CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
21-660

ADMINISTRATIVE DOCUMENTS

Apotex v. Abraxis - IPR2018-00152, Ex. 1016, p.01 of 102




American BioScience, Inc. N21660

American BioScience

Patent Certification

Paragraph II Certification

In the opinion and tv the best knowledge of American BioScience, Inc., there are no
unexpired patents trian claim the listed drug [Taxol® (paclitaxel) Injection] referred to
in this application ur that claim a use of the listed drug.
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Mitchall G. Cluck Date

Vice President, 1<cwuiatory Affairs
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American BioScience, Inc. N21660
Depariment of Health and Human Services Form Apprcved: QME Ho. 0910.0513
4 Explration Date: 07/31/06
Food and Drug Administration See OMB Stah t on Page 3.

PATENT INFORMATION SUBMITTED WITH THE DA NUNBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21460

For Each Patent That Claims a Drug Substance NAME GF APPLICANT / NOA HOLDER
(Active Ingredient), Drug Product (Formulation and American BioScicnee, Inc.

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)
AbraxaneTM (nab Paclitaxel) for Injectable Suspension

"ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration furm is required lo be submitted to the Food and Drug Administration (FDA) with an NDA application,
dment, or suppl { 85 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 thirly (30) days of issuance of a new patent, a new patent

declaration must be submlued pursuant to 21 CFR 314.53(c}{2)(i) with all of the required information based on the approved NDA

or suppl The i tion submitted in the declaration form submitted upon or after approval will be the only information relied

upon by FDA for listing a palent in the Orange Book.

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

FDA will not list patent Information If you file an ii Ju P decl or the patent declaration indicates the
patent is not eligible for listing.
For each patent bmittad for the p NDA, d| L t -.‘. d above, you must submit all lho
information described below. If ym.r are nat submitting any p!tonu for this g g NDA, d) t. or suppl
plate above tion and tions 5 and 6.
1.GENERAL -  SFe e
4. United States Patent Number b. Issue Date of Patent <. Expiration Date of Patent
6,537,579 372512003 2222013
d Name of Paleni Owner Address (of Fatern! Owner)
American BioScience, Inc. 2730 Wilshire Boulewvard, Suite 110
—_- —-
City/State
Santa Monica, CA
| ZIP Code FAX Number (7 available}
90403 310998 8553
Telaphane Number E-Mail Address (if available)
310 883 1300
e. Name of agant or representatlive who resides or maintains  Address (of agent or representative named in 1.6.)

a place of business within the Uniled States suthorized to
receive notice of p-atent certification under section
505(b)(3) and ()(2)(B) of the Federal Food, Drug, and -
Cosmetic Act and 21 CFR 314,52 and 314.95 (if patent City/Slate
ownar of NDA applicant/holder does not reside of have a
place of business within the United States)

< NA ZIF Code FAX Number (i available)
Telephaone Number E-Mail Address ( available)
f. Is the patent referenced above a paten! that has been submitted ly tor the
approved NDA or supplement referenced above? [ Yes XIne
g Il the palent referenced above has been submitted praviously for listing, is the expiration
date a new expiration date? D Yes D Neo
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc. N21660

For the patent referenced above, provide the foffowing information on the drug substance, drug product and/or nrethod of
use that Is the subject of the pending NDA, amendment, orwpphmmt.

2. Diug Silbstaricd {Aciive Ingfutiieny) ) S
21 Douﬂnpmtdm!hequlubtmmﬂuhm diant in the drug p
described in the pending NDA, or suppl 7 ves T
22 Doaampmmcﬂmadmnﬁﬂamlmthadﬁeumwﬂmm
grediant doscribed i the pending NDA, at, o supplement? [ ves B no
2.3 If the answer lo question 2.2 is “Yas,” bmﬂdﬂ““ﬂm&hﬂlhmm you have test daila
demonstrating that a drug p g the poly rform the same &3 the drug product
descﬂhodlnihe!iDA?ﬂlehmedleﬂdthuﬂdﬂWﬂﬂCFH31453{111 DYOS DNO

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

R e

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complate the information in section 4 below if the patent claims a pending method of using the pending
drug p 1o inister the metabolite.) [ es B no

2.6 Dces the patent clam only an intermediale?

[ es X no
2.7 M the patent referenced in 2.1 is a product-by-process patent, is the pieduct claimed in the
patent navel? (An answer is required only if the patent is a product-by-procass patent.) Cl Yes D No
p— — g TP FIr N 3 : g
3.Drug Pmducﬁ.‘{cmhdilﬁolﬂ'ﬁum'uhﬂm} =1 3% et L4

3.1 Does Ihe patent claim the drug produd, as dafined in 21 CFR 314.3, I the panding NDA,
bt o supylement? Cves X no

3.2 Does the patent claim only an intermediate?

] ves B mo
3.3 Ifthe palent referenced in 3.1 is a product-by-process palend, is the product claimed in the
patent novel? (An answer is required only if the patent is & product-by-process patenL) [:| Yes D No
4. Method of Use " . SR e g
must submit the inf jon In fon 4 hru@hpmtammwmgammdufuﬂnymcmnﬂngm
pmd‘m:l' for which approval is belng sought For each method ofuu claim refe. the £ g
4.1 Doaes the patent claim ona or more methods of use for which approval is being sought In
the pending NDA, dment, or suppl ? B ves Cne
4.2 Patent Claim Number (as lisled in the palent) Does the palenl claim referenced in 4.2 claim a pending method
1-6, 10-15, 22-27, 30-42, 49-51 of uze for which approval is being soughl in the pending NDA,
amendment, or supplement? [ ves Cne ]
FORM FDA 3542a (7/03} Page 2
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American BioScience, Inc. N21660

4.2 Hihe answerlo 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

“Yes," idantify with speci- | Claims 10-15 - Anm(mbpnmmfu jectable suspension is a rtick bound (nab) form of
Mihlﬂ"ﬂmtﬂeﬁ fitaxsl. See Doscription. Each single-use vial 100 mg of pacitaxel and approximately 500 mg of human
ence lo the prop thumin. Ses Description. This formulation is free from solvents. See Dy (nab paciitaxsl) for
labeling for the drug inj ion Is Indicated for the m|um See Indication. Abraxane does not
preduct, contain Ci hor-EL, i P fivit are rare, Sea Adverse Reactions:
Hyp tions (HSRs). For melasiatic breast cancer, Abraxane (nab paciitaxe| for injeciable suspension)
:udmoi!ﬁﬂmg!m’ i ty over 30 every 3 weeks has been shown to be effective.
Sea Dosage and Administration,
Claims 22-27, 32-34, 3942, and 49-51 - A {nabp 1) for fon ks a rtick

bound (nab) form of pacitaxel. See Descripion. Alrmhmhduawmtowm ammimm«
intended for reconstilution with 0.9% Sodium Chionide Injection, USP prior 1o intravenous infusion. See Description.
Each single-use vial contai 1Mmgd litaxel and imately 900 mg of human albumin. Ses Description.
Abraxane (nab paciitaxel) for injectabl P ion is indic for the treatm "uf'lﬂeulmw, See
indication. Fnrmunuﬁ:brustunau (nab pacitaxal for injectable suspension) al a dose of 260 mgim®
y over 30 mi mry:';mk’huhmshmhbeall’wttu See Dosage and
A istradic h P, as a sterile lyog powder for neconstitution befors use. See Dosage end
Adi Administration. Reconstitute each vial by injacling 20 mL of 0.9% Sodium
cnlmds Irqecuun USP Sooﬂom and Administration: Preperation for intravenous Administration. Each mL of the
laticn wil contain 5 mg/mL pacitaxel. Soe Dossge and Administration: Preparation for

Intravenous Adminisiration

Claim 30 - A {nab pacltaxel) for lon is a nanopardicle albumin-bound (nab) form of pacitaxel,
See Desmpbm Each single-use vial oenu.na 100 mg of paciitaxe! and approximately 900 mg of human albumin.

See Doscription. This formudation is free from soh See D tion. Ab: (nabgn.dilaul] for injectable
suspension is indicated for the treatment of sugiialllPtreast cancer. Su' dicati P , the most important
hemalologic toxicity, was dose depmdnnl and was generally rapidly reversible. Seo Advarse Reactions: Hamatologic.
Gradei(<500 % d in 12% of p treated wilh 4 See Adverse Reactions.

fi Among fient: tmmaﬂlnm?m:!ma!nlmmmmwsludy muuopbltcourﬂ:deeﬁnedbalw
500|:ensrmm (ere4)m9%dm;mm!mmedmnnmnimm9ﬂn 1, d to 22% in pati
wahw—bmdpaclﬂmlwmnlw:edﬂonw Swdwm-.ﬂﬁ 5 fodogic, Among p
Abraxane does not contain C phor-EL, hyp to are rare, See Adverse

Ry ity Reactions (HSRs). For metastati breast cancer, Ak {nab paciitaxsl for injectabh
suspemnon)alldcssoﬂ!iﬂmgﬂn’ i y over 30 minutes every 3 weeks has baen shown to be
effactive. Seo Dosage and Administration. Abnm i wppkd asa ﬁenh lwphl:md pMnr for reconstitution
before use. See Dosage and Admis for i ini: R titula each vial by
injecting 20 mL of 0.9% Sodium Chiormlnlswon USP. Sea Dosage and Administration: P tien for |
Administration.

Claim 31 - 4 {nab pack i) for inj bl bound (neb) form of
pacluam See Descﬂprhn Each single- use utal oonlainu 100 rng u'l‘padflml and apprmnmlehr 900 my of human
in. See Di Tipli (nab p ) is d for the of

bmasll:anearSes ication. ing 'ule | nnd rity of jogic manif lons were
pendenl in patients recaiving ;mgbnnnen: Ab See A Reacti Neurologic. F ', |
naurcp:lhy was observed in 64% of all patiants {10% sevare), See M‘mm Raacih Naurologic. Peripheral
neuropathy was the cause of Abraxane discontinualion in 13/366 {4%) of all palients. See Adese actions:
Y symp haw uull’r improved or mohodwhhﬂdays of inl il apy

See Adve Reactions: N gic. Pre-existi neur g from prior th _._' crnnul-
for Abraxane Sea Adh R i M . incich of gradie 4 peri
reported in tha clinical irial. See Adverse Reactions: Namnhox: Other than panphoul nu.lmpaﬂly‘ serious neumlcrglc

events following Ahia.unu mhmﬂm hm beurl ram (<1%) and have Im:lldad ischemic ﬁmke mom:ohc

. #nd mood alt P ion. See A
Newulogic.Fonnatulllacb:ustmr. {mlb iaxel for inj "dldwoofiﬁﬂmgfm
ly over 30 minul quwﬂhhubwmhcm!obecﬂom Sea Dosage and

Administration. Abraxane s supplied as a sterile lyophilized powder for reconstitution befors use. See Dosage and
Administretion: Preparation for Iniravenous Administration. Reconslitute each vial by injecting 20 mL of 0.8% Sodium
Chigride Injection, USP. See Dosage end A Prep. jon for I Adimi i

FORM FDA 3542a (7/03) Page 3
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American BioScience, Inc. N21660

4.2a Ifthe answerto 4.2 i3 Use: (Submif indicalion or of use informalion as idenlified specifically in the approved labsling.)
"Yes,” identify with speck- | Claims 36 and 38 - Abraxana {nab pacliaxel) for injectable suspension is a nanoparticle albumin-bound (nab) form of
ficity the use with refer- | paclitaxel. See Description. Abraxana Is suppiied 83 a white (o ysllow, sterdle, lyophiized powder intended for
ence lo the proposed reconstilution with 0.9% Sodium Chioride Injection, USP prior to intravenous infusion. See Description. Each single-
labeling for the drug mvulmrdﬂinﬂbﬂmgdpuﬂm!arﬂnppmﬂmrtﬂy%ﬂmﬂdhmnmnn See
product. Two studies were v traated with 8 maximum of one prior chemotherapeutic
regimen. s.emwsm; MufmmZopmmm Abraane was adminisiered in thase
two trials as a 30 mimute infusion ai doses of 175 mg/m® or 300 mg/m’ without steroid premedication or planned G-
CSprpod Seecﬁudea Breast Carcinoma: Phase 2 open labsl studias. Abraxana (nab paciitaxel for
) i indicated for the treatment of seslesiatll breast cancer. See Indication. For metastatic breast
mwa.bmnolnnb—pldluelfarrhdabletuapemlw]lladomdzmmghn’lﬁnhkteudhlﬂmmhrmrm
minutes every 3 weeks has been shown lo be affective. See Dosage and Administration. Abraxane is suppliad as a
sienhwoﬂﬁﬂmdmudm!ormmumhnbﬂnmmt Ses Dosage and Administration: Proparation for intravenous
Rac it -uchmlb; e mmLofDﬂScdlmChhﬁd\lkljaﬂbn USP. See Dosage and
Admini: c No juired priof to the administration of
Abraxane, s«mwnmm Pmmw&mmpmm

5. No Relevant Patents

For this p ND.A. dmen or sup h 1, there are no relevan! patants that claim thadruo bst; {activa i
drug p uct (formutat of ihod(s) of use, for which the is pp and'wﬂhmpodlo
which a claim of patent infringement wu!d reasonably be asserted if s person not licensed by the cwner of the patent engaged in [ves

the manufacture, use, or sale of the drug product.

6. Declarition Certification .

8.1 The undersigned deciares that this is an accurate and complete submission of patmt 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 famiifar with 21 CFR 314.53 and
this submission complies with the requirements of the rogulation. | verify under penalty of perjury that the foregoing
is true and comect.

Waming: A willfully and knowingly false statement Is a criminal offensa undor 18 U.S.C. 1001.
6.2 Authorized Signature of NDA nppllcmﬂ.ﬂioldsr or Patent Owner (Atfomey, Agen!, Riepresantative or Date Signed

other Authorized Official) mrm below}
/3 ZRp

Patrick Soon-Shiong, M Bioscience, Inc.
NOTE: Only an NDA applicant/hoider fay submit this declaration directly to the FDA. A patent owner who s not the NDA applicant/
holder Is authorzed to sign the declaration but may not submit it directly to FDA. 21 CFR 314.83(c)(4) and {(d)4).

Chack biox and provide Inf tion below.
X NDA ApplicanyHolder [ NDA AppiicantsiHolder's Attamey, Ageni (Representative) or other
Authorized Official
[] Patent Owner [ Patent Owners Attorney, Agent (Rep tative) or Other Authorized
Official
Name
American BioScience, Inc.
Aduress City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Numbar
90403 310 883 1300
FAX Number (if available) E-Mail Address (if available)
310998 8553
FORM FDA 3542a (7/03) Page 4
PAC bag Aris (B01) W0 1000 EF
£
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American BioScience, Inc. N21660
The public reporting burden for this collection of information has been oo tn-umgc!hwnwlﬁpommhdwﬂctmﬁumm
instructions, scarching existing data sources, gathering and mnhumm; the dm omdod nad P g the of @
comments regarding this burden estimate or any other aspect of this of i L, nmmmmrumdn:mglhuhrdmbo

Food and Drug Admmistration
CDER (HFD-007)
5600 Fishers Lase

Rockville, MD 20857

An agency may mot conduct or sponsor, and a persan is not required io respond to, a collection of
informatton unlers it displays a currently valid ©OMB controf mumber.

FORM FDA 3542a (7/03) Page §
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American BioScience, Inc.

N21660

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Inform ation

#To submit patent information to the agency the appropriate
paient declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

«Form 3542a should be uscd when submitting patent
information with original NDA sut i NDA d

le)  Answer this question if applicable. If patent owner and NDA
applicantholder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, d or

and NDA supplements prior to approval.

sForm 3542 should be used after NDA or supplemental
approval. This form is 1o be submitted within 30 days efter
approval of an lication. This form should also be used to
submit patent i i ing 1o an app ppl
under 2] CFR 314.53(d) to change the formulation, add a new
indication or other condition of use, change the strength, or to
make any other p d change regarding the drug, dmug
product, or any method of use.

app

oForm 1542 is also to be used for patents issued after drug
approval, Patents issued after drug approval are required to be
submitted within 30 days of patent issuance for the patent 1o be
considered "timely filed."

* Only information from form 3542 will be used for Orange
Book Publication purposes.

« Forms should be submitted as described in 21 CFR 314.5. An
additional copy of form 3542 1o the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855,

« The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

» Additional copics of these forms may be downloaded (rom the
Internet at: heto-Mforms. pse. gov/forms/fdahim/fdahtm himl.

First Section
Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
itself.

1¢) Include patent expiration date, including any Hatch-Waxman
patent extension alrcady granmted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent awner resides
outside the U.S. indicate the country in the zip code block.

24) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. If the patent claims an approved
method of using the approved drug product (o administer
the metabolite, the patent may be submitted as & method of
use patent depending on the resp 1o section 4 of this
form,

1.7) Answer this question only if the patent is a product-by-

process patent.
3, Prug Product (Composition/Formulation)
Complete all items in this section il the patent clzims the drug

product that is the subject of the pending NDA, or
supplement.

3.3) An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2) Identify by number each claim in the patent that claims the

use(s) of the drug for which approval is being sought.
Indicate whether ar not each individual claim is a claim for
a method(s) of us¢ of the drug for which approval is being
sought,

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 6

FEC M Arm (04 44V 1000 EF

Apotex v. Abraxis - IPR2018-00152, Ex. 1016, p.08 of 102

27




American BioScience, Inc. N21660

Department of Health and Human Services Form Approved: OMB No. 0910-0513
Admi Explration Date: 07/31/06
Food and Drug Admimstrifion Ses GMB Statoment on Page 3.

PATENT INFORMATION SUBMITTED WITH THE T
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | ;;.660

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and American BioScience, Inc,
Composition) and/or Method of Use

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

Abraxane™ (nab Paclitaxel) for Injectable Susp

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form is required to be submitied to the Food and Drug Administralion (FDA) with an NDA application,
amendment, or supplement as required by 2% CFR 314.53 at ihe 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 submitied 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 Baok.

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

FDA will not list patent information If you file an | plate patant or the p declaration Indicates the
patent Is not eligible for listing.

