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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
~ BEFORETHE TRADEMARK TRIAL AND APPEAL BOARD

Alfacell Corporation Cancellation No.: 32,202
Petitioner Registration No. 1,987,445
Vs.
Anticancer, Inc. ! 04-11-2003
Registrant : US Feent * THOTRITM Mail Fept . 99

|

REGISTRANT ANTICANCER, INC.’S NOTICE OF RELIANCE:
- PRINTOUTS FROM WEBSITE OF
THE CENT];'JR FOR DRUG EVALUATION AND RESEARCH

Pursuant to 37 CFR. § 2. 122(d)(2) and Rule 703.02(a) of the Trademark Trial and Appeal
Board Manual of Procedure, Reglstrant Antlcancer Inc. (“Registrant”) hereby submits this Notice of
Reliance during its testimony. penod Anticancer is relying upon printouts from the website of the
Center for Drug Evaluatlon and Research (“CDER”) The CDER is part of the Federal Drug
Administration (“FDA”)

‘The printouts from CDiER’s website are relevant because they support the conclusion that
Registrant’s mark ONCASE is not likely to ciause confusion with Petitioner Alfacell Corp.’s
(“Petitioner””) mark ONCONA$E because it is unlikely that both products will :reach the market.
Specifically, the printouts ﬁoﬁ CDER’s website establish that the federal drug application process is
a long and complex one. Both Reglstrant s ONCASE product and Petitioner’s ONCONASE product
are at very early stages in the apphcatlon process

The attached printouts ﬁjom CDER’s website meet all requirements for admissibility. Printed
publications, including electron;cally generated documents, may be introduced in evidence by a

notice of reliance. TBMP § 708; 37 C.F.R. § 2.122(e).

5f-1482535
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Based upon these authorities, Anticancer respectfully requests that the attached material be
admitted in evidence. |
Dated: April 11, 2003

Respectfully submitted,

Jennifer Lee Taylor
Attorney for Registrant

MORRISON & FOERSTER e
425 Market Street
San Francisco, California 94105-2482
Telephone: (415) 268-6538
- Facsimile: (415) 268-7522

sf-1482535
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Introduction

The Center for Drug Evaluation and Research's (CDER) job is to ensure that drugs
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are safe and effective. (See "Benefit vs. Risk: How FDA Approves New Drugs").
CDER does not test drugs, although the Center's Office of Testing and Research does
conduct limited research in the areas of drug quality, safety, and effectiveness.

CDER is the largest of FDA's five centers, with a staff of about 1,800. It has
responsibility for both prescription and over-the-counter drugs. For more information
on CDER activities, including performance for drug reviews, post-marketing risk
assessment, and other highlights, please see the CDER 2001 Report to the Nation:
Improving Public Health Through Human Drugs. The other four FDA centers have
responsibility for medical and radiological devices, food, and cosmetics, ,Eoﬁom_ow
and veterinary a_dmm

It is the responsibility of the company seeking to market a drug to test it and submit
evidence that it is safe and effective. (See "Testing Drugs in People” in the July-
August 1994 FDA Consumer.) A team of CDER physicians, statisticians, chemists,
pharmacologists, and other scientists reviews the sponsor's new drug application
(NDA) containing the data and proposed labeling.

For more information on drug ao<o_ov8oa &zm Teview, msa voﬁBﬁwQEm

, mo:S:om Eommo see Eomo aomoE.oom

o The FDA's bx:m mmSms\ Nu\omm%  Ensuring b\:hw are. M.Ssm E& Effective.
(7/2002). FDA Consumer magazine article.

v o "From Test Tube to Wm.&.mxw.@%ﬁ.»mimm @m&& §x_o:h.\~ Human Drugs xw..

(9/99). In-depth review of drug development and postmarketing activities.

e New Drug Development in the United States. Online seminar EoSaom
healthcare professionals with an overview of FDA's role in the new drug
development process.

The section below entitled From Fish to Pharmacies: The Story of a Drug's
Development, illustrates how a drug sponsor can work with FDA's regulations and
guidance information to bring a new drug to market.

From Fish to Pharmacies:

” E%”\\g.Em.moi&ﬂkam&mSQ\mg:omaoﬁm\%mms_ﬁEE_ T a\_c\moow
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The Story of a Drug's Development

Osteoporosis, a crippling disease marked by a wasting away of bone mass, affects as
many as 2 million American, 80 percent of them women, at an expense of $13.8
billion a year, according to the National Osteoporosis Foundation., The disease may
be responsible for 5 million fractures of the hip, wrist and spine in people over 50, the
foundation says, and may cause 50,000 deaths. Given the pervasiveness of
osteoporosis and its cost to society, experts say it is crucial to have therapy
alternatives if, for example, a patient can't tolerate estrogen, the first-line treatment.

