow. if you are not submitfing any patents for this pending NBA. amendment. or supplement.

tote above section and sections 5 and 6.

a. United States Patent Number V b. issue Data of Patent - c. Expiration Date ref-Patent ‘
6,537,579 3/25/2003 2/221'2013

d Name 0! Patent Owner Address (of Patent Owner)
American BioScience, Inc. 2730 Wilshire Boulevard, Suite 110

Cityistate
Santa Monica, CA

ZIP Code FAX Number (ifevaiiebie)
90403 3 to 998 8553

Telephone Number E-Mail Address (iiavariabia)
3 ID 883 1300

e. Name at gent or repmggglatiy who resides or maintains Address (ofagonl ormprasentativa namedin 1.5.)
a place or business within the United States authorized to
receive notice of patent codification 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 (it patent CWSME
owner or MBA applicantiholder does not reside or have a
place of business within the United States)

G: FAX number (if sullen”)
Telephone Number E—Mail Address (it availabia)

t. Is the patent referenced above a patent that has been submitted previously for the
approved NBA or supplement referenced above?

g lithe patent referenced above has been submitted previously for listing. is the expiration
date a new expiration date?
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American BioScience, inc. N21660

For the patent referenced above, provide the following information on the drug substance, drug product andfor method of
use that is the subject of the pending NBA, amendment, or supplement

2 Sim insure. their" Ins”; int) " . . 7. .. _
2.1 Does the patent ctaim the drug substance that is the adive ingredient in the drug product

described in the pending NBA. amendment, or supplement?
2.2 Does the patent stain-t a rim substance that is a different polymorph ol' the active

ingredient described in the pending NBA. amendment. or supplement?

2.3 It 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 dmg product containing the polymorph will perfon-n the same as the drug product
described in the NBA? The type of test data required is described at 21 CFR 3.1453(1)). C] Yes

2.4 Specify the polymorphic torm(s) claimed by the patent forwhich you have the test results described in 13.

2.5 Does the patent claim only a metabolite oi the active ingredient pending in the MBA 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 {Xi No

2.6 Does the patent claim only an intennediate?

2.7 if the patent referenced in 2.1 is a produd-by-prooess patent. is the product claimed in the
patent novel? (An answer is required only it the patent is a produd-hy-process patent.)

3.;Di'ug Productlico'inpositionlfiontfuietton)
3.1 Does the patent daim the drug product. as defined in 21 CFR 314.3, in the pending NBA,

amendment. or supplement?

3.2 Does the patent claim only an intermediate?

3.3 it the patent referenced in 3.1 is a productvbyprueess patent. is the product claimed in the
patent novel? (An answer is required only it the patent is a product—hymns: patent.)

4. Method orus'e ‘ 4 _ _. : “ " ‘ ‘
r: ,‘M' ..--

Sponsors must submit the information in section 4 separetely hr each parent claim claiming a method of using the pending drug
product for which approval is being sought. For each mottled of use claim referenced. provide the following information:
4.1 Does the patent claim one or more methods of use tor which approval is being sought in

the pending NDA. amendment. orsuppiemenl? E Yes [I No
L2 Patent Claim Number (as listed in the patent) Does the patent cla‘m referenced in 4.2 claim a pending method
[.6‘ 10.| 5. 22.27, 3{J.421 49.5| cl use fwwhlch approval is being sought in the pending NBA,

amendment. or supplement? E Yes D No
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American BioScience. inc.

‘18 ltthe answer to 4.2 is
"Yes." identify with speci‘
ticity the use with rater-
enco to the proposed
labeling for the drug
product.

FORM FDA 3542a (NOS)

N21660 i

Use: (Submit ormethod or use infonnation as identified spectfieeiryr'n die approved labeling.)
Claims 10-15 - Abraxane (neb paclitanet) tor inieetable suspension is a nanoparlicle albumin-bound (nab) term of
paclitaxel. See Description. Each single-use vial corneins 100 mg oi pacfltexel and approximateiy 900 mg of human
albumin. See Decent)”. ‘I'l'u's ion'nulation is tree from solvents. See Abmxane (nab paciitaxel) for

injectable suspension is indicated for the treatment effluent cancer. See indication. Abraxane does notcontain Cremephor-EL. therefore hypersensitivity rea on! Abraxane are rare. See Adverse Reectr'ms:
Hypersensitivity Reactions (HSRs). For metastatic breast cancer. Abraxane (nab pacl‘rtexei tor irrieclable suspension)
at a dose of 260 nrgima administered intravenously over 30 minutes every 3 weeks has been shown to be effective.
Sea Dosage and Administration.