For each patent submitted for the pending NDA, f) or supp t referanced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, d t, or suppl t,
leta above tion and i 5.and 6.
1. GENERAL ; ey
8. United States Patent Number b. Issue Date of Patent . Expiration Date of Patent
6,506,405 171472003 22272013
d. Name of Paten! Owner Address (of Patent Owner)
American BioScience, Inc. 2730 Wilshire Boulevard, Suite 110
City/State
Santa Monica, CA
ZIF Code FAX Number (i available)
90403 310 998 8553
Telophone Number E-Mail Address (i avajabl)
310 883 1300
©. Name of agenl or representatiye who resides or maintai Address (of agent or representalive named in 1.6.)

a place of business within the United Stales authorized to
receive notice of patent cerlification under section
505(b)(3) end (j){2KB) of the Federal Food, Drug, and E—
Cosmetic Act and 21 GFR 314.52 and 314.95 (if patent City/State
owner or NDA appficant/holder does not reside or have a
place of business within the Uniled States)

> WA | ZIP Code FAX Number (7 availabie)
'_Tmughnm Number E-Mail Address (i available}
{. Is the patent referenced above a patent thal has baen submitled previously for the
app NDA or supp! f i above? [ ves K ne
g. Ithe patent referenced above has bean submitied previously for listing, is the expiration
dale a new expiration dale? D Yes D No
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc. N21660

For the patant 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 MPMH!L

2.Dcdp Subblinice (Aetve Wgredient) SR L SR T e
21 Dmmepmmdamtlwdrugmumomn!nIm.ldlwemgmdbn!mlham"odud
d 1 In the pending NDA, amerdment, or supplement? [ Yes & no
2.2 Dmmbaumdmldnqnuwmmuumwmdmmm
\gredient described in the panding NDA, dment, or suf f Oves B no
23 Ifmemw!aqmﬂunuh"ru uoyuuummn har!l-rudmunhisdachmbn.mhmmtm
demonstrating that a drug p g the p the same a3 the drug product
described in the NDA7 Tha type of test data  required is uaamaed 2121 CFR 314.53(b). O ves CIno

2.4 Specify tha polymorphic form(s) claimed by the patent for which you kave the fest msults described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in seclion 4 below if the patent claims a pending method of using the pending
drug g to administer the lite.) [ Yes B no

2.6 Does the patenl claim only an intermediale?
[ ves ENo

2.7 Il the patent referenced in 2.1 is & product-by-process patent, 15 the produdt claimed in the
patent novel? (A answer is required only if the patent is a product-by-process patent) 3 ves Ono

3, Drug Pmduc1 {Compo!iﬂordFomulaﬂnn} "
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in he pendhg ND!\.
amendment, or supplement? B ves One

3.2 Does the patent claim only an intermediate?

D Yes E No

3.3 Ifthe patent referencad in 3.1 is a product-by-process patent, is the product claimed in the

patent novel? {(An answer is required only if the patenl is a product-by-process patent) D Yes |:| No

n AT

4. Method of Use . f e
Sponsors must submit the inf fon in tlon 4 iy for each patent ciaim duming a maﬂwd of u's!nq the pending drug
product for which approval Is being sought. For sach mlmufusocmmmm., dde the foll: g
4.1 Does ihe paient claim ane or more methods of use for which approvalis being sought m

the pending NDA, amendment, o supplement? B ves One

4,2 Patenl Claim Number (as listed in the patent) Does the palent clgim referenced in 4.2 claim a pending method
13-22, 24-34, 36-40, 44, 46, 48, 52, 54, 56, of use for which approval is being sought In the pending NDA,
58, 60 amendment, or supplemeni? E Yes One

FORM FDA 3542a (7/03) Page 2

FSC Motis ARE (101) 40308 EF
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American BioScience, Inc. N21660

4.2a 1fthe answer to 4.2 is Usa: (Submit fon or mathod of uss inf jon &5 identitiod specifically in the approved labeling.]
“Yes,” deniity with speci- | claims 13-22, 24-26, 33-34, 36, 37-40, 44, 46, 48, 54, and 56 - Abraxane (nab paciitaxel} for injectable suspenasion s a
fictty the use with refer- | ngnoparticls albumin-bound (nab) lorm of paciitaxel. See Description. Elahlhg:hﬂubiﬂmﬂt*ulwmgd

_ enca lo the proposed paclitaxel and approximately 800 mg of human See Descripli lation is free from solvents. See
labeiing for Ihe drug Description, m:nm{nuﬁmlnmnforlmnbhmhnumhfmcmmd
product. cancer. Ses Indication. Abraxane does nol contain Cremophor-EL, therefore hypersensillvity raacions fo Abraxane
were rare. See A ftivily Resctions (HSRs). For melasiatic breast cancer, Abraxane (nab-

paduulfnrhhmbbsmmbn)mmumm administered Intravenously over 30 minutes every 3 weeks
has been shown to be effective. See Dosage and Administration. No premedication ls required prior to the
administration of Abraxane. Sae Dosage and Administration: Preperation and Administration Precautions.

Claims 27-29 - (nab paciitaxel) for injectabl P isa particla albumin-bound (nab) form of
MM See Description. Each single-use vial ins 100 mg of paclit andlppmmm 900 mg of human
in. See Descrip This formulation is free from solvents. See D (nab paciitaxe} for
injectable is Indicat ‘I’nrlm‘ atm —'nl“hmnlw See Indication. Abraxana doss nol

conlainCrvnophor EL“‘ f yp ity tions to Abraxane wem rare. See Adverse Reactions:

Hyp Ty {HSRs). Neutropenia, the most imp il h logic laxicity, was dose dependent and

was 9 h rlnidhr ibte. Ses A Raactions: Hi g Gﬂdel(ﬁﬂﬂﬁalh.‘m“)muﬂmpmu
‘in!!%of ts treated with Ab Sees Ad Reaci Hemalologic. Among patients treated in

lhePhassammmli:breutunwrM mmﬂmﬁduﬂmbmmwm‘ﬁrﬂeﬂh“ﬂm
patients {reated with udmealzﬁamgm mmmmwmmwcmuswmwmm

uadouuii?img)‘m Sos Adverse Ry fologic. F tatlc breast cancer, Abraxane (nab
i audouof?ﬁﬂmg!m'ldmhnumd ty over 30 mb every 3 weeks
hasbeenshmnlobeeﬂndm Ses Dosage and Administrabion,
Claima 30-32 - A for inj bl Ba particle albumin-bound (nab) form of
Daﬂﬁue‘ Saeonscrmtion Eachsmule-use\nul ntai 100rragol litaxal and app ly 900 mg of human
is free from sob See Description. Ab (nnb i} for
j bl , I l!' i fnrthe‘ ! owmm Socn'nd;caﬁm In general, the
ions were dose-d ing single-agent Ab

Sae Am Rsm;s Numom Peripheral nwrop:!hy was observed in 64% of al pn!nnh (10% severe). Seq ’
y was the cause of Abraxame discontinuation in 13/366 (4%) of

al# jant .‘!‘.es‘* Reacti Neuroiogic Su:uonf pt hawmuully mproved or resolved within 22
davsol’ Ab th Sea Ach Ne i isti rm.wupaihhs lesu!tlnq fmm
priar mrapu:s are y ot & mmhmzm for Abraxane therapy. See Ad‘wr-w Roactions: i gic. No i
grade 4 poriph aported in the clinical Irial. Seo Adk : Neurologic. Other than
hy, serious aure avants following A dministration have been rare (-cﬂn and have
lnc.luded nchemic stroke, mmbohc anmphaloplﬂw dizzi ig ded and mood
See ic. Abj dmnut tain C ,‘ EL, theref:
h I i 1o ware rare, .Su Advem Hy Twity R (HSRs). For
matnslitn: breast cancer, (nab p ) for i ion at u dose of 260 mgim® administered
over 30 every 3 waeks has baen shown lo be effective. See Dosage and Administration
Claim 52 - A (nab litaxef) for injectable susp ma i albumin-bound (nab) form of paclitaxel.

See Dasc.rfplpon Each single-use vial contains 100 mg of padilw and approximately 900 mg of human albumin.
Sunammn This formulation is free from nts, See Description. J\bﬂm(mpadm)hnmdm
F di d for the of st cancar. See i/ duesno! tai
C ph EI.. fore hyp itivity reaclions to Abraxana were rare. See Ad\ R
Reacl'm (HSRs). For metastalic breast cancer, At {nab paciitaxel for injectabl I \ltndnsa of 260
mgl’rn adminislered inlravenously ovar 30 minutes every 3 weeks has baen shown to be effsctive. See Dosage and
inistration. No is pmmlhnadmlﬂhu-uhunafnbrmne See Dosage and Adminisiration:
inW. jorn P il Neither 1, g nar refrigeration sdversely aflecls the stability of the
pwduct SoaDusawandeu!mbon Stabilty.

Claim 58 - At {nab paclitaxef)for injectable suspension is a nanopardicle albumin-bound {nab) form of paclitaxel.
See Description. Each single-usa vial contains 100 mg of pa:ﬁlml and approximately 900 mg of human albumin,

See Dascription. This formulation is free from solvent: ip (nab 1) for injectable
fon is indicat ‘Torihe nlc-mw. Soe A dmnd mai

har-EL, theref ithvity reacti Ab wera rare. See Ady !
Rem:oﬂs{HSRs} Fofmmsiaticbr!n!tﬂmef (nab-paciitaxs| for injectabl i ‘ntlﬁmoof‘l‘ﬁo
over 30 minut mryamhhubunslwumlobeahm See Dosags and

Ammm No prsmedmtlon is laqunnucl prior lo the administration of Abraxane. See Dosags snd Administration:

f and A o Inject the appropriate amount of Nmslﬂm Abraxane into an empty,
slmia.pnmmldﬂorde{l’vclwl\fhm» See Dosege and Admi Prap for Intra:
Adminisirafion. Ths use of ipedliaed DEHP-free solution or inistration sets is not v to
or A i See Dosage and Admini ion: Prap ion for |
Amﬂmﬁoﬂ.
FORM FDA 3542a (T103) Page 3
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American BioScience, Inc. N21660
4.2a H the answer fo 4.2 s Use: (Submif jon or ‘ofuso' f jon a3 identified specifically in the spproved labsking.)
“Yes,” identify with speck- | Claim g0 - £ (nab suspension is a nanoparticie albumin-bound (nab) form of pacitaxel.
ficity the use with refer- | Seg Description. Emalnqb—uumlmm1wmgof fitaxel and apy ty 900 mg of human afbumin.
ence to the proposed See Description. This formulation is free from See D jon. Ab: tmbpod!txnl)farh'qedable
labeling for the drug p s indi d for the t MWH“W See Indicaty
product. [+ hor-EL, theref: itivity wers rare, See Adverse Reactions: MtpenansfMy

Rucban.f(HSRﬂ FMMuMeMM!mm mwwwmmlnsmjdldoudm
mg/m? ty over 30 mi every 3 weeks has been shown lo be effective. See Dosage and
Administration. Nommamommmm“mummm Ses Dosage and Administration:

Praparation and Administration Precautions.

5, No Relevant Patotits i ' A ? s TR ]

For'!hupenquNDAmendmerﬂ.nrsuppm.ntlhmamnoMpmuﬂmclﬂhﬂum i (active ingrediant),

drug p wpasition) or method(s) of use, for which the lis | and with ot to

mchnohmufputani g W coukd bly be b ‘Hapu:annotﬁmwbymemnw:epmwu\ DYBS

the manufacture, use, or sale of the drug product.

6. Declanition Certification :

6.1 The undersigned dacl'nrns um this is an and lete submission of p information for the NDA,
amendmaent, or ding under ion 505 of the Federal Food, Dmy, and Cosmetic Act. This time-
sensitive plhﬂ! fn!omulfnﬂ is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submi: plies with the requii of the reg ion. | 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.5.C. 1001.

8.2 Authorized Signalure of NDA Applicant/Holder or Patent Owner (A Agent. Rap tative or Data Signed
other Authorized Official) (Provide information below}

Patrick Snnn-ShinngW). EO, Amegican Bioscience, Ine, /} :

NOTE: Only an NO/A applicantiholfler may submit this dectaration directly to the FDA. A patent owner who Is not the NDA applicant
holder Is authorized to sign the aration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d }N4).

Chock applicable box and provid n below.
X NDA Applicant/Holder [ noA Applicant stHolder's Attomey, Agant (Representative) or other
Authorized Official
D Patent Owner I:l Patent Owner's Al y. Agent (Repr ) or Other Authorized
Official
Name
American BioScience, Ine.
Address City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Cade Telephone Number
90403 310 883 1300
FAX Number (if available) E-Mail Address (if availabla)
310 998 8553
FORM FDA 3542a (7/03) Page 4
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American BioScience, Inc. N21660
The public reporting burden for this collection of infi ion has been estil d to mverage 9 bours per response, iocluding the time for revicwing
instroctions, searching existing dats sources, gatbering and maintaining the data nceded, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or amy other aspect of this collection of ion, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-00T)

5600 Fishers Lane

Reckville, MD 20857

An agency may mot condwci or sponsor, and a persan is not required to respond o, a collection of
information wnlers it displays a currently vafid OMB control rumber.

FORM FDA 3542a (7/03) Page 5
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

*To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms arc available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

.Fﬂrm 3542a should be wsed when submitting pﬂm(
i wid1 iginal NDA submissi NDA

le)  Answer this question if applicable. If patent owner and NDA
applicantholder reside in the Uniled States, leave space
blank.

1. Drug Substaoce {Active Ingredient)
Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, d ar

1

and NDA supp prior to approval.

eForm 1541 should be used afler NDA or supplemental
approval. This form is to be submitted within 30 days afier
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) w0 change the formulation, add a new

lication or ather of use, dunse the strength, or to
make any other p 1 change g the drug, drug
product, or any method of use.

# Form 3542 is also to be used for patents issued efter drug
approval. Patents issucd after drug approval arc required to be
submitted within 30 days of patent isspance for the patent to be
considered "timely fled.”

»Only information from form 3542 will be uscd for Orange
Book Publication purposes.

« Forms should be submitted as deseribed in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Stendish Place,
Rockville, MD 20855,

* The receipt date is the date that the patent information is datc
stamped in the central document room. Patents arc id

cnt.

24) Name the polymoephic form of the drug identified by the
patent

A patcnt for a bolitc of the ap active ing

may nol be submitted. If the pmnt claims an sppmwd
method of using the app d drug product to

the metabolite, the patcnt may be submitted as a method of
use patent depending on the w section 4 of this
form.

2.3

2.7) Answer this question only if the patent is a product-by-

provess patcnt.
3. Drug Product (Compesition/Formulation)
Complete all items in this section if the patent claims the drug

product that is the subject of the p g NDA, d ar
supplement.

33) An answer to this question is required only if the referenced

patent is a product-by-process patent.
4. Method of Use

Complete all items in this scction if the patent claims & method of
use of the drug pmduu that is the subject of the pending NDA,

listed on the date received.

« Additional copies of these forms may be downloaded from the
Internet at: http:Aorms. pse goviforms/felaktm/fdahtm_ him).

First Section
Complete all items in this section.
I. General Section

Complete all items in this section with reference to the patent
itsetf.

1c) Include patent expi date, including any Hatch-Waxman
patent extension already granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

id) Include full address of patent awner. If patent owner resides
outside the LS. indicate the country in the zip code block.

dment, or supp

4.2) ldentify by number each claim in the patent that claims the
use(s) of the drug for which approval is being sought.
Indicate whether or not each individual claim is a claim for
a method(s) of use of the drug for which approval is being
sought.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

62) Authorized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 6
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American BioScience, Inc. N21660
Form Approved: OMB No. 0910-0513
ot nd g o et
PATENT INFORMATION SUBMITTED WITH THE NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21460
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active ingredient), Drug Product (Formulation and American BioScience, Inc.
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)

Abraxane™ (nab paclitaxel) for Injectable Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This pateni declaration form is required lo be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, of suppl It as required by 21 CFR 314.53 al the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of am NDA or supplement, or within thitty (30) days of issuance of a new patent, a new patent
declaration mus! be submitted pursuant to 21 CFR 314.53(c)2)(if) 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 namative answer (i.e., one
that does not require a “Yes" or "No" response), please attach an additional page referencing the question numbe.

FDA will not list patent Information if you flle an | plete p t declaration or the patent declaration indicates the
patent is not efigible for listing.

For each patent submitted for the pending NDA, dment, or suppi fi d above, you must submit all the
Information described below. If you are not submitting any patents for this pending NDA, dment, or suppl t
complste above saction and sections 5 and 6.
1. GENERAL
a, United States Patent Number b Issue Dale of Patent ¢. Expiration Date of Patent
6,096,331 8/1/2000 2/2272013
d, Name of Patenl Owner Address [of Patent Owner)
American BioScience, Inc. 2730 Wilshire Boulevard, Suite 110

City/State

Santa Monica, CA

ZIP Code FAX NMumber (if availablo)

90403 310 998 8553

[ Telephone Number E-Mail Address (¥ available)

310 883 1300

a. Nams of agent or representative who resides or maintains  Address (of agent or representativeé named m 1.6.)

a place of business within the Uniled States authorized to
receive nolice of patent certification under section
505(b}3) and ()(2{B) of the Faderal Food, Drug, and —
Cosmotic Act and 21 CFR 314,52 and 314,95 {if patent Cily/State
owner or NOA applicantholder does not reside or have a
place of business within the United Stales)

< NA | 2IP Code FAX Number (¥ avaiiable)
Telephone Number E-Mail Address (if available)

1. Is the paten! referenced above a patant that has been submitted previousty for the

pproved NDA or supplemant § abowe? [ vos Bne
g lthe patent referenced above has been submitted previously for listing, i the expiration
date a new expiralion date? [ ves One
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc. N21660

For the patent referenced above, provide the foliowing information on the drug substance, drug product and/or method of
use that is the subfect of the poﬂ:ﬂng NDA, lmmdmo:r!. or supphm!.