Enter the salmon, which, like humans, produces a hormone called calcitonin that
helps regulate calcium and decreases bone loss. For osteoporosis patients, taking
salmon calcitonin, which is 30 times more potent than that secreted by the human
thyroid gland, inhibits the activity of specialized bone cells called osteoclasts that
absorb bone tissue. This enables bone to retain more bone mass.

Though the calcitonin in aEmm is based chemically on salmon calcitonin, it is now
made synthetically in the 1ab in a form that copies . the molecular structure of the fish
m_msa extract. mvBEoco calcitonin offers.a simpler, more economical way to create
:ﬁmo quantities of the product.

m,U> %Eoéa the mamﬂ &:m based on salmon calcitonin in an injectable. Since then,
two more drugs, one injectable and one administered through a nasal spray were
approved. An oral version of salmon calcitonin is in clinical trials now. Salmon :

calcitonin is mﬁ?o/\oa os_% for postmenopausal women who omsboﬂ 8_@38 amﬁamos

or for whom estrogen is not an option.

(Excerpted from FDA Consumer 5a®§§m Jan-Feb 1 bm@ :bému .of the Deep:
Treasures of the Sea Yield Some Medical Answers and Hint at Others," by John
Henkel).

How did the developers of injectable salmon calcitonin journey "from fish to
pharmacies?"

For drug sponsors and others who want a basic understanding of the drug
development process, the FDA has published a series of articles in a special report

" http://www.fda.gov/cder/regulatory/applications/default.htm , T I - 4/10/2003
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called "From Test Tube to Patient: Improving Health Through Human Drugs" #=
These articles provide background information on a broad range of topics from
laboratory and animal studies, to reporting unsafe medical products already on the
market. Another resource for drug development information is an interactive chart
which graphically displays the process with an emphasis on preclinical (animal)
research and clinical (human) studies or trials conducted by the drug's sponsor.

After obtaining promising data from laboratory studies, the salmon calcitonin drug
developers took the next step and submitted an Investigational New Drug (IND)
application to CDER. The IND Webpage explains the need for this application, the
kind of information the %E_om:os should include, and %m Federal regulations to
follow.

Once the IND application is in effect, the drug sponsor of salmon calcitonin could
begin their clinical trials. After a sponsor submits an IND application, it must wait 30
days before starting a clinical trial to allow FDA time to review the prospective

study. If FDA finds a problem, it can order a "clinical hold" to delay an
investigation, or interrupt a clinical trial if problems occur during the study.

Clinical trials are experiments that use human subjects to see whether a drug is
effective, and what side effects it may cause. The Information for Clinical
Investigators Webpage provides links to the regulations and guidelines that the
clinical investigators of salmon calcitonin must have used to conduct a successful

maav\, m:a 8 ?.082 ﬁro_a ::BNS msgooa e e s

The salmon calcitonin drug sponsor analyzed the clinical trials data and concluded
that enough evidence existed on the drug's safety and effectiveness to meet FDA's

‘requirements for marketing approval. The sponsor submitted a New Drug

Application (NDA) with full information on manufacturing mvoo&ouaosm stability
and bioavailablility data, method of analysis of each of the dosage forms the sponsor
intends to market, packaging and labeling for both physician and consumer, and the
results of any additional toxicological studies not already submitted in the
Investigational New Drug application. The NDA Webpage provides resources and
guidance on preparing the NDA application, and what to expect during the review
process.

“ http:/www.fda.gov/cder/regulatory/applications/defaulthtm . . .. R 4/10/2003
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New drugs, like other new products, are frequently under patent protection during
development. The patent protects the salmon calcitonin sponsor's investment in the
drug's development by giving them the sole right to sell the drug while the patent is in
effect. When the patents or other periods of exclusivity on brand-name drugs expire,
manufacturers can apply to the FDA to sell generic versions. The Abbreviated New
Drug Applications (ANDA) for Generic Drug Products Webpage provides links to
guidances, laws, regulations, policies and procedures, plus other resources to assist in
preparing and submitting applications.