Claims 22-27. 32-34. 39-42. and 49.51 - Abmxane (nab pactitaxel) for iniectnbie suspension is a nonoponicle albumin-
bound (nab) form of paditaml- See Abraxane is suppfied as a white to yellow. sterile. Iyophlilzed provider
intended for reconstitution whh 0.9% Sodium Chloride intention, USP prior to intravenous infusion. See Descrbtion.
Each singleme vlel contains 100 mg of paciitaxel and approximately 900 mg of human atbumln. See Description.
Abraxane (nab paciilaxel) for injectable suspension is indicated tor the treatment of breast cancer. See
indication. For metastatic breast cancer. Abraxane (nab paciitarret for lniemable suspension) at a dose of 260 mgtm‘
administered intravenously over 30 minutes every 3 weeks has been shown to be otlective. See Dosage and
Administration. Abraxane is supplied as a sterile tyophlfized powder for reconstitution before use. See Dosage and
Administration: Preparation for intravenous Administration. Reconstitute each vial by injecting 20 mL of 0.9% Sodium
Chloride Iniectiorl. USP. $90 003599 and Administration: Preparation for intravenous Administration. Each mL oi the
reconstituted nanoparticte formulation will contain 5 mgimL paciitaxel. See Dosage and Administration: Preparation for
intravenous Administration.

Claim 30 - Abraxane [nab paclitaxei] for iniectabie suspension is a nancpanicle aibuntin—bound (nab) term oi paciitaxel.
See Descnpuon. Each single-use vie! contains 100 mg of pactitaroel and apprordmatety 900 mg of human albumin.
See Description. This formulation is he from solvents. See Description. Abraxane (nab paclitaxel) tor lniectabie
suspension is indicated for the treatinth at most cancer. See indication. Neulrcpenia. the most important
hematologic toxicity. was dose dependent and was generally rapidly reversibte. See Adverse Reactions: Hematologic.
Grade 4 (<50!) cellslmm’) neutropenia occurred in 12% of patients treated with Abraxane. See Adverse Reactions:
Hematoiogic. Among patients treated in the Phase 3 metastatic breast cancer study. neutrophii counts declined below
500 ceiisr‘mm' (Grade 4) in 9% of the patients treated with a dose of 260 mgi'm‘ compred to 22% in patients receiving
Cremaphor~based paclitaxei Injection at a dose of 175 motor“. See Adverse Reactions: Hematologic. Among patients
Abraxane does not contain Cremophor~EL. therefore hypersensitivity reactions to Abraxane are rare. See Adverse
Reactions: Hypersensib'viry Reactions (HSRs). For metastatic breast cancer. Abraxane (nob paciitaxel tor injectabio
suspension) at a dose ct 260 mgiiri2 administered intravenousty over 30 minutes every 3 weeks has been shown to be
effective. See Dosage and Administration. AbraxarIe is supplied as a sterile lyophitized powder for reconstitution
before use. See Dosage and Administration: Preparation for intravenous Administration. Reconstitute each vial by
intactng 20 mL of 0.9% Sodium Chloride Inlection. USP. See Dosage and Administration: Preparation forintravenousAdministration.

Claim 31 ~ Abraxane (nab paclitaxel) tor injectable suspensioniis a nanoparticle alburnirr-bound (nan) term oi
paclitaxet. See Description. Each singie-use vial contains 190 mg of pacittaxel and approximately 900 mg of human
albumin. See Description. Abraxane (nab paclitaxali tor injeclabie suspension is indicated for the treatment oi

misread cancer. See indication. in general. the frequency and severity of neurologic manifestations wereas ependent in patients receiving single-agent Abraxane. See Adverse Reactions: Neurologic. Peripherat
neuropathy was observed in 64% of all patients (10% severe). See Adverse Reactions: Neurologic. Peripheral
neuropathy was the cause of Abraxane discontinuation in 131366(4%)ot all patients. See Adverse Reactions:
Neumtogr‘c. Sensory symptoms have usually improved or resoived within 22 days or interrupting Abram therapy.
See Adlrerse Reactions: Neurologic. Pro-existing neuropathies resulting from prior therapies are not a contraindication
For Abraxane therapy. See Adverse Reactions: Neumlogic. No incidences of grade 4 peripheral neuropathies were
reported in the clinical trial. See Adverse Rsections:Naumiogic. Other than peripheral neuropathy. serious neurologic
events following Abruane administration have been rare (<1%) and have hrcludod ischomic stroke. metabolic
encephalopathy. contusion. dinlnessilightheadedness. and mood alterationldepression. See Adverse Reactions:
Neurotogic. For metastatic breast cancer. Abraxane (nab paclilaxel tor lnjectebie suspension) at a dose cl 260 mgim’
administered intravenously over 30 minutes every 3 weeks has been shown to be eitective. See Dosage and
Administration. Abraxane is supplied as a sterile lyophitized powder for reconstitution before use. See Dosage and
Administration: Preparation for intravenous Administration. Reconstitute each via! by injecting 20 mL at 0.9% Sodium
Chloride Injection. USP. See Dosage and Administration: Preparation farintravenous Administration.
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