= ) G 2 B

2. Drug smum@émlma- : EE BRI SO T -
21 DoestMplleﬂldn&nhdmg:Mmthaiuu\am', dit nﬂwdmg ]

described in the pending NDA, dment, or suppl ? Oves K ne
22 DthpﬂmdwnadmlmmMuadﬂemmwmﬂmhuiﬂnac{m

g 1 described in the pending NDA, a or supp 7 [Jves X no

2.3 I the answer to quastion 2,2 {5 "Yas,” do you certify thel, as of the date of Ihis declaration, you have les| data
demonstrating that a drug product containing the potymorph will parform the same as the drug product

described in the NDA? The type of test dala required is described at 21 CFR 314.53(b). [ es [Ono
2.4 Specify the poh ic form(s) cl 1 by ihe patent for which you have the test results described in 2.3.
2.5 Does the patent claim only a bolite of the active i di g in the NDA or supplemant?
(Complete the nlorrnaunn in section 4 below if the paien' claims & pnndmy method of using the pending
drug p to the metaboiite.) Cves R no
2.6 Does the palent claim only an intermediate 7 iy
D Yes E No
2.7 Ilthe palent ref: din21isar by-p patent, is the product claimed in lhe
patent novel? (An answer [s mqunmd only if the patent is a product-by-process patent) [es One
3. Drug. pmmct(cmummrrummuon) :
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? Yos D Mo
3.2 Does the patent claim only an intermediala?
[ ves B no
3.3 1f the patent rof dinddisap byp palent, ix the product climed in the
patent novel? (An answer is required onty if the patent is a product-by-procass patent.) D Yes D No
4. Methad of Use '
5 must submit the Info fon In ion 4 ly for each patent cMm dlim!'rlg 8 mm‘md of using the pend!ﬂg drug
pmducll'orwm:blppmwﬂs belng sought ermhmﬂwﬂofuudm P the g
4.1 Does the palent ciaim one or more methods of use for which approval is being sought in
the pending NDA, or supp 7 B es Owe
4,2 Patenl Claim Number (as listed in the palent) Does the pateni claim referenced in 4.2 claim a pending methad
1-2, 5-19, 26, 28, 40, 4147, 49, 52-57 of use for which approval is being sought in the pending NDA,
amendment, or supplemant? E Yes D No
FORM FDA 3542a (7/03) Page 2
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4.2a If the answerto 8.2 is Use: (Submit indication or method of use information as identiisd specifically in the approved labaling.)
“Yes,” identify with speck- | Claims 1-2, 58, 19, 26, 28, 40, 43, 49, 52, 54, and 56 — Abraxane (nab paciitaxel) for injectable suspension is a
fnﬂyﬂammw mmmmmmm;mqum Sev Doscription. Each single-use vial contalns 100 mg of
ence to the p p )l and app al ‘ﬁOOmgofhumun bumin. See Descri This # lation is free from solvents. See
tabeling for the drug o Al {nab p 1) for ! i amm-dfumammmunmsl
product. cancer. Surndm:m. Abrsunadnaa not contaln cmnuulnr-EL hyp itivity
wera rare. Sea Ady ithvity R (HSR:J Formalumcbmﬂclneu Ahrmw.m{nab
fitaxel for injectabl ltldaud?ﬁﬁmwm" mrSD inutes every 3 weeks
halb«nshmtobolﬂm SoeDaugumd.‘“....’ i dicati irad prior to administratl
of Abraxane. mmmwam:mmmmmmmm

Claims 7-14, 44, 53, 55, and 57 - Ab {naty lita xel) for b 1abk jonis a P albumin-bound
(nab) form of paclitaxel. See Description, Emhl&qla—uuvhluﬂnﬂlmﬂ(imgo‘l itaxal and approximalely 800
mg of human albumin. See Descriplion. This formulation ia free from solvenls. See Descriplion. Ab (nab

pa litaxel) for injectabl pension s ndi “fnflhe‘ b Mﬂm-.sh:imr See Indications .

ki ‘Ir- fers of packtaxel iollowing 30- and 180 minute infusions of Abraxane at dose levels of 80-375
mghnweradelal!nhdthpllm1c&hlltudluar\daphlu3undurﬂmﬁﬂudynmlmrplm“d
are summarized In the following table [Table 1). Sse Clinical Pharmacoiogy. Abraxane dou nol contaln Cramophor-
EL, fore h itivity ions lo Ab wers rare. Sse Adverse Ry e Hi
{HSRs). Form!nuueblusimw Abmaxane (nab paciitaxel for injectabl i lladmoflﬁamg)m
administered i ly over 30 mqammm:nmmmam See Dosage and
Admi i p ication ia reqy prlorlo i See Dosage and Administredion:
and Admini: ion P, itit

Claims 15-16 and 45 - A (na ditaxal) for injactabl isa particie albumin-bound (nab) form
of paclitaxel. SseDe&cnpthﬂ Eachsinﬁuuum'l tai 100mgo! 1 and app tely 800 mg of human
Soe Descr This formulation is free from sok See D fi (neb packtaxs) for
injectable suspension ks indicated for the hieatmeant Mthnmr Ses Indications. lerupenla the
most important hematologic toxicity, was dose d d mdms, Iy rapidly ible. See Adverse
Reactions: mmmbgnc Gﬂdn4{<500 ! ') st ‘ln12%o!paﬁoﬂbhutedwimﬁbmﬂnl
Ses ! treated in the Phase 3 metastatic breast cancer sludy,
neuﬂwhﬂ eoun!: dac.rnod balow 500 celb’m‘{Grldu 4) in 9% of tha patients treatad with a doze ul' 260 mg/m?
d to 22% in p CtnmoprmrbathdiumiiectinndndeSme Ses Adverse
f gic. A does not InC p EL, to /
wers rare. Sn A Reactions: Hy fvily Reections (HSRs). Fofmmsmlcbmd cancar, Abraxane (nab
| for i b ion} al & dose of 260 mg/m? ad ly over 30 mi every 3 weeks
has been shawn to be efleclive. Snenwmmmm

Claims 17-18 and 45-47 - is a nanof ie alb bound {rab)
form of paclitaxel. See Dascription. Eaensmle—uu vial contains 100 mool'pmmei and awmaawm mg of
human albumin. See Doscri lation is free from sol {nab paclilaxel)
for injectable susp is indi d sor the elw:aas! canc.er Ses I‘ndvoubms. Abraxanse doos
not contaia C hot-EL, th hy ilivity reactions to A were rare. See Adverse Reaclions:
Hypersensmvwﬁancﬁw (HSRs). In ganaral, the frequency and severity of neum‘og'c mm:fos!auum \wro dose-
gependent in patients recelving single-agent Abraxsne. See Adverse gic. Perip pathy
was observed in 84% of all palients (10% ). See A Resact ic. Perigheral hy was
the cause of Abraxane discontinuation in 13366 (4%) of all pilhnll Soe Adverse anas Nauwm Sensoqr
wmpioml lnavo usuauy Impmud or resohied within 22 days of py. See A

gic. Pre g pathi ruullmql‘m'nprlot ias ara nol 8 indication for A
th Seo Ath Reaclions; ic, No i of grade 4 peripheral thi mmrapmodhtm
elinical trial. See Adh R N jogic. Other than peripheral neuropathy, :erloq.u neurologic events

following Abraxane mmm h:w Imm rare {<1%) and have hu.ﬂnd 1schmmc siroke, mubnﬁc
i ‘snd A

mood
Neurofogic. For metastatic breast cancer, Abraxane (nad paciitaxe! for injectable suspension) at a dnse of 260 mg.m
administered intravenously over 30 minutes every 3 weeks has been shown to be effective. See Dosage and

Administration,
e s 1 Bt -
5. No Ralevant Patents : )
For this pending NDA, nmeadmm of supglemenl there are no relvant patents that r.lalrnthn drug substance (active Ingredient)
drug p hod(s) of use, far which the appth and with respect to
which a claim of patant ntrlngement :ould mmnabhr be esserted if 2 person not noen.sad by lhe nwrler of the patent engaged in I:l Yes

the manufacture, use, or sale of tha drug product.

FORM FDA 3542a (T/03) Page 3
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6. DectdrationCortification *~ -~ ' e =

6.1 The undersigned declares that this is an accurate and cmhﬁ mﬁmjﬂhﬂ ofmmnﬁnfoﬂmm for the NDA.
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmretic Act. This time-
sensitive patent information Is submitted pursuant to 21 CFR 314.53. 1 attest that | am famillar with 21 CFR 314.53 and
this submission complies with the requirements of the regufation. I verify under penalty of parjury that the foregoing
is true and correct

Warning: A willfully and k ingly false stat Is a criminal offense undaer 18 U.S.C. 1007,

.2 Authorized Signature of NDA AppiicaniHoiger o Palent Owner (Alfomey, Agonl, Roprosenteive or Dalo Signed
other Authorized Official) (Provide Information bolow)

Patrick Soon-Shiong, MD, CEQ, Bjescience, Inc. ] / 3
%&,

NOTE: Only an NDA I.ppl'll:a;tfm;ld« may submif this declaration directly to the FOA. A patent owner who Is not the NDA applicant/
holdar Is authorized to sign the declaration but may not submit it direcily to FDA. 21 CFR 314.63(cK4) and {d}(4).

Check app box and p below.
NDA ApplicantHolder [ NOA AppicantsiHaiders Atiomey, Agent (Representative) or other
Authorized Officlal
[ Patent owner ] Patent Owner's Altorney, Agent (Representative) or Other Authorized
Official
Name
American BioScience, Inc.
Address City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Number
90403 310 883 1300
FAX Number (i available) E-Mail Address (if available)
310 998 8553
The poblic reponing burden for this collection of i in has beca estimated to average 9 hours per response, including the time for rovicwing
instructions, searching cxisting dala sources, gl.rhu-m; and maintining the data needed, and plcting and g the ion of mformation. Send
comments regarding Lhis burden estimate or any other aspect of this collection of inf inclodi Illunﬂ.mns for ru'lu.‘.mgdm burden (o:
Food and Drug Administration
CDER (HFD-007)
5600 Fishers Lane

Reckville, MD 20857

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

FORM FDA 3542a (7/03) Page 4
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American BioScience, Inc. N21660
INFORMATION AND INSTRUCTIONS FOR FORM 3542a
PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT
General Information le)  Answer this question if applicable. If patent owner and NDA
i applicantholder reside in the United States, leave spacc
*To submit paicnt information to the agency the appropriate blank.
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug 2. Drug Substance (Active Ingredient)
Application will determine which form yau should use.
Complete all items in this section if the patent claims the drug
eForm 3542a should be used when submitting pﬂlmt substance that is the subject of the pending NDA, ' it
information with ongmnl NDA ions, NDA d f =
and NDA supplements prior to approval. R
2.4) Name the polymorphic form: of the drug identified by the
sForm 1542 should be used after NDA or supplemental patent.
gpproval. This form is to be submitted within 30 days after
approval of an application. This form should also be used to 2.5) A patent for a metabolite of the approved active ingredient
submit patent infi g to an app may not be submitted. If the patent claims an approved
under 21 CFR 314.53(d) o d'mge the formulation, add a new method of using the approved drug product to administer
dication or other condition of use, change the strength, or to the metabolite, the patent may be submitted as a method of
make any other patented change regarding the drug, drug use patent d ding on the resy to scction 4 of this
product, or any method of use. form.
+Form 3542 is also to be used for patents isswed after drug 2.7) Answer this question only if the patent is o product-by-
approval. Patenis issued after drug approval are required to be process patent.
submitted within 30 days of patent issuance for the patent to be
considered "timely filed.” 3. Drug Product (Composition/Formulation)
+Only information from form 3542 will bc used for Orange Complete all items in this section if the patent claims the drug
Book Publication purposes, product that is the subject of the pending NDA, amendment, or
« iorar ol b bl Ai deaeibod tn 2] CRROSIASE. A, PRIoment
additional copy of form 3542 to the Orange Book Staff will 3.3) An answer to this question is required only if the referenced
dite patent publication in the Orange Book. The Orange patent is 8 product-by-process patent.
Eock Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place, 4, Method of Use
Rackville, MD 20855,
Complete all items in this scction if the patent claims a method of
» The receipt date is the date thal the patent information is dm use af the drug product that is the subject of the pending NDA,
stamped in the central document room. Patenls are consid dment, or suppl
listed an the date received.
4.2) [Identify by number cach claim in the patent that claims the
« Additional copies of these forms may be downloaded from the use(s) of the drug for which approval is being sought.
taternet at: futp:/iforms.psc.gov/formsy/dotstm/fdahtm himl. Indicate whether or not cach individuat claim is a claim for
& method(s) of use of the drug for which approval is being
First Section sought.
Compleic all-items in thia section; 4.2a) Specify the part of the proposed drug labeling that is
I. General Section claimed by the patent.
Complete all items in this section with reference to the patent 5. No Relevant Patents
melt Complete this section only if applicable.
le} Include patent expiration date, including any Haich-Waxman y
patent cxtension already granted. Do not include any 6. Declaration Certification
applicable pedintric exclusivity. The agency wﬂl include . - .
pediatric exclusivities where applicable upon p Complete all items in this section.
1d) Include full address of patent owner. If patent owner resides 6.2) Authorized signaturc. Check one of the four boxes that best
outside the U.S. indicate the country in the zip code block. describes the authorized signature.
FORM FDA 3542a (7/03) Page §

FAC Mk A (M00) 4B EF

Apotex v. Abraxis - IPR2018-00152, Ex. 1016, p.19 of 102




American BioScience, Inc. N21660
Department of Health and Human Services Form Approved: OMB No. 09100513
i lon Dale: 07/31/06
Food and Drug Administration SNE*P‘NS g R

PATENT INFORMATION SUBMITTED WITH THE T
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 11660
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLOER
(Active Ingredient), Drug Product (Formulation and American BioScience, Inc.
Composition) and/or Method of Use

The following is provided In accordance with Section 505(b) and () of the Federal Food, Drug, and Cosmetic Act

TRADE NAME (OR PROPOSED TRADE NAME)
Abraxane™ (nab paclitaxel) for Injectable Suspension

{ ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

This patent declaration form (] requrrsd to be submitted to the Food and Drug Administration (FDA) with an NDA application,
dment, or suppl quired by 21 CFR 314.53 al the address provided in 21 CFR 314.53(d)(4).

Within thuty {30) dsys aﬂer approval of an NDA or supplement, or within thiy (30) days of issuance ol a new patent, a new patent

declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA

or suppl {. The inf ion submitted in the declaration form submitted wpon 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
{hat does not require a "Yes" or "No" response), please attach an additional page referencing lhe queslion number.
FDA will not list patent information if yuu file an incomplete p or the p declaration indicates the
patent is not eligible for listing.
For each patent submitted for the p NDA, dment, or | rammcnd above, you must submit m mo
information described below. If ynu are not submitting any pltorlts “for this p g NDA, t, or Supf t,
complete above section and sections § and 6.
1. GENERAL \ = )
a. United Slates Patent Number b. issue Dale of Patent c. Expiration Date of Palent
5,498,421 3/12/1996 31272013
d. Name of Patant Owner Address {of Patent Owner}
American BioScience, Inc, 2730 Wilshire Boulevard, Suite 110

City/State

Santa Monica, CA

ZIP Code FAX Number (i availabie}

90403 310 998 8553

Telephona Number E-Mail Address (if available)

310 883 1300
. 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 Slates authorized to

raceive notice of patent cerlification under section

505(b)(3) and () 21B) of the Fedaral Food. Drug, and S—

Cosmetic Act and 21 CFR 314.52 and 314.95 (i patent CityiSlate

owner or NDA applicantholder does nol reside of have @

place of business within the United States) . _—
& N/A | ZiP Code FAX Number (7 avaiable)

Telephons Number E-Mail Address (¥ available)

{ s lhe patent refarenced above a patent that has been submitted previcusty for the

approved NDA or supplement referenced above? ves E ne
g [f the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? D Yos EI No
FORM FDA 3542a (7/03) Page 1
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American BioScience, Inc.

N21660

use that Is tha wbjm of the pmd!nc NDA, amendmoent, armphnm

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

g . A T T CP
21‘Dmimnalen!dalmMﬂm:mﬂmmuhmmwmmmdmmd :
described in the panding NDA, or t? [ Yes B o
22 Dmiheu:lomdamndmg substance thal is a different polymorph of the aclive
g described in the pending NDA, amendment, or supplement? [ Yes B no
2.3 Ifthe answer to question 2.2 is "Yes,” doyuuunﬂythﬂ. a3 of the daleoﬂhb declaration, you have test data
demonstrating 1hat a drug product g the f h will p the same as the drug product
dmnhedm\hﬂﬁ#?ﬂutypeoﬂe:idaiauquiredhdewhdﬂ:lCFRSMﬁ(bJ ElYea DN‘u
2.4 Specify Ihe polymorphic form{s} claimed by the patent for which you have the les! results described in 2.3.
2.5 Does the patent claim only a metabolite of the aclive ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims o pending method of using the pending
drug p 1o the metabolite.) [ ves B4 no
2.6 Does the patent claim onty an intermediate?
[ ves B no
2.7 Ifihe patent refarenced in 2.1 is a product-by-process palenl, is the product claimed in the
patent novel? {An answer is required only if the patentis a pl\:dud—b]-pmeeu patent.) D Yes Bne
- L -
3 Dri.lg Prqﬂuc‘t (c.nmﬁollquFomulﬂlon} ' < o2 it fen
3.1 Does the patent claim the drug product, as defined in 21 CFR 314, 3, inthe pendlng Nm
amendmant, or supplement? @ Yes I] No
3.2 Does the patent claim only an itermediate?
[ ves B Ne
3.3 Ifthe patent referenced in 3.1 is a produci-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is @ product-by-process patent.) ves [ ne

4. Method of Use )

“.'J‘- 5

’ :

& 4

must

it the inf ton in H

4 mml‘ciy for each patent clalm claiming a mmd of u.ﬂny the pending dmn
pmduct for which approval is being sought For each method of use claim refarenced, provide the following Information:

4.1 Does the palent claim one or more malhods of use for which approval is bemg sought in

the pending NDA, amendmant, or supplement? B Yes Owe
4.2 Patent Claim Number (as fisled in the patant) Does the patent claim referenced in 4.2 claim a pending method
27,29 of use for which approval is being sought in the pending NDA,
dment, or supplement? Yes Cne

FORM FDA 3542a (7103}

Page 2
PO Mahia Arts (MO1) 4419090 EF
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American BioScience, Inc. N21660

4.2a Ilthe answer to 4.2 is Use: {(Submit indication or method of use infc jont as identified specifically in the approved labeling.)
“Yes," identy with speci- | Claim 27 — Abraxane (nab paciiaxel) for injeciable suspension Is a nanoparticie albumin-bound (nab) form of
ficily the use with refer- pacitaxal. See Descripion. Mnmmwnmm!mmgo{mdwwmmmmwmmurumm

ence to the prop in. See D

tabeling for the drug Wlﬂm! Sn.indncmn: Farmhﬂmhmstclmar Ahrmno{mbpld!amlforwodah

product. suspension) at a dess of 260 mg/m’ administered intravenously over 30 minutes avery 3 weeks has bean shown to ba
effactive. See Dosage and Administration,
Claim 29 - At (nab paclitaxel) for i Db sa icle albumin-bound (nab) form of pacitaxe!.
See Dascry is supplied nsswﬂabyﬂlbu slerh,lyaphllmadpowdwhtﬂr\dedloruwnllluﬁonﬂh
Gﬂ%sﬁlmtchloﬁﬁllnjacﬂon USP prior to i s § Seo Dascript Emhlhnh-lmvhleﬂmﬂl
100 mg of paciitaxe! and approximatsly 300 mg of human in. See Description, Ab (nab paclitaxs() for
injactable suspension ts indicaled for the treatment of ast cancer. s«mm For metastatic breast

cancer, Abraxane (nab paclitaxe! for injectable suspension) al a dose of 260 mg/m” administered intravenousty over 30

minutes every 3 weeks has been shown lo be effective. See Dosage and Administration. Mmhtmpnadasl

sterila lyophilized powder for recansiitution before use. See Dossge and A for

Adh’wuthlion Rn.-wubhﬂa ﬂchwllhyﬂm 20mL of 0.9% Sodium Chioride Inndl.on USP. See Dosage and
for |

5. No Relevant Patents,

For this pending NDA, or supph lharn are no relevani patents |hﬂtdlh1thedmg t (active ing
drug product (formulation or ition) or method(s) of use, for which the applicant is g appraval and with respect lo
which a claim of patent infring it could bly be red if a person miﬁmmdwthamerolunpatemmgagodm [ ves

the manufaciure, use, or sale of the drug product.