Drug sponsors from small businesses can take advantage of special offices and
programs designed to help meet their unique needs. The Small Business Assistance
Webpage provides links to FDA laws, regulations and guidances that affect small
business. Information is also provided on financial assistance and incentives that are
available for drug development.

# wmofoe%

FDA/Center for Drug Evaluation and Research . o
Last Updated: November 7, 2002
Originator: OTCOM/DML
HTML by SJW

* http://www.fda.gov/cder/regulatory/applications/default htm . . - R ~ 4/10/2003
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The mission of FDA is to enforce laws enacted 3 the U.S. Congress and regulations
established by the Agency to protect the consumer's health, safety, and pocketbook.
The Federal Food, Drug, and Cosmetic Act is the basi¢ food and drug law of the U.S.
With numerous amendments it is the most extensive law of its kind in the world. The
law is intended to assure the consumer that foods are pure and wholesome, safe to
eat, and produced under sanitary conditions; that drugs and devices are safe and
effective for their intended uses; that cosmetics are safe and made from appropriate

.. -ingredients;.and that all-labeling and packaging is truthful; inforrhative, and not ~
deceptive.

Investigational New Drug >E.__3:c=m w:a Zmi Drug Applications

,,;m mo:oéEm Code &s \u ederal Regulations sections EoSmo Rmﬁmsozm for INDs
and NDAs. All parts of section 21 of the Code of Federal Regulations are also
available.

21CFR Part 312 Investigational New Drug Application
21CFR Part 310 New Drugs
21CFR Part 314 INDA and NDA (New Drug Approval)

™ http://www.fda.gov/cder/regulatory/applications/laws.htm

Page 1 of 3
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21CFR Part 320 Bioavailability and Bioequivalence Requirements
21CFR Part 316 Orphan Drugs

21CFR Part 58 Good Lab Practice for Animal Studies

21CFR Part 201.23  Required Pediatric Studies

21CFR Part 50 Protection of Human Subjects

21CFR Part 56 Institutional Review Boards

21CFR Part 201 Drug Labeling

21CFR Part 54 Financial Disclosure b O:En& Investigators

MaPPs. The following MaPPs provide official instructions for internal practices and
procedures followed by CDER staff to help standardize the IND and NDA review
process. All CDER MaPPs are available from the MaPP Index webpage. -

5240.4 # Submission of an IND Application to the Office of Generic Drugs
6030.1 2 IND Process and Review Procedures (Including Clinical Holds)
6030.4 2 INDs: Screening INDs. (Issued 5/9/2001, Posted 5/14/2001) REXE
6050.1 .T Refusal to Accept Application for Filing From >Eu:om:a in Arrears
721 H.H \T Drug \6@:8:0: Approval 501(b) Policy

Abbreviated New _uazm >uu:nmac= 3253 for Qmsm:n Ua:m
Products

The following, Code.of Federal Regulations sections provide regulations for

" ANDAs. All parts of section 21 of Eo Code of Federal Regulations are also

available.

NHQEN wmn 314 >cc:om:o=m for FDA Approval to Market a New Drug or an

Antibiotic UEm
21 QS Part 320 Bioavailability and Bioequivalence Requirements

21CFR Part 310 New Drugs

MaPPs The following MaPPs provide official instructions for internal practices and
procedures followed by CDER staff to help standardize the ANDA review process.
All CDER MaPPs are available from the MaPP Index webpage

" http://www.fda.gov/cder/regulatory/applications/laws.htm e e e L 41072003
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Do I need to fill out a Statement of Investigator Form 15 qu

What is an Institutional Review Board?

"Does a physician, in private practice, conducting a@momno: g%.mc m_U>
regulated product, need to obtain IRB approval?

o Does a clinical investigation involving a marketed product require IRB review

. Uo I need informed consent?
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Page 1 of 10
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INVESTIONATIONAL NEW DRUG PROCESS
An Introduction

This website is designed for individuals interested in bringing a drug to market. This
may be an individual or pharmaceutical company, mo<a3§a§w_ agency, academic
institution, or other type of organization.

The main purpose of an Investigational New Drug (IND) application is to provide the
.data showing that it is reasonable to begin tests of a new drug on humans. Also,
current Federal law requires that a drug be the subject of an approved marketing
application before it is transported or distributed across state lines. Because a sponsor
will probably want to ship the investigational drug to clinical investigators in many
states, it must seek an exemption from that legal requirement. The IND is the means
through which the sponsor technically obtains this exemption from the FDA.