6. Dlﬂ:larl'libn Cnvtlﬂu‘!lﬁn RS

8.1 The undersigned declares that this is an accurate and complete submission arpamnrfnrwmwon for the NDA,
amendment, or supplement pending under section 503 of the Federal Food, Drug, and Cosmetic Act This ime-
sensltive patent Information is submitted pursuant to 21 CFR 314.53. | attest thet | am famillar with 21 CFR 314.53 and

this submission plies with the requi) ts of the regulation. | verify under penalty of perfury that the foregoing
is true and correct
Waming: A wiltfully and & gly false is a criminal offense under 18 U.S.C. 1001,

6.2 # i Sig of NDA Appl .,.:.‘.‘. or Patenl Owner {Altomey, Agen!, Rep tative or Date s—lanvnd

/3 Fotzer

NOTE: Only an NDA ;ppllumhetd may submit this declaration directly to ths FDA. A patsnt owner who |s not the NDA applicant/
holder is authorized to sign the declardtion but may not submit It directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check app box and provide Infs lon below.
X MDA ApplicanyHolder [0 DA Applicant'siHolder's Attomey, Agent (Rep tativa) or other
Authorized Official
O Patent Owner [J Patent Owner's Attomey, Agent (Repre ive) or Other Authorized
Official
Name
American BioScience, Inc.
Address City/Slate
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Number
90403 310 883 1300
FAX Number (if available) E-Mail Address (if avaiable)
310998 8553
FORM FDA 3542a (7/03) Page 3
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American BioScience, Inc. N21660
The public reporting burden for this cofiection of infi has been esti to average 9 bours per response, including the time for reviewing
mgmhngummmmgmlndmmmmﬂwdmmdﬂmd Icting and reviewing the collection of info jon. Send
comments regardiog this burden estimate or eny other aspect of this ‘ jing suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

An agency may not condwct or sponsor, and a person is nof required io respond to, a collection of
information uniess it displays a currently valid OMB control mumber.

FORM FDA 3542a (7/03} Page 4
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American BioScience, Inc. N21660
INFORMATION AND INSTRUCTIONS FOR FORM 3542a
PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT
Geoeral [oformation le)  Answer this question if applicable. If patent owner and NDA
. applicant/holder reside in the United States, leave space
*To submit patent information to the agency the appropriatc blank.
patent declazration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug 2. Drug Substance (Active Ingredient)
Application will determine which form you should use.
Complete all items in this section if the patent claims the drug
+Form 3542 should be used when submitling patenl  gpsrance that is the subject of the pending NDA, amendment, or
ion with original NDA submissions, NDA d 1 1
and NDA supplements prior to approval. o
24) Name the pol hic form of the drug identified the
«Form 3542 should be used after NDA or supplemental S R . L
approval, This form is to be submitied within 30 days after
spproval of an application. This form should also be used to 1.5) A patent for a melabolite of the approved active ingredient
submit patent information relating to an approved supplement may not be submitted. If the patent claims an lppm\red
Lmder 21 CFR 314.53(d) o change the formulation, add & new method of using the app d drug p 10
dication or ather ition of use, chmec the strength, or to the metabolite, the patent may be submitted as & method of
make any other j d change regarding the drug, drug use patent depending on the responses to section 4 of this
product, or any method of use. form.
o Form 1542 is also to be used for patents issued after drug 27) Answer this question only if the patent is a product-by-
approval. Patents issued afler drug approval are required to be process patent.
submitted within 30 days of patent issuance for the patent to be
considered “timely filed.” 3. Drug Produet (Composition/Formulation)
*Only information from form 3542 will be used for Orange Complete all items in this section if the patent claims the drug
Book Publication purposes. product that is the subject of the pending NDA, amend or
« Forms should be submitted as deseeibed in 21 CFR 31453 An . e
additional copy of form 3542 to the Orange Book Staff will 3.3) An answer to this question is requircd only if the referenced
patent publi in the Orange Book. The Orange patent is a product-by-process patent.
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place, 4. Method of Use
Rockville, MD 20855.
Complete all items in this section if the patent claims a method of
® The receipt date is the date that the patent information is duu: s nr the drug pmdud. that is the subject of the pending NDA,
stamped in the central document room. Patents are consid t, or
listed on the date received. i
4.2) Identify b ber each claim in the patent that claims th
« Additional copics of these forms may be downloaded from the ) u;?s;fyor)f‘:: n;m;emr ::::h m,pp:oz I:s b:ingm::QhE
Internet at: hutp /iforms psc.gov/forms/fdahtm/fdahim.him). Indicate whether of not cach individual claim is a claim for
First Section a method(s) of use of the drug for which approval is being
sought.
Completc all items in this section. 4.2a) Specify the pan of the proposcd drug labeling that is
1. General Section claimed by the patent.
Complete all items in this section with reference to the patent 5. No Relevant Patents
itself.
fuse Complete this section only if applicable.
Ic) Include patent cxpiration date, including any Hatch-Waxman
patent extension already granted. Do not include any 6. Declaration Certification
applicable pediatric exclusivity, The agency wtll include i
pediatric exclusivitics where applicable upon p Complete all items in this section.
1d) Include full address of patent owner. If patent awner resides 6.2) Authorized signature, Check one of the four boxes that best
outside the U.S. indicate the country in the zip code block. describes the authorized signatre.
FORM FDA 3542a (7/03) Page 5
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American BioScience, Inc. N21660

Form Approved: OMB No. 0310-0513
Expiration Dale: 07/31/06
Saa OMB Stetonent on Page 3.
NDA NUMBER
21-660
NAME OF APPLICANT / NDA HOLDER
American BioScience, Inc,

Depariment of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and
Composition) and/or Method of Use

505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

with Sectl

The following is provided in

TRADE NAME (OR PROPOSED TRADE NAME)
Abraxane™ (nab paclitaxel) for Injectable Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Paclitaxel 100 mg/vial
DOSAGE FORM

Sterile powder for injectable suspension

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

For hand-written or typewrier verslons (only) of this report: If additional space is required for any
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 patant declaration Indicates the
patant is not eligible for Hsting.
For each patent submitted for the pending NDA, lmmdmmt or supplement mfemm:od above, you must submfl' all the

information dascribed beflow. If you are not ing any patents for this p g NDA, t or
above section and sections 5§ and 6.

(i.e., one

PP &

[

1. GENERAL . Y
a. Uniled States Patent Number b. Issue Date of Patent ¢. Expiration Date of Patent
5,439,686 8/8/1995 2/22/2013

d Name of Patent Qwner
American BioScience, Inc.

Address {of Patont Owner)

2730 Wilshire Boulevard, Suite 110

Chty/State
Santa Monica, CA

["ZiP Code T FAX Number (7 avaiabia)
90403 310998 8553
Telephona Number E-Mail Address (if avaiiable}
310 883 1300
o, e of who reaides or in {of agent or rep named in 1.a.)
a place of business within the United States authorized to
receive notice of patent certification under seclion
505(b)(3) and ((2){B) of the Federal Food, Drug, and ; )
Cosmelic Act and 21 CFR 314.52 and 314.85 (if patent Ciy/State
ownar or NDA applicantholder does not reside or have a
place of business within the United States) A
< NIA ZIP Code FAX Number (i available)
| Telephone Number E-Mail Address (¥ available)
f. Is the patent referenced above a patentthat has been submitted previously for the
approved NDA or supplement referenced above? D Yes E No
g. ifthe patent referenced above has been aubm Hted previously far listing, & the expiration
date a new expiration date? D Yes D Ne

FORM FDA 3542a (7/03)

Page 1
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American BioScience, Inc. N21660

For the patent reforenced sbove, provide the following information on the drug substance, drug product and/or method of
use that Is the subfect of the pending NDA, amendment, or supplement.

T LSl KA " b Sl PRI T .;;14_\\---—n_ -

2: Druf Subjstanice (Active Jagredient) - - . . 1 L dead i d L -
21 Dotathﬂnalcmdlmu\edmglmﬂ‘lﬁhhadm dient in the drug product

described in the p g NDA, 1, Of SUpE ?
22 DoaIh-palonidahnadmwbshmﬂﬂsndhnnipdymmphonmmm

gredient ibed in the p g NDA, dment, of supp
2.3 Hthe answer to question 2,2 s "Yes.* umuwtnutnefﬂwdmollmmm you have test dala

demonstrating that a drug product g the poly will p the same as (he drug product

described in the NDA? The type of lest data requirod Is described at 21 CFR 314.53(b). [ Yes e

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

2.5 Does the patent claim only a ite of Ihe active di g in the NDA or supplement?
(Complefe the information in nedlon 4 behow ifthe nllerﬂ claims a ponmng method of using the pending
drug product lo istet the ) [ ves X no
2.6 Does the palent claim only an intermediale?
[ ves B ne
2.7 ifthe patent ref d in 2.1 is a product-by-p paten, is the preduct claimad in the
patent novel? (An answer is required only i the patent is a product-by-process patent.) D Yes D No
3.'Drug Protuct {compolﬂrdnﬂ’mulaﬂonl TR B AP e, b,
3.1 Does the pateri claim the drug producl, as defined in 31 CFR 314.3, inthe pond(nn r«m
amendment, o supplement? B ves One
3.2 Does the patent claim only an inlermediate?
D Yes E No
3.3 If the patent referenced in 3.1 is a product-by-process palent, is the product claimed in ihe
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yea D No
4. Meothod of Usa ' H'_' vk ) : ) -‘ ‘f :
must submit the nfo ) fy for each pmnl ch‘m cll.'mfng a lmﬂmd of um‘ne the pendlng drug
pmdmh:wﬂchmrwﬂhbﬂnp”umﬁrmhmm«mcum. fe d, provide the & e 34
4.1 Does the palent claim one or more melhods of Use for which approval is being sought in =
the pending NDA,, , OF SUE ? O ves B no

4.2 Patent Claim Number (as listed in the patent) Does the palen! claim referenced in 4.2 ciaim a pending method
of use fc for which approval is being sought in the panding NDA,
of supplement? [Jves [Ine
4.2a Il the answer lo 4.2 is Use: {Submit indication or method of use mformation as idenlified specidically in the approved labeling.)
“Yes," identify with speci-
ficity the use with refer-
ence lo the proposed
labeling for the drug
product.

5. No Relevant Patonts. . o . ' S 5 S X

For lhis pending NDA. ci ) it, there are no relevant patents that ul:m ﬁm drug sut {aclive i dient),
drug p duct (1 i of comp i.mn} o mathﬂd[s} of use, for which the proval and with respect to
nm-cnaclai'nofpmenl"' could bly be HapenmnoilmmdwmmnrofmepamMamagndm DYH

the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) Page 2
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American BioScience, Inc. N21660

6 mmﬁﬁlﬂcaﬂon i . . . g"\:':'l e
6.1 The undersigned declares that this Js an accurate and camp.me submission o.'pahntmfnmmon for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmeatic Act This time-
sensitive patent information Is submlited pursuant to 21 CFR 314.53. 1 attest that | am familiar with 21 CFR 314.53 and
this submission complies with tha requirements of the regulation. | verify under penalty of perjury that the foregoing
Is true and comect.

Warning: A willfully and knowingly false statement Is a criminal offonse under 18 U.5.C. 1001.

6.2 Authorized Signature of NDA ApplicantHolder or Patent Owner (Atfomay, Agent, Repressntative or Date Signed
other Authorizect Official) (Provide information bakow)

Patrick Soon-Shiong, MWGMS&&M. Inc. / 5 2

NOTE: Only an NDA ap‘licanlmddor ar‘v submit this declaration directly to the FDA. A patont owner who is not the NDA appilcant/
holder Is authorized to sign the deciaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)}{4).

S -

Chack applicable box and provide information below.

X NDA ApplicantHoider [0 NDA Applicant'sHolders Atiomey, Agent (Rep ive) or ather
Authorized Official

D Patent Owner D Palent Owner's Attorey, Agent (Rep lative) or Other Authorized
Official

Name
American BioScience, Inc.

Address City/State
2730 Wilshire Boulevard, Suite 110 Santa Monica, CA
ZIP Code Telephone Number
90403 310883 1300
FAX Number (if avaiable) E-Mail Address (if availabie)
310 998 8553
The public reporting burden for this collection of i ion has been et 10 AverRge 9 hwts pei response, mdud.mg the hme for revicwing
instructions, semrching cxisting data sources, gathering and mammm; the data Mcded lnd g g and of i Send
comments regarding this burden cstimate or any other aspect of this coll of i ud i snumm ns for wdu:mg this burden to:
Food and Drug Administration
CDER (HFD-007)
5600 Fishers Lane

Rockville, MD 20857

An agency may nel conduct or sponsor, and a person is nof reguired to respond fo, a collection of
information unless it displays a currently valid O'MB control number.

FORM FDA 3542a (7/03) Page 3
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American BioScience, Inc.

N21660
INFORMATION AND INSTRUCTIONS FOR FORM 3542a
PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT
General Information lc)  Answer this question if applicable. If patent owner and NDA
. applicantholder reside in the United States, leave space
«To submit patent information to the mgency the appropriste blank.
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug 2, Drug Substance (Active Ingredient)
Application will determine which form you should use.
e Complete all items in this section if the patent claims the drug
eForm 3542a should be used whea submitting patent substance that is the subject of the pending NDA, 4 o
information with original NDA NDA d ppl
and NDA supp} prior to app
2.4) WName the polymorphic form of the drug identified by the
eForm 3542 should be used after NDA or supplemental patent.
approval. This form is ta be submitted within 30 days after
approval of an application. This form should also be used to 2.5) A patent for a of the approved active i di
submit patenl information relating to an approved supplement may not be submitted. If the patent claims an appmw.d
under 21 CFR 314.53(d) to change the formulation, add a new method of using the approved drug product to ad
indication or other condition of use, change the strength, or to the metzbolite, the patent may be submitted as a method of
make any other patenied change regarding the drug, drug usc patent depending on the responses fo section 4 of this
product, or any method of use. form.
«Form 3542 is also to be used for patents issued after drug 2.7) Answer this question only if the patent is s product-by-
approval. Patents issucd after drug approval are required to be process patent.
submitted within 30 days of patent issuance for the patent to be
considered "timely fled.” 3. Drug Product (Composition/Formulation)
*Only information from form 3542 will be used for Orange Complete all items in this section if the patent claims the drug
Book Publication purposes. product that is the subject of the pending NDA, 3 or
+ Forms should be submittcd as described in 21 CFR 314.53. An Spplotieat.
additional copy of form 3542 to the Orange Book StafT will 3.3) An answer to this question is required only if the referenced
expedite patent publication in the Orange Book. The Orange patent is a product-by-process patent.
Book Staff nddress (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place, 4. Method of Use
Rockville, MD 20855,
Complete all items in this section if the patent claims a method of
* The receipt date is the datc that the patent information is date use of the drug product that is the subject of the pending NDA,
stamped in the central document room. Palents are consid i ar suppl
listed on the date received.
- : 4.2) Identify by number each claim in the patent that claims the
+ Additional copies of these forms may be downloaded from the use(s) of the drug for which approval is being sought.
Internet at: c.goviforms/fdahim/{dahtm him|. Indicate whether or not each individual claim is a claim for
. . a method(s) of use of the drug for which approval is being
First Section sought.
Complete all items in this section. 4.2a) Spc_cify the past of the d drug labeling that is
1. Genersal Section claimed by the patent.
Complete all items in this section with reference to the patent 5. No Relevant Patents
itsell Complete this section only i€ applicable.
I¢) Include patent expiration date, including any Hatch-Waxman )
patent extension already granted. Do nat include any 6. Declaration Certification
applicable pediatric exclusivity. The agency will include . > ;
pediatric exclusivities where applicable upon publication. Complete: all items in this section.
1d} Include full address of patent owner. If patent owner resides 6.2) Amhqriud signmlr_e. Ch?:k one of the four boxes that hest
outside the ULS. indicate the country in the zip code block. describes the authorized signature.
FORM FDA 3542a (7/03) Page 4

PEC Mbasdia Arts (300} 4431090 EF
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EXCLUSIVITY SUMMARY FOR NDA # 21-660 SUPPL #

TradeName ABRAXANE for Injectable Suspenion

Generic Name paclitaxel protein-bound particles for injectable
suspension

Applicant NameAmerican BioScience, Inc.

HFD # 150

Approval Date If Known

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

a) Is it a 505(b) (1), 505(b) (2) or efficacy supplement?
YES / X [/ NO /_ /

If yes, what type? Specify 505(b) (1), 505(b) (2), SEl1, SE2, SE3,SE4,
SES5, SE6, SE7, SE8

505 (b) (2)

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 bicavailability or
bicequivalence data, answer "no.")

YES /_ X/ NO /__/
If your answer is "no" because you believe the study is a
biocavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it 1is a bicavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bicavailability study.

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

rage 1
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d) Did the applicant request exclusivity?

YES / X / NO / /

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

3 years

e) Has pediatric exclusivity been granted for this Active

Moiety?
€ X \}ﬂ Cﬂyﬁ“\
ves /[ / No /_/8 /9
If the answer to the above question in YES, is this approval a

result of the studies submitted in response to the Pediatric
Writen 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
molety, 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.

rage 2
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YES /_X / NO /___/
If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA# 20262 Taxol

NDA#H

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 cne of the active moieties in the drug
product? 1f, 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, 1is
considered not previously approved.)

Yes /.4 NO /_ /
If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, Lhe NDA #(s).
NDA#H
NDA#
NDA#

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
IT of the summary should only be answered “"NO'' for original
approvals of new molecular entities.) IF ~"YES'' GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three vyears of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than bicavailability 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."

rage 3
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2 1 Does the application contain 1reports of «c¢linical
investigations? (The Agency interprets "clinical investigations"
to mean investigations conducted on humans other than
bicavailability studies.) If the application contains clinical
investigations only by wvirtue 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 /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 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.

(a) In 1light of previcusly 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 / X/ 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 1list 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 / X/ NO / /
(1) If the answer to 2(b) is "yes," do you persocnally
know of any reason to disagree with the applicant's

rage 2
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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 / X /

If yes, explain:

(c) If the answers to (b)(l1) and (b)(2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Phase 3 study (Protocol CA012-0) comparing paclitaxel protein-

Particles 260 mg/m° to 175 mg/m’ of Taxol®.

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 c¢linical
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

Page 5
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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 / X [/

Investigation #2 YES / / NO / f

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 previously approved drug

product?
Investigation #1 YES / [/ NO / X /
Investigation #2 YES / / NO / /

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

¢} Tf 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"):

Protoccel CA012-0

4. To be eligible for exclusivity, a new investigation that is
egssential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant 1if, 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

raye %
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its predecessgor 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 # 55974 YES [/ X / ! 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.

I
!

YES / / Explain ] 1 NO [/ / Explain
!
1

Investigation #2

YES / / Explain NO / / 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.)

rage |/
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YES / / NO /_ X /
If yes, explain:

Signature Date
Title:  Sheila Ryan, Pharm.D. 01/ /2005
Signature of Office/ Date
Division Director %4}4/_ {,
Richard Pazdur, M.D. 01/67 /2005
Form OGD-011347 Revised 05/10/2004

Page 8
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Grant Williams
1/7/05 11:39:56 AM
For Dr. Pazdur
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PEDIATRIC PAGE _
(Complete for all filed original applications and efficacy supplements)
NDA/BLA #:__21-660 Supplement Type (e.g. SES): Supplement Number:
Stamp Date: __March 8, 2004 Action Date:___January 8, 2005
HFD__150 _ Trade and generic names/dosage form: Abraxane (nab paclitaxel) for Injectable Suspension ™/mL)
Applicant: American Biosciene, Inc. Therapeutic Class: 58

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

Indication #1: —

Is there a full waiver for this indication (check one)?
X Yes: Please proceed to Section A.
O 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.

| Section A: Fully Waived Studies

Reason(s) for full waiver:

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

O Too few children with disease to study

O There are safety concerns

U Other:

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

ISectiun B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanuer 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:

0000000
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NDA 21-660
Page 2

If 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.

ISection C: Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Reason(s) for deferral:

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

O Too few children with disease to study

O There are safety concerns

O 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.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg ma. yr. Tanner Stage
Max kg mo, yr. Tanner Stage
Comments:

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

This page was completed by:

{See appended clectronic signature page}

Sheila Ryan, Pharm.D.
Regulatory Project Manager

cc: NDA 21-660
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)
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NDA 21-660
Page 3

Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2: N/A

Is there a full waiver for this indication (check one)?
O Yes: Please proceed to Section A.
(J 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.

I Section A: Fully Waived Studies

Reason(s) for full waiver:

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

O Too few children with disease to study

O There are safety concerns

Q Other:

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

[Secﬁon 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:

000000 Oo

If 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.
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NDA 21-660
Page 4

ISection C: Deferred Studies

Age/weight range being deferred:

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

Reason(s) for deferral:

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:

ooooooo

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.

Section D: Completed Studies

Age/weight range of completed studies:

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

If there are additional indications, please copy the fields above and complete pediatric information as directed. If there are no

other indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:

{Sce appended electronic signature page}

Sheila Ryan, Pharm.D.
Regulatory Project Manager

NDA 21-660
HFD-960/ Grace Carmouze

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

(revised 10-14-03)
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Sheila Ryan
5/7/04 12:41:28 PM
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American BioScience, Inc. N21660

Amertcan BioSciencee. Inc.

DEBARMENT CERTIFICATION

American BioScience, Inc. certifies that in support of this NDA for Abraxane™ (nab
paclitaxel) for Injectable Suspension (company code ABI-007), the company did not
and will not employ in any capacity the services of any person debarred under section
306 of the Food, Drug, and Cosmetic Act in connection with this application.

QG Qe el oy

Mitchall G. Clark Date
Vice President, Regulatory Affairs

2730 Wilshire Bivd., Suitc 110 Santa Monics, California 90403 Tel: (310) 883-1360 Fax: (310) 998-8553
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American BioScience, Inc. N21660

DEBARMENT CERTIFICAT

American Pharmaceutical Partners, Inc. certifies that in support of this NDA for ABI-007, the
company did not and will not employ in any capacity the services of any person, listed under
bt waoe tda.gov. vra‘compliance, refdebarilefanlt hun, who are debarred under subsections
(a) or (b) [section 306(a) or (b)] of the Generic Drug Enforcement Act of 1992, and listed under

Y oz

Vice President, Human Resources

¥ 101 PERIMETER DRIVE. SUITE 300
SCHAUMBURG, ILLINOIS 40173-5837
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American BioScience, Inc. N21660

TO AMERICAN BIOSCIENCE, INC. SANTA MONICA, CA 30403 (AMERICAN

PHARMACEUTICAL PARTNERS):
S—
certifies that
— . did not and will not employ in any capacity the servicas of

any person listed under http:/iwww fda govlora/compliance ref/debar/default htm
who are debarred under section 306 of the Food, Drug, and Cosmetic Act in
connection its approved application for Albumin Human, USP.

— April 25, 2003

B S
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American BioScience, Inc. N21660

e

DEBARMENT CERTIFICATION

- certifies that in support of this NDA for ABI-007, the company did
not and will not employ in any capacity the services of any person listed under
http..//www.fda.qov/ora/compliance ref/debar/default.htm, who are debarred

under section 306 of the Food, Drug, and Cosmetic Act in connection with this
application.
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American BioScience, Inc. N21660

July 22, 2003

Mr. Mitchall Clark

American BioScience, Inc.

2730 Wilshire Boulevard, Suite 110
Santa Monica, CA 90403

Dear Mr. Clark:

il is a supplier of services to the
pharmacentical industry in general as well as to American BioScience, Inc. in particular.
=~ ;out its operations in compliance with the current policies, guidelines and
regulations promulgated by the Food and Drug Administration (FDA) under requirements
of the Federal Food, Dirug, and Cosmetic Act and related Acts.

Inasmuch as = provides pharmaceutical services to American BioScience, Inc., the
results of those services (records and data) may be used by American BioScience, Inc. in
applications to the FDA seeking marketing approval aow wishes to fulfill its
obligation to American BioScience, Inc. by attesting to compliance with the Generic Drug
Enforcement Act of 1992. Specifically:

1. . —p— , certifies that, in the course of
supplying pharmaceutical services to American BioScience, Inc. in support of any
of its drug marketing applications, it did not and will not use in any capacity the
services of any person or firm debarred under subsections (a) or (b) of section 306
of the Generic Drug Enforcement Act of 1992,

2 - .., certifies that, to the best of its
knowledge, no person in the firm or affiliated with the firm and responsible for the
development or submission of records or data in support of any abbreviated drug
application for American BioScience, Inc. has been convicted within the last five
years of any crime described in subsections (a) and (b) of section 306 of the
Generic Drug Enforcement Act of 1992.

—_ ., Stands ready to provide American

BioScience, Inc. with any additional information that may be required in support of the
above certifications.
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-660

Efficacy Supplement Type SE-

Supplement Number

Injectable Suspension

Drug: Abraxane (paclitaxel protein bound particles) for

Applicant: American BioScience, Inc.

RPM: Sheila Ryan

HFD-150

Phone # 301-594-5771

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

A to this Action Package Checklist.)

If this is a 505(b)(2) application, please review and
confirm the information previously provided in

Please update any information (including patent

( v ) Confirmed and/or corrected

(This can be determined by consulting page 1 of the NDA
Regulatory Filing Review for this application or Appendix

Appendix B to the NDA Regulatory Filing Review.

certification information) that is no longer correct.

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

name(s)):

NDA 20-262 Taxol (paclitaxel) Injection

“ Application Classifications:
~*  Review priority

(\f)Siaﬁdard () Priority

*  Chem class (NDAs only) i 15
s  Other (e.g.. orphan, OTC)
+* User Fee Goal Dates 1-08-05
%+ Special programs (indicate all that apply) () None
Subpart H

() 21 CFR 314.510
(accelerated approval)
()21 CFR 314.520
(restricted distribution)

(V) Fast Track '

() Rolling Review

() CMA Pilot 1

%+ User Fee Information

¢ User Fee
¢ User Fee waiver

*  User Fee exception

() CMA Pilot 2

» Pyl %

UF ID number 455

(J) Paid

() Small business

() Public health

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

() Orphan designation

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

() Other (specify)

”A_ppli:ia_thigr_l_!_rlt_e_g_rity Policy (AIP) o
] .

Applicant is on the AIP

Version® 6/16/2004

() Yes () No

Apotex v. Abraxis - IPR2018-00152, Ex. 1016, p.48 of 102




NDA 21-660

Page 2
e This application is on the AIP () Yes (V)No
*  Exception for review (Center Director’s memo)
¢ OC clearance for approval

++ Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was (\f) Verified

not used in certification & certifications from foreign applicants are cosigned by US agent.

¢ Patent

____the drug for which approval is sought.

Information: Verify that form FDA-3542a was submitted for patents that claim

(¥) Verified

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.

() (i)

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

21 CFR 314.50(iX1)
() (iii)

[505(b)(2) applications] If the application includes a paragraph Il 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). (¥f the application daes 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 505(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(¢))).

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(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analvze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If "No," continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent 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
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NDA 21-660

Page 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(f)(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)
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(f)(3)?

If "Yes," there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. lf there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If "No." continue with question (3).

(5) Did the patent owner, its representative, or the exclusive patent licensee
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(f)(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 [V certification in the application, if any. If there are no other
paragraph 1V 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 1, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

() Yes () No

() Yes () No

» Exclusivity (approvals only)

Exclusivity summary

[s 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.)

No

Is there existing orphan drug exclusivity protection for the “same drug” for the
proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of "same
drug” for an orphan drug (i.c., active moiety}. This definition is NOT the same
as that used for NDA chemical classification.

() Yes, Application

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

Filing Review 5-18-04

Version: 6/16/2004
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Actions

e Proposed action

.(\f)AP (O)TA (JAE ()NA

e  Previous actions (specify type and date for eac;ﬂ :;tclion taken)

N/A

Status of advertising (approvals only)

(V) Materials requested in AP
letter

() Reviewed for Subpart H

<« Publlc communications i %
» Press Ofﬂce notified of acuon (appmval only) (V) Yes () Not applicable
() None
() Press Release
e [ndicate what types (if any) of information dissemination are anticipated () Talk Paper
{ ) Dear Health Care Professional
Letter
% Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)) | |

»  Division’s proposcd labeling (only if generated after latest applicant submission

__oflabeling)
Mosl recent appllcant-proposed Iabelmg

Ongmal apphcant-pmpoqed !abel fling

Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of
Iabelmg meetin gs (md:caa‘e dates of reviews and meetings)

'y 12- 20404

v

[V 3.4.04

"DDMAC: 10-14-04
DMETS: 11-16-04

ot e N _| DSRCS: 1-5-05
. ()lhcr rclcvam labclmg (c £., most recenl 3 in class class iabellng} N/A
) I.abe]s (|mmcd1ate container & carton labels)
. Dwus:on proﬁpc;s:zd (orﬁ}?t:—genc;éggaf; htest ap_pl ;:;u_s;.l_bmzssmnl L _v’_ o -
6-21-04

. Appllcant proposed

e Reviews

See CMC and D‘VIETS reviews

Post-marketing commitments

. Agency request for post- markeung commltment:, 1—4 05
e Documentation of discussions and/or agreemems relatmg to post- markctmg 1-4-05
commitments
“+ Qutgoing correspondence (i.e., letters, E-mails, faxes) N

Memoranda and Telecons

Minutes of Meetmgs

v (see outgoing correspondence)

. FOPZ meetmg (md:catc dalc) _ o N 5-3-01 B
. Pre NDA meeting (md:catc datc) i 3 19 03 and 11-21-03
e Pre- Approval Safety Conference (i md:cate dalc apprmals only} N/A

Other

Filing meetlng S ’7-04

Advisory Committee Meeting

*  Date of Meeting N/A
e 48-hour alert N/A
Federal Register Notices, DESI documents, NAS/NRC reports (if applicable) N/A

Version: 6/16/2004
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Summary Rewews (e.g., Office Director,
(indicate date for each review

0:4 Clnical revie(s) (indicate date for each review) 1-7-05
% Microbiology (efficacy) review(s) (indicate date for each review) N/A
%+ Safety Update review(s) (indicate date or location if incorporated in another review) -7-05
< Risk Management Plan review(s) (indicate date/location if incorporated in another rev) N/A
%+ Pediatric Page(separate page for each indication addressing status of all age groups) 5/7/04
%+ Demographic Worksheet (NME approvals only) N/A
%+ Statistical rew..f{e'w(s) (indicate date for each review) 12-3-04
< Biopharmaceutical review(s) (indicate date for each review) 1-4-05
% Controlled Substance Staff review(s) and recommendation for scheduling (indicate date N/A
Jfor each review)
+ Clinical Inspcction Review Summary (DSI)
e Clinical studies - o o _ -____—___ _— ) | MA _ -
e h.@&.:@i&ﬁé studies ) T 0es
s CMC review(s) (indicate date for each review) 12-7-04
- I:mrl.romnental Assessment B
. Cate_gt;u_a% Excluswn ﬂmﬁ-c-a:r;:ew -dme,l B S a 12-7-04
* Review & FONSI (indicate date of review) o - H{EA o .
& .I-:{e\-;i:\:v & En;v'lmr;rién_tz;l' l;r{;;;ét St_a-tell‘l;:m (indicate (};;é_ofe;(;;hﬂreview} ) _EI—A— e S

J

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

..
*

2-20-04 and 5-24-04

% Facilities inspection (provide EER report)

Date completed: 8-2-04
(\") Acceptable
() Withhold recommendation

++ Methods validation

() Completed

(V) Requested
() Not yet requested
_ Nonclinical Pharm/Tox Infor TR T L e
B Pharmftox review(s), including referenced IND reviews (indicate date for each rewew) 12-20-04
%+ Nonclinical inspection review summary N/A '
%+ Statistical review(s) of carcinogenicity studies (indicate date for each review) N/A )
‘& CAC/ECAC report N/A

Version. 6/16/2004
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Page 6
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 discase
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,

new indications, and new salts.

““you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please consult with
: Director, Division of Regulatory Policy 11, Office of Regulatory Policy (HFD-007).

Version: 6/16/20C4
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 5, 2005
TO: Richard Pazdur, M.D., Director
Division of Oncologic Drug Products
HFD-150
VIA: Sheila Ryan, Regulatory Health Project Manager
Division of Oncologic Drug Products
HFD-150
FROM: Jeanine Best, M.S.N., RN, P.N.P.

Patient Product Information Specialist
Division of Surveillance, Research, and Communication Support

HFD-410

THROUGH: Gerald Dal Pan, M.D., M.H.S., Director
Division of Surveillance, Research, and Communication Support
HFD-410

SUBJECT: DSRCS Review of Patient Labeling for Abraxane (paclitaxel

albumin nanoparticle for injectable suspension), NDA 21-660

Background and Summary

The sponsor submitted draft patient labeting June 21, 2004, and revised draft patient labeling on
December 22, 2004 for Abraxane (paclitaxel albumin nanoparticle for injectable suspension),
NDA 21-660. Abraxane is a cancer chemotheraputic agent that is prepared in a healthcare
facility and administered intravenously only by healthcare care professionals. The main purpose
of FDA approved patient labeling is to provide information to patients on the safe and effective
use of a drug product that is primarily used on an outpatient basis without direct supervision by a
healthcare professionals. Medication Guides (for products with serious and significant health
concerns, primarily for outpatient prescriptions used without direct medical supervision) and
Patient Package Inserts (PPIs) for estrogen-containing products and oral contraceptives are
required patient labeling that must be dispensed by a pharmacist with outpatient prescriptions.
All other PPls are voluntary and generally do not reach the patient unless they are packaged in
unit-of-use packages with outpatient prescriptions dispensed directly to the patient. There is no
requirement to print voluntary PPIs and no mechanism for the dispensing of any patient
information in supervised medical settings. For these reasons it is unlikely that patients
receiving Abraxane will receive FDA approved patient labeling.

Comments and Recommendations
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We have the following comments and recommendations:

1. The sponsor should state the purpose of a PPI for Abraxane and the mechanism for getting it
to the patient.

2. The PRECAUTIONS section, Information for Patients subsection of the PI refers prescribers
to the Patient Information Leaflet. Voluntary PPIs are not required to be appended to the
product labeling [21 CFR 201.57(£)(2)). The Information for Patients subsection should
contain specific counseling information for prescribers to provide to patients regarding the
safe and effective use of the product [21 CFR 201.57(f)(2)].

3. Revise the Patient Package Insert (PP1) to a question and answer format with the content
ordered similarly to Medication Guides. This format is known through research and
experience to improve risk communication to a broad audience of varying educational
backgrounds. Alternate formats are discouraged without supportive data for their
communication effectiveness from studies such as label comprehension testing. Place any
brief information regarding the Disease state at the end of the leaflet or provide a separate
sheet for the disease. The purpose of patient information is to provide the information
regarding the safe and effective use of the drug product.

4. Simplify the vocabulary and sentence structure for lower literacy readers. A 6 to gt grade
reading comprehension level is optimal for all patient information with a reading ease score
of at least 60% (a 60% reading score correlates with an 8" grade reading level).

A“E)proximalely 50% of U.S. adults function at a lower literacy level and read at less than an

8" grade level. The Flesch-Kincaid Reading Level of the draft PPI for Abraxane is 9.7 with a

Flesch Reading Ease Score of 51.1%. There are many opportunities to simplify complex

words and statements in this draft PPI.

5. Avoid the use of all UPPER CASE lettering to emphasize important information (the
tradename is an exception). Upper case lettering is difficult to read. Bold, underline, or

increase the font size of the word or statement for emphasis.

Please call us if you have any questions.
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This is a representation of an electronic record that was signed electronicaily and
this page is the manifestation of the electronic signature,

Jeanine Best
1/5/05 01:10:05 PM
DRUG SAFETY OFFICE REVIEWER

Toni Piazza Hepp

1/5/05 01:48:16 PM

DRUG SAFETY OFFICE REVIEWER
for Gerald Dal Pan
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CONSULTATION RESPONSE

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: 9/10/04 | DESIRED COMPLETION DATE: 12/04 ODS CONSULT #: 03-0303-1

DATE OF DOCUMENT: PDUFA DATE: 1/8/05

3/4/2004

TO: Richard Pazdur, MD

: Director, Division of Oncology Drug Products
HFD-150

THROUGH: Sheila Ryan, Division of Oncology Drug Products
Project Manager
HFD-150

PRODUCT NAME: NDA SPONSOR: American BioScience, Inc.
Abraxane™

(Paclitaxel for Injectable Suspension)
100 mg/vial

NDA#: 21-660

SAFETY EVALUATOR: Felicia Duffy, RN

RECOMMENDATIONS:

I. DMETS has no objections to the use of the proprietary name Abraxane provided that only one name, Abraxane
(NDA 65-053) or — .- -,,is approved. We recognize the Division may overturn this decision
based on preliminary discussions concerning the differentiating product characteristics. However, despite these
product differences, the names are extremely similar in sound and thus we anticipate numerous potential error
reports based on this similarity alone. This is considered a final decision. However, if the approval of this
application is delayed beyond 90 days from the signature date of this document, the name and its associated
labels and labeling must be re-evaluated. A re-review of the name will rule out any objections based upon
approval of other proprietary or established names from the signature date of this document.

2. DMETS recommends implementation of the label and labeling revisions outlined in section III of this review in
order to minimize potential errors with the use of this product.

3. DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective.

4. We recommend consulting Guirag Poochikian, Acting Chair, of the CDER Labeling and Nomenclature
Committee for the proper designation of the established name.
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i Carol Holquist, RPh

Director, Division of Medication Errors and Technical Support
Office of Drug Safety

Phone: (301) 827-3242 Fax: (301) 443-9664

APPEARS THIS WAY
ON ORIGINAL

APPEARS THi
)
ON ORI’GINM'_”
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Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
HFD-420; PKLN Rm. 6-34
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: October 4, 2004

NDA# 21-660

NAME OF DRUG: Abraxane™
(Paclitaxel for Injectable Suspension)
100 mg/vial

NDA HOLDER: American BioScience, Inc.

***NOTE: This review contains proprietary and confidential information that should not be
released to the public.***

I. INTRODUCTION:

This consult was written in response to a request from the Division of Oncology Drug Products (HFD-
150), for a re-review of the proprietary name, “Abraxane”, regarding potential name confusion with other
proprietary or established drug names. Container labels, carton and insert labeling were provided for
review and comment, DMETS previously reviewed this proprietary name in ODS consult #03-0303 on
Januaryl2, 2004 and found the name acceptable.