During a new drug's early preclinical development, the sponsor's primary goal is to
determine if the product is reasonably safe for.initial use in humans, and if the
compound exhibits pharmacological activity that justifies commercial development.
When a product is identified as a viable candidate for further development, the
“sponsor then focuses on collecting the data and information necessary to establish
that the product will not expose humans to unreasonable risks when used in limited,
mml%-mﬁmmo clinical studies. .

| Umm,ino:m . ,

e Clinical investigation means any experiment in which a drug is administered or
dispensed to one or more human subjects.

¢ Investigator means an individual under whose immediate direction the drug is
administered or dispensed to a subject.

» Sponsor means a person who takes responsibility for and initiates a clinical
investigation.

“ http://www.fda.gov/cder/about/smallbiz/faghtm e Ceee e 410/2003
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¢ Sponsor-Investigator means an individual who both initiates and conducts an
investigation and under whose immediate direction the investigational drug is
administered or dispensed. The term does not include any person other than an
individual.

o For more definitions, see Drug Development and Review Definitions.

Types of INDs

"Commercial INDs" are applications that are submitted primarily by companies
whose ultimate goal is to obtain marketing approval for a new product.

e Noncommercial INDs, filed for noncommercial research
o Investigator INDs
e Emergency Use INDs

Emergency and Treatment INDs are also known as "Compassionate" INDs, but the

~term ..Oo:%mmmmosﬁm is not in ﬁro MZU Rmc_m:o:m

A sponsor mcmz mccB: an HZU to Eu> if the sponsor 58:% to oosacoﬁ a clinical
investigation with an investigational new drug A sponsor shall not begin a clinical

trial until the investigation is subject to an approved IND application. A sponsor shall
submit a separate IND for any o_E_o& E<mmzmm:o= 5<o_<5m an mxoowcos moB

U

... informed consents . <. s - Lk

Phases of an Investigation

An IND may be submitted for one or more phases of an investigation. The clinical
investigation of a previously untested drug is generally divided into three phases.
Although in general the phases are conducted sequentially, they may overlap. The
three phases of an investigation are as follows:

Phase 1 includes the initial introduction of an investigational new drug
into humans. These studies are usually conducted in healthy volunteer
subjects. These studies are designed to determine the metabolic and
pharmacological actions of the drug in humans, the side effects

* http://www.fda.gov/cder/about/smallbiz/faghtm L e e 4110/2003,
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associated with increasing doses, and, if possible, to gain early evidence
on effectiveness. Phase 1 studies also evaluate drug metabolism,
structure-activity relationships, and the mechanism of action in humans.
The total number of subjects included in Phase 1 studies is generally in
the range of twenty to eighty.

Phase 2 includes the early controlled clinical studies conducted to obtain
some preliminary data on the effectiveness of the drug for a particular
indication or indications in patients with the disease or condition. This
phase of testing also helps determine the common short-term side effects
and risks associated with the drug. Phase 2 studies usually E<o_<o
several hundred people.

Phase 3 studies are intended to gather the additional information about
effectiveness and safety that is needed to evaluate the overall benefit-risk -
relationship of the drug. Phase 3 studies also provide an adequate basis

for extrapolating the results to the general population and transmitting

that information in the physician labeling. Phase 3 studies usually

Eo_zao mo<2m~ r:z&oa to several thousand people.

INVESTIGATIONAL NEW DRUG APPLICATION

What are the FDA requirements for pre-clinical studies?

i ORISR SN §
PO T N TS | L

s o e w e ss 5 i Unidel FDA requirements, a sponsor must first submit data showing that the drug is
reasonably safe for use in initial, small-scale clinical studies. Depending on whether
the compound has been studied or marketed previously, the sponsor may have several
options for fulfilling this RQERBGE (1) compiling existing nonclinical data from
past in vitro laboratory or animal studies on the compound; (2) compiling data from
previous clinical testing or marketing of the drug in the United States or another
country whose population is relevant to the U.S. population; or (3) undertaking new
preclinical studies designed to provide the evidence necessary to support the safety of
administering the compound to humans.

During preclinical drug development, a sponsor evaluates the drug's toxic and
pharmacologic effects through in vitro and in vivo laboratory animal testing.

" http://www.fda.gov/cder/about/smallbiz/fag.htm e 41002003
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[}

Genotoxicity screening is performed, as well as investigations on drug absorption and
metabolism, the toxicity of the drug's metabolites, and the speed with which the drug
and its metabolites are excreted from the body. At the preclinical stage, the FDA will
generally ask, at a minimum, that sponsors: (1) develop a pharmacological profile of
the drug; (2) determine the acute toxicity of the drug in at least two species of
animals, and (3) conduct short-term toxicity studies ranging from 2 weeks to 3
months, depending on the proposed duration of use of the substance in the proposed
clinical studies. =~

What is an Investigational New Drug Application?

In many ways, the investigational new drug (IND) application is the
result of a successful preclinical development program. The IND is also
the vehicle through which a sponsor advances to the next stage of drug
development known as clinical trials (human trials).

Do I need to submit an IND?

_.Hs<nmmmm&o:& use" suggests the use of an approved product in the
context of a clinical study protocol. When the principal intent of the

- investigational use of a test article is to develop information about the
product's safety or efficacy, submission of an. IND may be required.
However, the clinical investigation of a marketed drug or biologic does
not Rn__cmaa._ submission of an IND if m:.n,&x of the following:conditions; -+ *

RV ,:H.. EIT ] I [ R T R MHW go.ﬂ”

2

(Hit is not intended to be reported.to FDA in support of a new indication
. o ’ - for use or to-support any other significant change in the labeling for the -
_ drug; I A

(2) it is not intended to support a significant change in the advertising for
the product;

(3) it does not involve a route of administration or dosage level, use in a
subject population, or other factor that significantly increases the risks
(or decreases the acceptability of the risks) associated with the use of the

A 539_“\\222.aw.mo<\oa2\mco§\m8m_,_cWN\.@E.EB_A e 41002003,
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drug product;

(4) it is conducted in 85@:%6@ with the requirements for IRB review
and informed consent [21 CFR parts 56 and 50, respectively];

(5) it is conducted in compliance with the requirements concerning the
promotion and sale of drugs [21 CFR 312.7]; and

(6) it does not intend to invoke 21 CFR 50.24.
Where do I get the necessary updated forms?

The forms needed are 1571 and 1572.

Are there instructions to help you fill out the forms?

Instructions for ooBcHomsm FDA forms 1571 and 1572
When will I v_o assigned an IND number?

E:ZU z&:cmn iz:uommmmm:@ammm:rozu mwu:ommou a wooo?oa 3\

. When can I start clinical trials?

Unless you are contacted, you may begin B&m thirty awu\m after Eu>
receives your IND application.

Do I need to fill out a Statement of Investigator Form 1572?
Yes. Investigators may participate in an investigation only after they

provide the sponsor with a ooBﬁ_ﬂoa signed Statement of Investigator
Form FDA 1572. #

What is an Institutional Review Board?

http://www.fda.gov/cder/about/smallbiz/fag.htm = | , L S 41012003
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Under FDA regulations, an Institutional Review Board (IRB) is a group
that has been formally designated to review and monitor biomedical
research involving human subjects. In accordance with FDA regulations,
an IRB has the authority to approve, require modifications in (to secure
approval), or disapprove research.

Institutional Review Boards are used to ensure the rights and welfare of
people participating in clinical trials both before and during their trial
participation. IRBs use a group process to review research protocols and
related materials (e.g., informed consent documents and investigator
brochures) to ensure protection of the rights and welfare of human
subjects of research. IRBs at hospitals and research institutions
throughout the country make sure that participants are fully informed and
have given their written consent before studies ever begin. IRBs are
monitored by the FDA to protect and ensure the safety of participants in

“medical research.

An IRB must be composed of no less than five experts and lay people

" with varying backgrounds to ensure a complete and adequate review of

activities commonly conducted by research institutions. In addition to

- possessing the professional competence needed to review specific

activities, an IRB must be able to ascertain the acceptability of
applications and proposals in terms of institutional commitments and
regulations, applicable law, standards of professional.conduct and -

- - practice, and Community attitudes. Therefore, IRBs must wo composed of

people whose concerns are in relevant areas.

Does a physician, in private practice, 8-:_:2:& ..82:.2. with an Eu>
regulated an:ﬁ 32_ to obtain IRB mE:.oé_o ,

Yes. The FDA regulations require IRB review and approval of regulated
clinical investigations, whether or not the study involves institutionalized
subjects. FDA has included non-institutionalized subjects because it is
inappropriate to apply a double standard for the protection of research
subjects based on whether or not they are institutionalized. An
investigator may be able to obtain IRB review by submitting the research
proposal to a community hospital, a university/medical school, an

http://www.fda.gov/cder/about/smallbiz/fag.htm = . . ,, e 4102003
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independent IRB, a local or state government health agency or other
organizations. If IRB review cannot be accomplished by one of these
means, investigators may contact the FDA for assistance (Health
Assessment Policy Staff 301-827-1685).