PRODUCT INFORMATION

Abraxane 1s the proprietary name proposed for Pachtaxel Albumin for Injection, a nanoparticle albumin
bound (nab) formulation of paclitaxel. The nab formulation allows administration of paclitaxel without
the toxicities associated with the solvent, cremophor, present in currently marketed products. Paclitaxel
Injection 6 mg/mL is currently marketed under the proprietary name, Taxol, and by generic
manufacturers. Abraxane is indicated for treatment of breast cancer after failure of initial chemotherapy
for metastatic disease or relapse within 6 months of adjuvant chemotherapy. The recommended dosage
for Abraxane in this indication is 260 mg/m’ every three weeks, in contrast to Paclitaxel Injection which is
dosed at 175 mg/m’ every three weeks. Abraxane may also be infused over a 30 minute time period as
compared to the three hour infusion time required for currently marketed paclitaxel injection products.
Abraxane is available in single dose vials containing 100 mg of paclitaxel and 900 mg of human albumin.
‘When reconstituted with 20 mL of 0.9% sodium chloride, each mL contains 5 mg of paclitaxel.
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RISK ASSESSMENT:

The medication error staff of DMETS conducted a search of several standard published drug product
reference texts"” as well as several FDA databases’ for existing drug names which sound-alike or
look-alike to Abraxane to a degree where potential confusion between drug names could occur under
the usual clinical practice settings. A search of the electronic online version of the U.S. Patent and
Trademark Office’s Text and Image Database was also conducted®. The Saegis’ Pharma-In-Use
database was searched for drug names with potential for confusion. An expert panel discussion was
conducted to review all findings from the searches.

A. EXPERT PANEL DISCUSSION (EPD)

An Expert Panel discussion was held by DMETS to gather professional opinions on the safety of
the proprietary name Abraxane. Potential concerns regarding drug marketing and promotion
related to the proposed name were also discussed. This group is composed of DMETS
Medication Errors Prevention Staff and representation from the Division of Drug Marketing,
Advertising, and Communications (DDMAC). The group relies on their clinical and other
professional experiences and a number of standard references when making a decision on the
acceptability of a proprietary name.

1. DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective.
2. The Expert Panel identified two proprietary names that were thought to have the potential for

confusion with Abraxane. These products are listed in table 1 (see page 4), along with the dosage
forms available and usual dosage.

! MICROMEDEX Integrated Index, 2004, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood, Colorado
80111-4740, which includes ail products/databases within ChemKnowledge, DrugKnowledge, and RegsKnowledge Systems.
? Facts and Compansons, online version, Facts and Comparisons, St. Louis, MO.
7 AMF Decision Support System [DSS], the Division of Medication Errors and Technical Support {DMETS] database of
Proprietary name consultation requests, New Drug Approvals 98-04, and the electronic online version of the FDA Orange
Book.
* WWW [ocation http://www.uspto.govitmdb/index.html,
5 Data provided by Thomson & Thomson's SAEGIS ™ Online Service, available at www.thomson-thomson.com

4

Apotex v. Abraxis - IPR2018-00152, Ex. 1016, p.61 of 102




Lr

Table 1: Potential Sound-A

.s-:'ul.

Blenoxane Bleomycin Sulfate 0.25 to 0.5 units/kg (10 -20 units/m?) LA
Powder for Injection: 15 units/vial, administered 1V, IM, or SC once or
30 units/vial twice weekly

*Frequently used, not all-inclusive.
**LA (look-alike), SA (sound-alike)
***Name pending approval. Not FOI releasable.

B.

PHONETIC and ORTHOGRAPHIC COMPUTER ANALYSIS (POCA)

As part of the name similarity assessment, proposed names are evaluated via a
phonetic/orthographic algorithm. The proposed proprietary name is converted into its phonemic
representation before it runs through the phonetic algorithm. Likewise, an orthographic algorithm
exists which operates in a similar fashion. All names considered to have significant phonetic or
orthographic similarities to Abraxane were discussed by the Expert Panel (EPD).

SAFETY EVALUATOR RISK ASSESSMENT

Since the initial review, two additional names were identified as having phonetic and orthographic
similarities to Abraxane. The primary concerns related to look-alike and sound-alike confusion
withb == and Blenoxane.

"' NOTE: This review contains proprietary and confidential information that should not be released to the public.***

5
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II1.

2. Blenoxane may look similar to Abraxane when scripted. Blenoxane contains bleomycin
sulfate and is indicated for the treatment of Hodgkin and non-Hodgkin lymphoma, head and
neck squamous cell carcinoma, testicular cancer and malignant pleural effusions. The usual
dose for Blenoxane is 10-20 units/m’. It is administered either intravenously, intramuscularly,
or subcutaneously. Blenoxane is available as a powder for injection. Blenoxane powder must
be refrigerated, however it is stable at room temperature after reconstitution. Blenoxane and
Abraxane may look similar because they both share the same ending (“xane™). In addition, the
letters “a™ and “o” preceding “xane” may look similar when scripted. Contrarily, the prefix of
both names differ when scripted (“Blen” vs. “Abr”). Product similarities between Blenoxane
and Abraxane include indication for use (cancer), route of administration (intravenous),
dosage form (injectable), and prescriber population (oncologist). Despite the overlapping
characteristics, both product differ in strength
(15 units/vial and 30 units/vial vs. 100 mg vial), usual dosage (10-20 units/m’ vs.

260 mg/m’), frequency of administration (once or twice weekly vs. once every 3 weeks), and
storage conditions (refrigeration vs. room temperature). Although Blenoxane and Abraxane
share a few overlapping product characteristics, the differentiating product characteristics
including strength, usual dosage, frequency of administration, storage conditions, and the lack
of strong orthographic similarities help to minimize the potential for medication errors.

Blenoxane Abraxane

LABELING, PACKAGING, AND SAFETY RELATED ISSUES:

In the review of the container labels, carton and insert labeling of Abraxane, DMETS has attempted to
focus on safety issues relating to possible medication errors. DMETS has identified the following areas
of possible improvement, which might minimize potential user error.

A. GENERAL COMMENTS

DMETS notes the sponsor has used technology within the established name, *

n : In addition, the word appears above the
proprietary name. Please delete the word as it is not a part of the proprietary or established
name. We recomumend consulting Guirag Poochikian, Acting Chair, CDER Labeling and
Nomenclature Committee for the proper designation of the established name.
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B. CONTAINER LABEL (100 mg vial)

C. CARTON LABELING (100 mg vial)

cuipdsLZe LS importance

D. PACKAGE INSERT LABELING

In the second to last paragraph, the following statement exists: “The use of an in-line filter is not
recommended.” DMETS questions if the filter has a negative effect on the product and if so, what

are the implications? The next sentence reads: - i
' This statement is contradictory to the previous statement that does not

recommend the use of a filter?
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E. PATIENT PACKAGE INSERT

No comment.

IV. RECOMMENDATIONS:

A.

DMETS has no objections to the use of the proprietary name Abraxane provided that only one
name, Abraxane (NDA 65-053) or ,» 1s approved. We recognize the
Division may overturn this decision based on preliminary discussions concerning the different
product characteristics. However, despite these product differences, the names are extremely
similar in sound and thus we anticipate numerous potential error reports based on this similarity
alone. This is considered a final decision. However, if the approval of this application is delayed
beyond 90 days from the signature date of this document, the name and its associated labels and
labeling must be re-evaluated. A re-review of the name will rule out any objection based upon
approval of other proprietary or established names from the signature date of this document.

DMETS recommends implementation of the label and labeling revisions outlined in section III of
this review that might lead to safer use of the product. We would be willing to revisit these issues
if the Division receives another draft of the labeling from the manufacturer.

DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective.

We recommend consulting Guirag Poochikian, Acting Chair, of the CDER Labeling and
Nomenclature Committee for the proper designation of the established.

DMETS would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Sammie Beam, project manager, at 301-827-3242.

Felicia Duffy, RN

Safety Evaluator

Division of Medication Errors and Technical Support
Office of Drug Safety

Concur:

Alina Mahmud, RPh
Team Leader
Division of Medication Errors and Technical Support
Office of Drug Safety
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Carol Holquist
11/16/04 04:06:47 PM
DRUG SAFETY OFFICE REVIEWER
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 21-660 Supplement # n/a SEl SE2 SE3 SE4 SE5 SE6 SE7 SES8

Trade Name: Abraxane

Generic Name: nab paclitaxel for injectable suspension
Strengths: —g/mL

Applicant: American BioScience, Inc

Date of Application: March 4, 2004

Date of Receipt: March 8, 2004

Date clock started after UN: n/a

Date of Filing Meeting: May 7, 2004

Filing Date: May 7, 2004

Action Goal Date (optional): User Fee Goal Date: January 8, 2005

Indication(s) requested: Metastatic breast cancer

Type of Original NDA: (b)(1) o2 __x
OR
Type of Supplement: oy ®)(2)

NOTE: A supplement can be either a (b)(1) or a (b)(2) reg‘aﬁless of whether the original NDA was a (b)(1) or
a (b)(2). If the application is a (b)(2) application, complete the (b)(2) section at the end of this review.

Therapeutic Classification: S X P

Resubmission after withdrawal? No Resubmiission after refuse to file? NO
Chemical Classification: (1,2,3 etc.) 5

Other (orphan, OTC, etc.) Fast track and rolling review

User Fee Status: Paid Yes Exempt (orphan, government)

Waived (e.g., small business, public health)

Form 3397 (User Fee Cover Sheet) submitted: YES
User Fee ID # 4554
Clinical data? YES X Also, Referenced to NDA # _20-262

[s there any 5-year or 3-year exclusivity on this active moiety in either a (b)(1) or a (b)(2) application?

NO
If yes, explain:
Does another drug have orphan drug exclusivity for the same indication? NO
Taxol has orphan exclusivity until 8-4-04 for AlDs related Kaposi’s sarcoma.
[f yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
{21 CFR 316.3(b)(13)]? NO
Is the application affected by the Application Integrity Policy (AIP)? NO

[f ves, explain.

Version: 9/25/03
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If yes, has OC/DMPQ been notified of the submission? N/A
e Does the submission contain an accurate comprehensive index? YES
e Was form 356h included with an authorized signature? YES

If foreign applicant, both the applicant and the U.S. agent must sign.

Submission complete as required under 21 CFR 314.507 YES
If no, explain:

If an electronic NDA, does it follow the Guidance? YES
If an electronic NDA, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

Additional comments:

If in Common Technical Document format, doces it follow the guidance? N/A

Is it an clectronic CTD? NO
If an electronic CTD, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

Additional comments:

Patent information submitted on form FDA 3542a? YES

Exclusivity requested? YES, 3 years
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not
required.

Correctly worded Debarment Certification included with authorized signature? YES
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Dcbarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of any
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection with this
application.” Applicant may not use wording such as “To the best of my knowledge . . . .

Financial Disclosure forms included with authorized signature? YES

(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.)

Applicant submitted 3454. Form 3455 is not applicable The company certified none of the investigators
had financial interests.

Version. 9/25/03
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¢ Field Copy Certification (that it is a true copy of the CMC technical section)? YES
Refer to 21 CFR 314.101(d) for Filing Requirements
s PDUFA and Action Goal dates correct in COMIS? YES
If not, have the document room staff correct them immediately. These are the dates EES uses for

calculating inspection dates.

¢  Drug name/Applicant name correct in COMIS? YES

e List referenced IND numbers: 55,974

e End-of-Phase 2 Meeting(s)? Date(s) 2-5,2-6, and 5-3-01
[f yes, distribute minutes before filing meeting.

* Pre-NDA Meetings? Dates: 3-19-03 and 11-21-03
If yes, distribute minutes before filing meeting.

Project Management

e All labeling (P1, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?

YES
* Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? YES
»  MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A

+ Ifadrg with abuse potential, was an Abuse Liability Assessment, including a proposal for scheduling,
submitted?
N/A

If Rx-to-OTC Switch application:

e OTC label comprehension studies, all OTC labeling, and current approved PI consulted to ODS/DSRCS?

N/A
e Has DOTCDP been notified of the OTC switch application? N/A
Clinical
e If a controlled substance, has a consult been sent to the Controlled Substance Staff?
N/A
Chemistry
¢ Did applicant request categorical exclusion for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? N/A
If EA submitted, consulted to Nancy Sager (HFD-357)? In progress
* [istablishment Evaluation Request (EER) submitted to DMPQ? YES

Version: 9/25/03
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If a parenteral product, consulted to Microbiology Team (HFD-805)? YES

If 505(b)(2) application, complete the following section:

Name of listed drug(s) and NDA/ANDA #: Taxol® (paclitaxel) Injection, NDA 20-262

Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media™ or “This application provides for a change in
dosage form, from capsules to solution™).

This application provides for a change in formulation, dosage form, and administration rate.

Is the application for a duplicate of a listed drug and cligible for approval under section 505(j) as an
ANDA? (Normally, FDA will refuse-to-file such NDAs.)
NO

Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action
less than that of the reference listed drug (RLD)? (See 314.54(b)(1)). If yes, the application should be
refused for filing under 314.101(d)(9).

NO

Is the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of
action unintentionally less than that of the RLD? (See 314.54(b)(2)). If yes, the application should be
refused for filing under 314.101(d)(9).

NO

Which of the following patent certifications does the application contain? Note that a patent certification
must contain an authorized signature.

21 CFR 314.50(1))()(i)(A)(1): The patent information has not been submitted to FDA.
21 CFR 314.50(i)(1)(i)(A)(2): The patent has expired.
21 CFR 314.50(1)(1)(i)(AX3): The date on which the patent will expire.

21 CFR 314.50(i)(1)(i)(A)(4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted.

IF FILED, and if the applicant made a “'Paragraph IV" certification [2] CFR
314.50()(1)()(A)(4)]. the applicant must submit a signed certification that the patent holder
was notified the NDA was filed [2] CFR 314.52(b)]. Subsequently, the applicant must submit
documentation that the patent holder(s) received the notification ({21 CFR 314.52(e)].

x_ 21 CFR 314.50(i)(1)(ii): No relevant patents.

21 CFR 314.50¢i)(1)(iii): The patent on the listed drug is a method of use patent and the labeling
for the drug product for which the applicant is seeking approval does not include any indications
that are covered by the use patent. Applicant must provide a statement that the method of usc
patent does not claim any of the proposed indications.

21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent owner
(must also submit certification under 21 CFR 314.50(i)(1)(i)(A)(4) above.)

Version: %/25/03
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Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

= Did the applicant:

e Identify which parts of the application rely on information the applicant does not own or to which
the applicant does not have a right of reference?
YES

* Submit a statement as to whether the listed drug(s) identified has received a period of marketing

exclusivity?
YES

* Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug?
YES

* Certify that it is sccking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)(1)(iv).?

N/A

« Ifthe (b)(2) applicant is requesting exclusivity, did the applicant submit the following information
required by 21 CFR 314.50())(4):

e Certification that each of the investigations included meets the definition of "new clinical

investigation" as set forth at 314.108(a).
YES

* A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is secking approval.
YES

* EITHER
The number of the applicant's IND under which the studies essential to approval were conducted.

IND# __55.974
NO
OR

A certification that it provided substantial support of the clinical investigation(s) essential to
approval if it was not the sponsor of the IND under which those clinical studies were conducted?

N/A

= Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b)(2) application?
YES, contacted James Cross and Kim Colangelo on 3-25-04.

Version: 9/25/03
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MINUTES OF FILING MEETING

DATE: May 7, 2004 TIME: 12:.00 PM ROOM: B
NDA: 21-660 DRUG: Abraxane {(nab paclitaxel for injectable suspension)
BACKGROUND:

American Bioscience has submitted an electronic rolling NDA for Abraxane (nab
paclitaxel for injectable suspension) for S . The
pharmacology and chemistry sections were submitted on June 30, 2003. The final piece
(clinical) was submitted on March 4, 2004.

 ATTENDEES:

Ramzi Dagher, M.D., Medical Team Leader

Nancy Scher, M.D., Medical Reviewer

Peiling Yang, Ph.D., Statistical Reviewer

Brian Booth, Ph.D., Acting Bropharmaceutics Team Leader
Angela Men, Ph.D., Biopharmaceutics Reviewer

Yung Ao Hsieh, Ph.D., Chemistry Reviewer

ASSIGNED REVIEWERS:

Discipline Reviewer Team Leader

Medical: Nancy Scher, M.D. Ramzi Dagher, M.D.
Statistical: Peiling Yang, M.D. Rajeshwari Sridhara, Ph.D.
Pharmacology: Margaret Brower, Ph.D. John Leighton, Ph.D.
Chemistry: Yung Ao Hsieh, Ph.D. Rebecca Wood, Ph.D.
Biopharmaceutical: Angela Men, Ph.D. Brian Booth, Ph.D.
Micraobiology: Stephen Langille, Ph.D. Peter Cooney, Ph.D.

DSI: David Gan, M.D.

Regulatory Project Management:  Sheila Ryan, Pharm.D.

Per reviewers, are all parts in English or English translation? YES
If no, explain:

CLINICAL FILE X REFUSE TO FILE
» Clinical site inspection needed:; YES
e Advisory Committee Meeting needed? NO
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NDA 21-660 Page 2

» [fthe application is affected by the AIP, has the division made a recommendation
regarding whether or not an exception to the AIP should be granted to permit review
based on medical necessity or public health significance?

N/A
CLINICAL MICROBIOLOGY FILE X REFUSETOFILE
STATISTICS FILE X REFUSE TO FILE
BIOPHARMACEUTICS FILE X REFUSETOFILE
PHARMACOLOGY FILE X REFUSETOFILE
CHEMISTRY FILE X REFUSETO FILE
e Establishment(s) ready for inspection? YES
e Microbiology YES

ELECTRONIC SUBMISSION: Initially, the final submission could not be loaded into the
EDR, because the tape that the sponsor submitted was not readable. All issues have been
resolved as of March 19, 2004,

REGULATORY CONCLUSIONS/DEFICIENCIES:

This application is unsuitable for filing. Explain why:

Je

The application, on its face, appears to be well organized and indexed. The
application appears to be suitable for filing.

X No filing issues have been identified.
Filing issues to be communicated by Day 74. List (optional):
OTHER DISCUSSION:

I. ldentified patient consultant as o

2. Nancy to identify breast cancer consultant(s).

3. DSI memo: Nancy to pick sites for inspection.

4. Secure email: Established

5. Target Date for completion: prior to Christmas

6. EA and EER: Yung Ao will complete.

7. DDMAC, tradename, and ODS: Sheila will complete.
8. Generic name consult: pending.

9. Radiologist: Dr . , clearance pending
10. Microbiology review will be done shortly.
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NDA 21-660 Page 3

11. Imaging Update: The sponsor is willing to establish remote access to allow the review

team to view 1maging database. However, the logistics still need to be worked out. A
teleconference will be scheduled to work out logistics ASAP. Additional training will
still be needed in the future.

12. Schedule first team meeting in 6 weeks. Timelines to be established at this meeting.

ACTION ITEMS:

L.

2.

©® o v A

Sheila to start clearance of patient consultant. Pending: with Joann Minor as of 5-7-
04.

Nancy to identify breast cancer consultant. Completed: Dr. — unavailable.
Dr. Edith Perez pending SGE approval 5-14-04.

Nancy to identify sites for clinical inspection and Sheila to draft/circulate memo.
Completed: memo sent to DSI, 5-11-04,

Yung Ao to complete EA and EER consults.

Sheila to complete DDMAC consult: Completed: 5-10-04.

Sheila to complete ODS and tradename consults.

Sheila to complete acknowledgement letter. Completed: sent to sponsor, 5-7-04.

Sheila to draft FG letter. Completed: final sign off and sent to sponsor, 5-7-04.

Sheila to schedule teleconference with sponsor regarding remote access to imaging
database. Done: scheduled for 5-17-04 at 4 pm in B.

10. Sheila to schedule first team meeting. Completed: scheduled for 6-23-04 at 3 pm in B.

Sheila Ryan, Pharm.D.
Regulatory Project Manager, HFD-150
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MEETING MINUTES

MEETING DATE: Nov. 21, 2003 TIME: 2:30 LOCATION: G

IND/NDA: 55974/NDA 21-660 Meeting Request Submission Date: 10-1-03
FDA Response Date: 10-03-03
Briefing Document Submission Date: 10-20-03

DRUG: Abraxane (nab-paclitaxel for inj. susp.) INDICATION: e
SPONSOR: American BioScience, Inc. TYPE of MEETING: pre-NDA

FDA PARTICIPANTS: Richard Pazdur, M.D. Dir., DODP
Ramzi Dagher, M.D., Medical Team Leader, DODP
Patricia Cortazar, M.D., Medical Officer, DODP
Rebecca Wood, Ph.D., Chemistry Team Leader, DODP
Yung-Ao Hsieh, Ph.D., Chemistry Reviewer, DODP
Margaret Brower, Ph.D., Pharmacologist, DODP
Atik Rahman, Ph.D., Clin. Phar./Biopharm. Team Leader, DODP
Sophia Abraham, Ph.D., Clin. Pharm. Reviewer, DODP (pre-mtg)
Ning Li, Ph.D., Acting Stat. Team Leader, DODP
Raji Sridhara, Ph.D., Statistician, DODP (pre-mtg)
Roswitha Kelly, M.S., Statistician
Dotti Pease for Sheila Ryan, Project Manager, DODP

SPONSOR: Mitchall Clark, VP Reg. Affairs, American BioScience, Inc. (ABI)
Patrick Soon Shiong, M.D., CEO, ABI
Michael Hawkins, M.D., Medical Dir., ABI
N. Dat, Ph.D., VP Clinical Operations, ABI
Neil Desai, Ph.D., VP Res. and Dev., ABI
Paul Bhar, Statistician

MEETING OBJECTIVES: Discuss sponsor’s questions re: upcoming NDA clinical
submission

BACKGROUND: The pharmacology/toxicology portion of this rolling NDA was submitted
on June 30, 2003; the chemistry/manufacturing/controls on August 21, 2003. This meeting was
scheduled to discuss the clinical submission scheduled for December/January.,

FDA’s responses to the questions were faxed to the sponsor on November 20. [talics indicate
the discussion at the meeting.
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Abraxane pre-NDA Meeting November 21, 2003
Page 2

QUESTIONS for DISCUSSION with FDA RESPONSE and DECISIONS
REACHED:

Clinical

)

2)

Analysis of the efficacy data from the Phase 3 randomized clinical study (Protocol CA012-0,
ATTACHMENT 3) was performed in accordance with the Statistical Analysis Plan (SAP)
provided in ATTACHMENT 4. The results for target lesion response rates and time to
tumor progression showed statistical non-inferiority, as well as superiority of ABRAXANE
compared to Taxol (ATTACHMENT 5,Table 6, 7, 8, and 11.) Assuming FDA concurs with
the data following its review of the NDA, please confirm that we have achieved our efficacy
endpoint for response.

FDA Responsc: This will be a review issue. The following concerns should be noted :

The basis for review is a single unblinded trial evaluating response rate, a surrogate
endpoint for efficacy. For a single trial to be the primary basis of approval, results
must be robust and compelling cven after a rigorous examination of trial design, trial
conduct, and data quality.

We note that the response rate observed in the Taxol arm (11.1% with CI 7-15.22) is
significantly lower than that expected based on prior clinical experience (30%).
Therefore, the characteristics of the patient population in relation to the proposed
indication will need to be carefully evaluated, and the study arms need to be carefully
evaluated to assure that randomization was successful in balancing important
prognostic factors,

We also note that approximately 38% of patients had an initial histology reported as
‘other’. Please provide more detail regarding the histologic diagnosis for these patients
as part of the NDA submission.

Sponsor - we will address these in the submission. The histologies were primarily
infiltrating and ductal carcinoma and adenocarcinoma. Reconciled target lesion response
rate is nol a relevant statistic when compared to other studies in the literature.

Sponsor - The investigator overall responses were comparable to that reported in the
literature (see attached table).

FDA - we would like an analysis of the prognostic factors by country.
The clinical database was locked in September 2003. Only limited survival data is therefore
available. ABI proposes to update the proposed labeling with survival data during the

labeling review. Please concur.

FDA Response: Evaluation of survival data will be a component of the review process.
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Abraxane pre-NDA Meeting November 21, 2003
Page 3

3)

4)

We agree that survival data should be updated during the review process.

Provided in ATTACHMENT 3, Section 3 is an overall analysis of safety data from the Phase
III clinical study (Protocol CA012-0). Assuming FDA agrees with the data following its
review of the NDA, please concur that based on the above considerations, the results meet
the requirement to demonstrate that ABRAXANE is not more toxic than Taxol.

FDA Response: This is a review issue, but FDA does not generally make generalizations
about one drug being more or less toxic than another. The toxicities observed in the
individual study arms will be described.

Sensory peripheral neuropathy is a well recognized, cumulative toxicity to taxanes, as
described in the Taxol Package Insert (ATTACHMENT 6) and the results from CALGB
study 9342 (ATTACHMENT 7), and Mamounis et. al. (ATTACHMENT 8). While the
incidence of sensory peripheral neuropathy was higher in the Abraxane arm, the toxicity was
qualitatively similar to that seen with Taxol. Sensory peripheral neuropathy was safely

- managed without the development of grade 4 toxicity using standard treatment guidelines

(i.e. dose interruption and reduction). Based on these results, we propose tt =~ —

—

/

Please concur.

FDA Response: FDA comments on the specifics of labeling will be determined after
detailed review of the data.

ABI believes that it has achieved its protocol- defined endpoints, and that the results
demonstrate a meaningful benefit of ABRAXANE over Taxol. Further, although the phase 3
study did not compare ABRAXANE with Taxotere® we believe that the safety profile is
improved over that described in Taxotere’s package insert (ATTACHMENT 9).

Do the results justify an accelerated review of the NDA for ABRAXANE when filed?
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Abraxane pre-NDA Meeting November 21, 2003
Page 4

Further, does the Agency have resources and time available to initiate the review of Items 4
and 5 of the NDA which were pre-submitted along with user fees in June 2003? The sponsor
anticipates that the full NDA will be submitted in Late January/early February 2004,

FDA Response: The decision regarding standard versus priority review will be made at
the time of NDA submission.

6) We believe that the results of the phase 3 clinical study described in this package of
information, along with results from two previously reported phase 2 studies of
ABRAXANE support the conclusion that ABRAXANE will provide a benefit compared to
existing second-line treatments for MBC. Based on the pre-planned statistical analysis (a
copy of the statistical analysis plan is provided in ATTACHMENT 4) ABI has demonstrated
superiority of ABRAXANE over Taxol in response rates for first and second-line treatment
of MBC. Therefore.

/

/

7) AtaMarch 19, 2003 meeting with the FDA, the Division requested that we provide tumor
images from patients who responded to treatment in the phase 3 study (protocol CA012-0).
Provided in ATTACHMENT 11 is a compact disc containing sample images from three
responding patients, along with print-outs of the images. Each file name identifies the site,
and patient number. Each image is bookmarked for its week of assessment.

a. Please advise us if these images are acceptable with regard to image quality and
image identification.
In which section of the NDA do you wish us to provide these images?

c¢. Are the filc names and bookmarks acceptable to facilitate navigation?
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Abraxane pre-NDA Meeting November 21, 2003

Page 5

FDA Response: Image quality and image identification appear to be appropriate.

FDA needs to verify the response rates on both study arms. Because this is a
comparative study, this will involve evaluating not only responders (especially in the
ABRAXANE arm) but also the non-responders (especially in the TAXOL arm). This
may require submission of all radiologic studies for all patients. We suggest additional
discussions between ABI and FDA regarding how FDA can verify your response rate
findings.

Labeling

D)

ABI understands that proposed proprietary and non-proprietary names undergo a formal
evaluation by the Agency at the time of NDA submission. However, the sponsor wishes
to introduce its preferred names in scientific communications prior to the launch of the
drug product. Within the limits of this communication with the Division, and
understanding that any opinion offered by the Agency is not binding at this time, can the
Agency offer informal comments on the acceptability of:

ABRAXANE™ as the trade name, and

/

Will the Agency accept a formal approach for a review of the acceptability of the names
prior to the filing of the full NDA?

FDA Response: An initial review of the name can be done now to provide feedback
of generic and tradename prior to filing the full NDA. We have forwarded this
consult to our tradename review group. Please note that this review is not final and
we can not give a final answer on acceptability of names at this time. An additional
final tradename review will be done 90 days prior to the action date of the NDA.
Use of your tradename publicly at this point may result in confusion should you
have to change it before marketing.

Pharmacokinetics

1)

The phase 3 study required that 12 patients receiving ABRAXANE be evaluated for
blood, urine, and fecal levels of paclitaxel and metabolites. The blood and urine assay
methods for paclitaxel and metabolites were fully validated. Feces sample collection was
complicated by a number of patients suffering from constipation. In addition, despite
reasonable efforts on the part of ABI, it was not practical to fully validate the fecal assay
methods for paclitaxel as well as metabolites due to limited availability of standards.
This resulted 1n a large vanation in the percent of total dose recovered from feces.
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For completeness we propose to present blood, urine, and fecal data in the NDA, but will
provide an explanation for why we believe the fecal assay data are unreliable. We will
report only blood and urine data in the package insert.

Please concur.

FDA Responsc: Inclusion in the NDA your explanation for why you believe that the
fecal assay data are unreliable is acceptable. We expect fully validated assay
methods for all biological samples as well as data from these samples (blood, urine,
and feces) in the NDA. All data from blood, urine and feces should be included in
the package insert.

The Agency expects that the disposition of paclitaxel from ABRAXANE is
completely evaluated and reported in the NDA submission.

Sponsor - we can not do a fecal assay/validation.
FDA - present what you did in the application and your proposal for labeling. We

would also review and comment on a pre-submission proposal of how to address this.
This issue will not hold up approval.

Chemistry, Manufacturing, and Controls

1)

ABRAXANE is a lyophilized form of nanoparticles of paclitaxel stabilized with human
albumin. American BioScience is preparing to qualify an alternate supplier of Human
Albumin. We also wish to qualify a source of paclitaxel which is supplied by the current
manufacturer  — , but which is —_ X

— {Taxus media) as is the current procedure. The Human
Albumin ~— will be sourced from - and is a FDA approved product. The
paclitaxel is from the same plant species as the current material, and has been
demonstrated analytically to be equivalent to material from ° —

Due to the expense of the raw materials, and their known chemical equivalence with the
currently used materials, ABI is proposing the matrix described in ATTACHMENT 12
for the drug product stability lots necessary to support a supplement to change the
source/supplier of raw materials. Please confirm that the matrix is adequate for the
manufacture of stability lots to support a supplemental NDA for the approval of the
alternate supplier of Human Albumin, and the alternate source of paclitaxel. If the
Agency does not agree with the proposed matrix, please provide guidance on the
requirements for the stability batches to support the supplemental application.

FDA Response: The Division considers the proposed stability protocol inadequate.
As changes of sources of the paclitaxel and the human albumin are being
introduced, the sponsor should provide long-term storage data on drug product
batches described below, following the proposed testing schedule specified in
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Attachment 12:

No. of Batches | Paclitaxel Source Human Albumin
Source

2 oy i

3 | —_— —_

For accelerated testing, ~—  dataof — .oreachof —
- should be provided.

Additionally, Data to demonstrate the equivalency between the current source of
paclitaxel and the alternate source of paclitaxel should be submitted for review.

Additional comment on Drug Product Validation (stability) Batches:

Please specify the sources of paclitaxel and human albumin that will be used to
manufacture the drug product validation (stability) batches.

Sponsor - Both will be the current source ~—and albumin supplier.

2) Due to the limited availability of paclitaxel — , and the
known stability of Abraxane, we propose to file the NDA supplement described above
immediately upon approval of the original NDA, but with not less than six months of
stability data.

Please concur.

FDA Response: No, - data, at a minimum, should be submitted for the
NDA supplement review.

For the material available from the current source — » how long do
you expect this material to last?
ADDITIONAL FDA COMMENTS:
PHARMACOLOGY/TOXICOLOGY
You have proposed a change in the biosource material from —— Faxus Media
and a change in the human serum albumin source from — ~ You will need
to demonstrate adequate assurance of equivalency for these changes, which may be based on a
pre-clinical GLP bridging study in a single species. Since peripheral neurotoxicity is

accumulative, a multiple cycle study would be preferred.

Sponsor - will do bridging study.
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ACTION ITEMS:

Sponsor will include in the clinical pharmacology submission an explanation of what was done
to develop a fecal assay and why it did not work.

Sponsor will submit a proposal for expanded access before beginning such a program.

A bridging study will be provided when the biosource is changed.

Concurrence Chair:signed off via email/12-1-03
Dotti Pease Patricia Cortazar, M.D.
Chief, Project Management Staff Medical Officer

Attachment: Sponsor presentation (4 pages)
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CA012 Study Results

In this Phase lll trial ABI-007 had significant advantages over Taxol as treatment for
metastatic breast cancer

» 30 min infusion with no prophylactic steroid premedication

> No severe hypersensitivity reactions

\4

Higher Overall Response Rate and Longer Time to Tumor Progression

Y

Greater Antitumor Activity whether analyzed using Investigator, Independent
radiology review or Reconciled data sets

= All treated patients
= First line patients
= Patients with prior anthracycline exposure

> Less neutropenia despite higher dose of paclitaxel

» More rapid recovery makes peripheral neuropathy easier to manage
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Investigator Response Rates (ORR) for CA012

ABI-007 TAXOL P value
-n=229 N=225
All Patients 33% 19% <0.001
(27-39) (14-24)
Anthracycline N=115 N=130
exposed 27% 14% 0.011
(Metastatic) (19-35) (8-20)
N=97 N=89
First Line 42% 27% 0.029
(32-52) (18-36)
Anthracycline N=176 N=175
exposed (Adj or 34% 18% 0.002
Meta) (27-41) (13-24)
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Patricia Cortazar
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MEETING MINUTES

MEETING DATE: March 19, 2003

TIME: 9:30 am LOCATION: WOC2/R5006

IND: 55,974 Meeting Request Submission Date: 1-16-03 (sn 206)
Briefing Document Submission Date: 2-18-03 (sn 217)

DRUG: ABI-007
SPONSOR: American BioScience, Inc.
TYPE OF MEETING:

Pre-NDA meeting

FDA PARTICIPANTS:
Richard Pazdur, M.D.
Grant Williams, M.D.
Lilia Talarico, M.D.
Ramzi Dagher, M.D.
Patricia Cortazar, M.D,
Rebecca Wood, Ph.D.
Yung-Ao Hseih, Ph.D.
John Leighton, Ph.D.
Margaret Brower, Ph.D.
Atik Rahman, Ph.D.
Sophia Abraham, Ph.D.

Rajeshwari Sridhara, Ph.D.

Caroline Currier, Ph.D.
Dotti Pease
Sheila Ryan, Pharm.D.

INDUSTRY PARTICIPANTS:

Patrick Soon Shiong, M.D.

Michael Hawkins, M.D.
Mitchell Clark

Neil Desai, Ph.D.
Nguyen Dat, Ph.D.
Aaron Van Etten
Rajesh Kapoor, Ph.D.
Lynn Samuel

/

MEETING OBJECTIVE:

Director, Division of Oncology Drug Products (DODP)

Deputy Director, DODP

Associate Director, DODP

Clinical Team Leader, DODP

Clinical Reviewer, DODP

Chemistry Team Leader, DODP

Chemistry Reviewer, DODP

Pharmacology Team Leader, DODP
Pharmacology Reviewer, DODP

Clin Pharm and Biopharm Team Leader, DODP
Clin Pharm and Biopharm Reviewer, DODP
Statistics Reviewer, DODP

Div of Scientific Investigation, DODP
Chief, Project Management Staff, DODP
Project Manager, DODP

Chief Executive Officer, ABI

Chief Medical Officer, ABI

VP, Regulatory Affairs, ABI

VP, Research, ABI

VP, Clinical Research, ABI

Medical Writer

VP, QA/QC, American Pharmaceutical Partners
Project Manager, APP

Consultant Statistician

Consultant Pharmacokineticist

To discuss and receive guidance prior to submitting NDA .
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BACKGROUND:

ABI-007 is nanoparticle cremophor-free formulation of paclitaxel. As such, it is considered a
505(b)(2) application since FDA will rely, in some part, on the approved Taxol paclitaxel
application; however, the clinical studies are only being done in metastatic breast cancer and this
will be the only ABI-007 indication. Meetings were previously held with the sponsor on February 5,
February 6, and May 3, 2001. Sponsor proposes to submit their NDA electronically as a Rolling
Submission with the CMC/pre-clinical sections coming in the 2nd quarter of 2003 and the
clinical/biopharmaceutics portions in the 3rd quarter. This meeting was scheduled to address
specific cross-discipline questions from the sponsor. FDA responses were faxed to the sponsor on 3-
12-03 and sponsor elected to have the face-to-face meeting for clarification of several of the
responses. Meeting discussion is indicated by italics.

COMMENTS FOR DISCUSSION AND FDA RESPONSES:

The sponsor will provide the following information as hard copy documents in addition to electronic
PDF files in the electronic submission.

Certifications bearing Original signature
cGMP certificates (Originals)

Debarment Certificates (Original)

Field Copy Certification (Originals)

OVI Certifications (Originals)

Environmental Assessment Waiver (Original)
Patent Certification (Originals)

Patent Information (Originals)

User Fee Cover Sheet (Originals)

Financial Disclosures (Copies, originals to be maintained by ABI)
Form FDA 356h

Does the FDA agree that paper copies of other sections of the application (e.g. analytical methods)
will not be required?

FDA Response: Yes. Also, we request 4 paper copies of the clinical study report (without
appendices) and pivotal and supporting pre-clinical study text (not including detailed tables or
individual data).

Financial disclosures will be provided for principle and sub-investigators for the following covered
completed clinical study;

CAQ12 (Controlled Phase III comparative study of ABI-007 and Taxol)

Financial Disclosures will not be provided in the submission for all other phase 1 and II studies
because, under the Agency’s definition of covered clinical studies, they generally do not include
phase [ tolerance studies or pharmacokinetics studies, most clinical pharmacology studies, large

open label safety studies conducted at multiple sites, treatment protocols and parallel track protocols.