Does a clinical investigation involving a marketed product require IRB review
and »cw::\m_e

Yes, if the investigation is governed by FDA regulations [see 21 CFR
56.101, 56.102(c), 312.2(b)(1), 361.1, 601.2, and 812.2].

Do I need informed consent?

Yes. Investigators may involve a human being as a subject in research
only after they have obtained the legally effective informed consent of
the subject or the subject's legally authorized representative. An
investigator shall seek such consent only under circumstances that
provide the prospective subject or the representative sufficient
opportunity to consider whether or not to participate and that minimize
the possibility of coercion or undue influence. The sponsor-of the clinical
investigation must promptly disclose this information to FDA and to the
sponsor's clinical investigators who are participating or are asked to
participate in this or a substantially equivalent clinical 5<omammmoz of

‘the sponsor, and to other IRB's that have been, or are, asked to-review -~ - --
" tHis or a substantially a@c:S_oE investigation cw 9& sponsor.

What are the %oo_mn a_sm.c:m »E— oo:SQw in CDER who can answer my -
questions?

The Food and Drug Administration's Center for Drug Evaluation and
Research is dedicated to ensuring that all persons involved in, or who
depend upon, drug regulation have the information needed to develop,
review, market, dispense, prescribe or use drugs safely and effectively.

Any of these individuals or groups may request information on specific
drugs, guidance documents, publications, or general information such as

* http://www.fda.gov/cder/about/smallbiz/faghtm ... oo 0 47102003
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a description of the drug approval process.

There are a number of ways consumers and industry representatives can
communicate with or get reliable, current, and up-to-date information
from the Center.

o The newest, and easiest, method for getting information is the Center's Web
Page at hitp://www.fda.gov/cder.

¢ For more specific or complex drug inquiries, telephone the Drug Information
Branch at (301) 827-4573 or send them an electronic mail message at
druginfo@cder.fda.gov.
Other sources of information include:

o FDA Office of Consumer Affairs at 1-800-532-4440, or locally at (301) 827-
4420; and

e FDA Office of Public Affairs, at 301-827-6250.

e Or mENmno& Contact, and Meeting Information

In addition, consumers w:m 5&%3\ Rﬁamoaﬁzom can ooamoﬁ

i

Chm e T e ER oag%ams H_s Zoamos ao:mf 5443;

Eu> Freedom of Information Staff; (301) 8§27-6567;

FDA Za&éﬁor Ommoa at 1- moo Eu> 1088;

AIDS Clinical Trials Information Service, 1-800-TRIALS-A or on the World
Wide Web at http://www.actis.org

# Back to Tog ; Back to Drug Applications
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Investigational New Drug (IND) Application Process

o Introduction
¢ Guidance Documents for szm
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Frequently Asked Questions on Uér O%&obaoi

"

Organization, Contact, and Meeting Information

Introduction

Current Federal law Bncwom that a drug be the subject of an approved marketing
application before it is transported or distributed across state lines. Because a sponsor
will probably want to ship the investigational drug to clinical investigators in many
states, it must seek an exemption from that legal requirement. The IND is the means

moi&olﬁmc_mﬁoQ\wvvrow:oum\Ea lvmmm 1.htm
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through which the sponsor technically obtains this exemption from the FDA.

During a new drug's early preclinical development, the sponsor's primary goal is to
determine if the product is reasonably safe for initial use in humans, and if the
compound exhibits pharmacological activity that justifies commercial development. -
When a product is identified as a viable candidate for further development, the
sponsor then focuses on collecting the data and information necessary to establish
that the product will not expose humans to unreasonable risks when used in limited,
early-stage clinical studies.

FDA's role in the development of a new drug begins when the drug's sponsor (usually
the manufacturer or potential marketer) having screened the new molecule for
pharmacological activity and acute toxicity potential in animals, wants to test its
diagnostic or therapeutic potential in humans. At that point, the molecule changes in
legal status under the Federal Food, Drug, and Cosmetic Act and becomes a new drug
subject to specific requirements of the drug regulatory system.