ABI proposes therefore that the following studies are not ‘covered clinical studies’ under the
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Agency’s definition:

DM97-123 (Phase I tolerance and pharmacokinetics study).

CAO005-0 (ongoing Phase I tolerance and pharmacokinetics study in patients with solid tumors —
weekly dosing schedule)

CA002-0 (open label, Phase II safety and initial efficacy study in metastatic breast cancer)
CAO002-0LD (open label, Phase 1 safety and initial efficacy study in metastatic breast cancer)
CAO013-0 (Weekly dosing, Phase Il safety and initial efficacy study in patients who have failed
taxane treatment for metastatic breast cancer)

/
/
/

Does the FDA agree that Financial Disclosures for investigators participating in the studies listed
above will not be required?

FDA Response: No; you will need financial disclosure information for studies CA002-0 and
CA002-OLD. You may wish to contact Lee Ripper (301, 827-5920), Associate Director for
Regulatory Affairs, Office of Drug Evaluation 11, for confirmation.

3. Provided in Attachment 3 is an overview of the status of all open and closed clinical studies of ABI-
007.

Data Analysis Plans

On December 9, 2002, ABI submitted the Statistical Analysis Plan (SAP) (Serial #198) for the
analysis of the safety and efficacy data from Phase III protocol CA012-0. A copy of Protocol
CAO012-0 is provided in Attachment 4. A copy of the SAP is provided in Attachment 5.

Provided in Attachments 6 and 7 are the SAPs for Phase Il clinical studies CA002-0LD and CAQ02-
0 respectively.

Provided in Attachments 8 and 9 are outlines for the ISS and ISE. These plans have been written
following the principles agreed with the FDA during meetings and exchange of correspondence in
2001.

Does the FDA agree with the plans for analysis and data presentation described in these documents?

FDA Response: We have previously conveyed statistical comments to Protocol CA012-0
Statistical Analysis Plan. Outlines for ISS and ISE appear to be adequate. As previously
discussed with the Sponsor, an essential element of the 505(b)(2) submission is that ABI007
study population should be similar to the one for Taxol’s approved metastatic breast cancer
indication. Therefore, it is important to document that the patient population from the Phase
3 trial CA012-0 have failed combination chemotherapy for metastatic breast cancer or relapse
within 6 months of adjuvant chemotherapy. Previous chemotherapy should have included an
anthracycline unless contraindicated. The NDA submission should include the following
information:

¢ Detailed previous chemotherapy for metastatic breast cancer

e Detailed previous chemotherapy for adjuvant breast cancer
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e If no previous therapy for metastatic breast cancer include data on time to relapse after

adjuvant therapy or if patient relapse while receiving adjuvant chemotherapy.
If patients did not have previous anthracycline, indicate reason why not.

Sponsor wanted clarification that 100 patients/arm on anthracyclines would be adequate.

FDA'’s response was that it probably would be adequate, assuming the two patient
populations were similar enough. We agreed that the asymptotic confindence interval (CI)
was likely to be valid for pA/pT given the sample size of 460 patients.

Provided in the Statistical Analysis Plans are examples of tables and listings to support the
application. Does the FDA concur with our choice and presentation of the data?

FDA Response: Listings appear to be adequate. However, tables should include Taxol arm. It
will be helpful if we can take a look at 2 sample of the data sets before the NDA submission.
Submission of all primary data sets in a usable format is a critical element of the electronic

submission.

Provided is a listing of the clinical studies conducted to date, and our proposal for the order of
presentation in [tem 8, ClinStat. All study reports will be presented in the format described in ICH
(E2B (M)) Harmonized Tripartite Guideline (E3) - Structure and Content of Clinical Study Reports.
Synopses will be written as described in Guidance for Industry, Submission of Abbreviated Reports
and Synopses in Support of Marketing Applications (August 1999). Does the FDA concur with the

proposed order of presentation?
FDA Response: Order of presentation is acceptable.

Assuming that the order and means (full study reports and synopses) of reporting the clinical study
data as described above are acceptable, ABI proposes to provide the information described in
Attachment 10 (regarding safety and efficacy studies) and Attachment 11 (regarding human
pharmacokinelics studies) of this information package to support each study. Does the FDA agree
with this proposal?

FDA Response: Yes.

ABI proposes not to include a folder for ‘patient profiles’ in the ClinStat folder. The individual
patient data that arc usually contained in this folder will be available in the data sets in Item 11 (Case
Report Tabulations) for the completed studies and will be available as SAS transport files for
retricval by the reviewer as well as in various data listings of the study reports. Creation of “patient
profiles’ will require a considerable use of resources to present information, which as described, is
easily accessible within the clectronic submission. Does the FDA agree with this proposal?

FDA Response: Yes.

8. One phase VI clinical study (DM97-123), two supportive phase II studies (CA002, CA002-0LD),
and one controlled phase III clinical study (CA012-0) will be included in the NDA as direct support
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of submission. Are Case Report Forms required for any patients who died or dropped out of study
because of serious adverse events other than in studies DM97-123, CA002, CA002-0LD, and
CA012-0?

FDA Response: At the time of the NDA submission you do not need to send CRFs from
additional studies. However, you should be ready to submit additional information including
CRFs from the other studies if during the NDA review we find it necessary.

9. Will additional CRFs be required for patients in the Phase Il Study CA012-0) to support the review
process other than those who have died or dropped-out of the study because of serious adverse
events?

FDA Response: Please submit narratives, CRFs and CRTs from:
¢ All patients who died during the study or within 30 days after the last dose of study
drug or whose death was related to study drug. deaths and adverse events for our
review.
e All patients with serious adverse events during the study or within 30 days after the last
dose, regardless of relationship to study drug.
¢ Patients withdrawn from the study due to adverse events

Please submit CRFs from all responders.

We would like to discuss with you the possibility of obtaining selected x-rays to aid us in
evaluating response.

FDA clarified that we would probably like to see the x-rays for responders in order to confirm
response rate. Sponsor has them available digitally in the same format as the Xeloda x-rays
were submitted.

10. All case report domains will be provided as SAS data sets. [s it sufficient to provide SAS data sets
that cover all data presented in the data listings proposed in the SAPs (Attachments 5, 6, and 7)?

FDA Response: Yes, Please include SAS raw and analysis data sets,

11. The efficacy assessment performed by the investigators will be confirmed by an independent group,
with the readers being blinded to study drug treatment. A detailed summary of the methodology for
lesion response analysis is provided in Attachment 12 of this information package. Does the Agency
have any comments on the planned methodology for the evaluation of lesion response?

FDA Response: Response rate should include only complete and partial response in both the
ABI-007 and Taxol treated arms.

12. Safety data will be evaluated in a similar manner to that used by Bristol Myers Squibb (BMS) to
support their approval of Taxol for the treatment of metastatic breast cancer. Specifically, data from
each treatment arm from the first cycle and the worst cycle of chemotherapy for each type of toxicity
will be compared. Cochran-Mantel-Haenszel (CMH) Test will be used to compare AE severity
grade of relevant AEs. Toxicities that arc statistically significantly different will be reviewed for
clinical relevance and significance.

IND 55,974 Page 6
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13

14.

15.

16.

APPEARS THIS WAY
ON ORIGINAL

be a clinical judgment based on these comparative analyses and clinical significance of the adverse
events. A summary of the methodology for safety evaluation is provided in Attachment 8 of this
meeting package. The method of safety data collection is described in Attachment 13. Does the
Agency have any comments on the proposed analysis of safety data?

FDA Response: The proposed analysis provided in Attachment 8 and 13 appears to be
acceptable.

. ABI intends to file the NDA with = — , of accelerated stability data (40°Cx2°C/75%+5%RH) on

— ots of finished product. In addition, supportive data on batches of drug product used in clinical
lots will also be provided. These data, which will also be included in the application, show that the
product is stable forupto  — when stored at room temperature. We anticipate, based on
available data that the product will be stable for in excess of — . Does the FDA concur that
the initial NDA may be filed with —— . of accelerated and room temperature stability data?

FDA Response: Yes, the initial NDA may be filed with — of accelerated and room
temperature stability data. However, we wish to remind you that the shelf life is established
based on the quality and quantity of the stability data of the drug product under the
recommended long-term storage conditions. The batches should be of the same formulation
and dosage form in the container/closure system proposed for marketing. .
batches should be at least pilot scale (Please refer to Guideline for Industry: Stability Testing
of New Drug Substances and Products, ICH — Q1A, September, 1994).

The labeling will recommend that reconstituted ABI-007 be used immediately. However, we have
generated data which demonstrates that the product remains stable for up to 8 hours after
reconstitution with 0.9% Sodium Chloride Injection, USP. In order to provide sufficient time for use
should there be an unavoidable delay in administering the drug to the patient, we propose to also
recommend that if it is not possible to use immediately, the reconstituted drug product may be stored
in the refrigerator at 2 — 8°C for up to 8 hours. Is this an acceptable instruction when supported by
data showing physical and chemical stability under these conditions?

FDA Response: Yes.

May ABI file the CMC Item (Itern 4) in advance of the final complete Application? It is anticipated
that Item 4, containing of accelerated stability data will be complete in April/May 2003.

FDA Response: Yes, we accept pre-submissions. Whether the pre-submission will be reviewed
depends on our workloads and time available.

As recommended by the Agency in a meeting held in February 2001, ABI is seeking approval for
only one commercial supplier of active pharmaceutical ingredient ( — . Chemistry,
Manufacturing, and Controls information will be provided by reference to ——  Type [l DMF for
paclitaxel. During early clinical development (up to phase II clinical trials), two other manufacturers

~—  supplied ABI with paclitaxel. A table identifying the AP1source used in
each clinical trial to be presented in the NDA is provided in Attachment 14. ABI proposes to
identify these suppliers (Names and Addresses will be provided) in the NDA, and will provide
comparative test data for the APl and the finished product lots used in all pre-clinical and clinical
trials. These data show that the materials are of comparable quality. Will further information on the
suppliers and drug substance from — be required in the NDA?
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FDA Response: (Pharm/Tox) In order to justify your statement of biosource comparability,
please provide comparative individual impurity and degradation specification for the
— and natural biosource paclitaxel used in pivotal and ~
supportive clinical and pre-clinical studies with ABI-007 from —
suppliers. In addition, please provide specification comparison
of ABI-007 and Taxol for pivotal and supportive studies, as well as a list of the biosource used
for all pre-clinical and clinical studies. Please refer to our concerns regarding comparability in
meetings and documentation from 2001 and 2002 (facsimile of 7/29/02).
APP/ABI data may be acceptable if these data specifically address the items listed in response to
this question, namely:
a. comparative individual impurity specification for -
and natural biosourse paclitaxel from differing suppliers
b. Biosourse used for all preclinical and clinical studies

({Chemistry) Paclitaxel batches obtained from different sources exhibit somewhat different

impurity profiles — N

— . We will not be able to comment on this question before
information and data supporting the equivalency of paclitaxel batches from
(natural source), T e— . _are

submitted and reviewed.

Sponsor requested confirmation that this could be satisfied by providing specifications and test data
Jor ABI-007 and certificates of analysis for Taxol. FDA concurred with this clarification:

The impurity profie of paclitaxel isolated from one source is considered equivalent to the
paclitaxel obtained from another source when the test data demonstrate that:
a. Nonew — impurities are observed at or above the threshold. This is defined as 0.1%
Jfor qualification of impurities as described in the ICH guidance Q3A.
b. Existing impurities, including residual solvents, are within the stated limits or (if not
specified) are at or below the upper statistical limit of historical data.
¢. Total impurities are within the stated limits or (if not specified) are at or below the upper
statistical limit of historical data.

17. Provided in Attachment 14 is a brief overview of pertinent information relevant to the understanding
of important aspects of the chemistry, manufacturing, and control of ABI-007. Also provided in
Attachment 15 is a detailed list of the specific documents to be included in the NDA. Does the
Agency have any concerns or advice relative to the specific content of the CMC section of the
NDA?

FFDA Response: We will not be able to comment on content until detailed information and data
are submitted and reviewed.

18. Albumin Human, USP used in the manufacture of the ABI-007 drug product is commercially
available finished product manufactured by e Although the albumin is used as an
excipient, it was discussed in our February 2001 end of phase 1l with the Agency that more technical
information will be required in the NDA than is typically used to support the use of a ‘standard’

i
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ABI will therefore provide full chemistry, manufacturing, and controls information in the NDA by
providing information on the source plasma obtained from  — Master file, and by
permission from —— to cross-refer to their approved BLA for Albumin Human, USP. Test data
from the drug manufacturer, APP will also be provided.

Will this information will suffice to support the NDA for ABI-007? If not, please advise what
additional information will be required.

FDA Response: (Pharm/Tox) Please indicate ratios of Human Albumin to paclitaxel in non-
clinical and clinical studies by study number.

(Chemistry) Yes. This information supports the use of the Albumin Human, USP in the
proposed formulation of the drug product.

. An outline of the overall content and organization of the 505(b)(2) NDA is summarized in

Attachment 15. Does the Agency have any comments on the proposed content of the submission?

FDA Response: (Clinical) The proposed NDA format and content provided in Attachment 15
appear to be acceptable,

(Bioph.) The contents of the Human Pharmacology/Bioavailability/Bioequivalency section
{Studies DM97-123 and CA012-0) appears adequate, however, you also should address the
following issues in your anticipated NDA submission.

a. Pharmacokinetic information on the use of ABI-007 in the target patient population
(patients with metastatic breast cancer) at the proposed labeling dosing regimen (260
mg/m’ every 3 weeks). Please confirm that you will submit the pharmacokinetic study
report from your Phase 3 Study CA012-0 in the NDA. Sponsor confirmed this.

b. Comparative pharmacokinetic information on paclitaxel administered as ABI-007 and
Taxol® from your proposed Study CA008-0. We recommend that you submit Study
CA008-0 in your NDA.

This study was not performed as FDA had told ABI that it would not be required in the 5-3-
01 meeting.

FDA had stated that the study might not be required for filing, but the study was still
recommended. FDA explained that this study would support much of the clinical
pharmacology section of the labeling; if the pk of ABI-007 is very similar to that of Taxol,
then the labeling could be borrowed from the Taxol package insert. If the pk is not
similar, additional studies might be indicated for ARI-007. This study should be in at least
15 patients and may be « parallel or crossover design of 260 mg or 175 mg ABI-007 (30
minute infusion) vs. 175 mg Taxol (3 hours infusion). Diagnosis for the patients is not an
issue. The source for the data can be taken from plasma samples alone.

¢. Information on the use of ABI-007 in special populations such as elderly, renally
impaired patients, and hepatically impaired patients. Sponsor is not planning to do these
special population studies but to use the wording from Taxol's labeling. FDA concurred
with the qualification that the pk study described above demonstrated that ABI-007 and
Taxol have similar pharmacokinetics. For elderly patients, FDA concurred that data
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20.

21.

22.

23.

obtained from Phase 3 trials with 60 patients over 65 years of age would be sufficient.
FDA wants efficacy and toxicity analysis in these patients,

d. Information on possible drug-drug interactions between ABI-007 and commonly
administered co-mediations in patients with metastatic breast cancer. Same sponsor
clarification as “c.”

How does the Agency wish ABI to provide the word processing version of the labeling text? Please
advise us of the word processing format and version currently being used by the Center.

FDA Response: We are currently using Word 97. Proposed draft labeling should be
submitted in Word as well as PDF for the electronic submission. You should provide a
statement that these two versions are exactly the same.

American BioScience, Inc has conducted phase I, Il, and Il clinical studies to support the safety and
efficacy of ABI-007, and to define the pharmacokinetics of the product. There will therefore be
extensive differences in text between the labeling for ABI-007 and that of the Reference Listed
Drug. Does the FDA agree that a side-by-side comparison with the reference listed drug (Taxol)
labeling will not be required?

FDA Response: (Clinical/Bioph) We strongly recommend you have a side by side comparison
of ABI 007 and Taxol for efficacy and safety.

Because paclitaxel is not a new drug substance, and because it is a potent agent for the treatment of
non-hematological cancers, it is not appropriate or necessary to conduct human pharmacology and
pharmacokinetics studies in volunteers. ABI has however performed pharmacokinetics studies in
patients enrolled into Phase /Il (DM97-123) and a Phase III (CA012-0) safety and/or safety and
efficacy studies. In accordance with the guideline for providing regulatory submissions in
electronic format, the Summary of Human Pharmacology and Bioavailability/bioequivalence,
Assays, and Publications will be included in the hpbio folder. However, rather than providing the
separate study reports in this folder we will provide hyperlinks to the full clinical study reports in
Item 8 which contain the individual reports of the pharmacokinetics portions of these studies. Does
the FDA agree with this proposal?

FDA Response: This proposal is acceptable.

It 1s anticipated that Item 5 will be complete in April 2003. Provided in Attachment 15 is an
overview of the proposed organization of the NDA, including [tem 5. Also provided, in Attachment
16 is a table summarizing in more detail the studies that will be presented in the non-clinical section
(Item 5) of the submission. May ABI file the Non-Clinical Item (Item 5) in advance of the final
complete application? Does the Agency have any specific requirements or questions concerning this
Item which may assist in the review of the application?

FDA Response: (Clin.) Yes, you can pre-submit Item 5. We currently do not have any

questions concerning this Item. Sponsor confirmed that Study NP0O1 1106 will be included in the
NDA.
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(Pharm/Tox) In 2001 and 2002, we indicated that pharmacoKinetic equivalence should be
demonstrated in animals between paclitaxel sources, and if pharmacokinetic equivalence
cannot be demonstrated, a pre-clinical bridging study would be needed in rodents comparing
the natural source paclitaxel proposed for the NDA with the ——

—_— . sources. Your listing of ongoing pre-clinical studies, submitted in April, 2002
(serial #130) included Protocol #NP001106: Blood kinetics study on three formulations of ABI-
007 following a single intravenous dose in the rat at 50 mg/kg. This study does not appear to be
included in your overview of non-clinical studies included in Attachment 16 of the current
submission. In addition, a pre-clinical bridging study does not appear to have been conducted.
Please indicate if these studies have been completed. Sponsor will be conducting the
bioequivalence study in rats to demonstrate the BE of drug product from each paclitaxel source.

The non-clinical section of the NDA may be filed in advance of the complete application;
however, the section should be complete when submitted, i.e., all study reports included.

24. Although the content and format of the proposed NDA will comply with relevant guidelines for an e-
NDA, we would like 1o format the [tem 5 summary in the format described in the Common
Technical Document Guidelines. General feedback from the FDA suggests that this format is well
received by reviewers and is preferred to the format described in the 1987 Guidelines for the Format
and Content of the Non-clinical Pharmacology/Toxicology Section of an Application. Does the
Agency concur that the CTD format may be used for the summary document?

FDA Response: Yes, the CTD format may be used.

ACTION ITEMS:

1. Sponsor will submit a time table for rolling submissions for FDA concurrence.
2. Sponsor will consider FDA's comments when preparing the NDA.

The meeting concluded at 10:45 am.

(see appended electronic signature page) (see appended electronic signature page)

_ o Concurrence chair:
Sheila Ryan Patricia Cortazar, M.D.
Project Manager Medical Officer
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