H. _53 are three aﬁam of INDs:

e An H=<nmcmm8n IND is mccn::om g a wga_osb who both initiates and
.. conducts an investigation, and under whose immediate direction the
investigational drug is administered or dispensed. A physician might submit a
research IND to propose studying an unapproved drug, or an mvvﬂoéa product
PeodeoL L L for a new indication or in a new patient population.

- S s Emergency Use IND allows the FDA to authorize use of an oxvm:BoEm_ aEm
in an emergency situation that does not allow time for Submission of an IND -
in accordance with 21CFR , Sec. 312.23 or Sec. 312.34. It is also used-for
patients who do not meet 9@ criteria of an existing study protocol, or ;, an .
approved study vno88~ does not exist.

o Trealment IND is submitted for experimental drugs showing promise in
clinical testing for serious or immediately :wo-&ammﬁaam conditions while the
final clinical work is conducted and the FDA review takes place.

The IND application must contain information in three broad areas:

¢ Animal Pharmacology and Toxicology Studies - Preclinical data to permit an

e

I wﬁv”\\g.Eu.mo&oaﬂ.\aomEmﬁoQ\mwv:ommosm\Ea | _page l.htm 4/11/2003
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assessment as to whether the product is reasonably safe for initial testing in
humans. Also included are any previous experience with the drug in humans
(often foreign use).

o Manufacturing Information - Information pertaining to the composition,
manufacturer, stability, and controls used for manufacturing the drug substance
and the drug product. This information is assessed to ensure that the company
can adequately produce and supply consistent batches of the drug.

o Clinical Protocols and Investigator Information - Detailed protocols for
proposed clinical studies to assess whether the initial-phase trials will expose
subjects to unnecessary risks. Also, information on the qualifications of
clinical investigators--professionals (generally physicians) who oversee the
administration of the experimental compound--to assess whether they are
qualified to fulfill their clinical trial duties. Finally, commitments to obtain
informed consent from the research subjects, to obtain review of the study by
an institutional review board (IRB), and to adhere to the investigational new
drug regulations.

Once the IND is submitted, the mmosmowacﬂ wait m.o."om_oza,ma days before initiating
any clinical trials. During this time, FDA has an opportunity to review the IND for _
safety to assure that research.subjects will not be subjected to unreasonable risk. _

~ This interactive chart summarizes the IND process, including how CDER determines
- if the-product is suitable for use in clinical trials.

P

This web site is designed for individuals from pharmaceutical companies,

. government agencies, academic institutions, private organizations, or other

- 4 organizations interested in bringing a new drug to market. Each of the sections
below contains information from CDER to assist you in the IND application process.
For specific information, click on a link to go directly to a section or webpage.

A\ Back 1o Top
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Resources for IND Applications

The mozoims_m resources have been gathered to provide you with the legal
requirements of an IND application, assistance from CDER to help you meet those
requirements, and internal IND review principles, policies and procedures.

ffice of Drug Evaluation (ODE) 1V: Pre-IND Consultation Program (Updated
8/31/99). The ODE IV Pre-Investigational New Drug Application (IND)
Consultation Program is designed to facilitate and foster informal early
communications between the divisions of ODE IV and potential sponsors of new
therapeutics for the treatment of bacterial infections, HIV, opportunistic infections,
transplant rejection, and other diseases. The program is intended to serve sponsors of
all drug products that may be submitted to any division within ODE 1V, including but
not limited to drugs for the treatment of life-threatening illnesses.

Guidance Documents for INDs

Guidance documents represent the Agency's current thinking on a particular subject.
These documents are prepared for FDA review staff and applicants/sponsors to
provide guidelines to the processing, content, and evaluation/approval of applications
‘and also to the design, production, manufacturing, and testing of regulated products.
They also establish policies intended to achieve consistency in the Agency's
regulatory approach and establish inspection and enforcement procedures. Because

Cies sos.o o0 iy .. guidances are not regulations or laws, they are not enforceable, either through

administrative actions or through the courts.” An alternative approach may be used if
such approach satisfies the requirements of the applicable statute, regulations, or
both. For information on a specific guidance document, please contact the originating
office. ,, - , R

For the ooB.EQa list of CDER guidances, please see the Guidance Index. Most of
these documents are in Adobe Acrobat format Mw..v also know as PDF. The free
upgrade to Adobe Acrobat 3.0 or higher is recommended, especially if you have
difficulty opening any of the documents below. Another method of obtaining
guidance documents is through the Drug Information Branch, Division of

Communications and Management.

SN nn_d”\?aba.a.m.moz\o@mm\momﬁmﬁoﬂ%\mg:owa.onm,\ia .bman htm 4/11/2003
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Guidance documents to help prepare INDs include:

¢ Content and Format of Investigational New Drug Applications (INDs) for
Phase 1 Studies of Drugs Including Well Characterized, Therapeutic
Biotechnology-Derived Products. #* Provides description of required sections
of an application.
e Q& A - Content and Format of INDs for Phase 1 Studies of Drugs, Including
Well-Characterized, Therapeutic, Biotechnology-Derived Products. Optional
Format: PDF. This guidance is intended to clarify when sponsors should
submit final, quality-assured toxicology reports and/or update the Agency on
any changes in findings since submission of non-quality-assured reports or
reports based on non-quality-assured data. (Issued 10/00).
Bioavailability and Bioequivalence Studies for Orally Administered Dru
Products - General Considerations. Optional Format: PDF (Issued 10/2000,
Posted 10/27/2000). This guidance should be useful for applicants planning to
* conduct bioavailability (BA) and bioequivalence (BE) studies during the IND
period for an NDA, BE studies intended for submission in an ANDA, and BE
studies conducted in the postapproval period for certain changes in both
NDAs and ANDAs.
Drug Master Files. - A Drug Master m:@ 933 is a submission to the Food
- . and Drug Administration (FDA) that may be used to provide confidential -
o detailed information about facilities, processes, or articlés used in the ,
A . o BwscmmoE:sm, processing; packaging, and storing of one or more ‘human
drugs. _
.+ e ‘Required Specifications for FDA's IND, ZU> msa >ZU> Uz_m zmmaﬂ m:o
Binders. '
¢ Immunotoxicology m<m_cm:o= of Investigational New OEmm Tzda& or EUUE
(Issued 10/2002, Posted 10/31/2002). This guidance makes recommendations
to sponsors of S<omamm:o=m_ new drugs (INDs) on (1) the parameters that
should be routinely assessed in toxicology studies to determine effects of a
drug on immune function, (2) when additional immunotoxicity studies should
be conducted, and (3) when additional mechanistic information could help
characterize the significance of a given drug’s effect on the immune system.

} Back to Top

+

;ﬁ >§<€.&Pmoi&on\nmm&mSQ\mvﬁ:om:o:m\Em Lummo 1.htm : 4/11/2003




Investigational New Drug Application (IND) wﬂooomw,, .,

Laws, Regulations, Policies and Procedures

The mission of FDA is to enforce laws enacted by the U.S. Congress and regulations
established by the Agency to protect the consumer's health, safety, and pocketbook.
The Federal Food, Drug, and Cosmetic Act is the basic food and drug law of the U.S.
With numerous amendments it is the most extensive law of its kind in the world. The
law is intended to assure consumers that foods are pure and wholesome, safe to eat,
and produced under sanitary conditions; that drugs and devices are safe and effective
for their intended uses; that cosmetics are safe and made from appropriate
ingredients; and that all labeling and packaging is truthful, informative, and not
deceptive.

Code of Federal Regulations (CFR)

Code Of Federal Regulations (CFR). The final regulations published in the Federal
Register (daily published record of proposed rules, final rules, meeting notices, etc.)
are collected in the CFR. The CFR is divided into 50 titles that represent broad areas
subject to Federal regulations. The FDA's portion of the CFR interprets the Federal

Food, Drug and Cosmetic Act and related statutes. Section 21 of the CFR contains
_ most regulations vonmasm to food and drugs. The regulations document all actions
T _ om m: aEm %osmoa 33 are required under Federal law. : :

o The following Rmz_mco:m %Ew 8 So HZd %v:omao: ?ooamm

| “ {21CFR Part 312 - - =+ = = _ Investigational New Uﬁ:mx>cc=ommos .
{RICFR Part 314 [INDA and NDA (New uamn»%a,@ i
21CFR Part316 . |Orphan Drugs
21CFR Part 58 S |Good Lab Practice for Animal mEaam
Eoﬂﬂ Part 50 ||Protection of Human Subjects
[21CFR Part 36 JlInstitutional Review Boards
21CFR Part 201 IDrug Labeling
21CFR Part 54 W.,Emsomm_ Disclosure by Clinical Investigators

e _wgw\\g..am.mo<\oaon\ﬂ,om5m8w<\%vmommoum\wa _page 1.htm 4/11/2003
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MaPPs

CDER's Manual of Policies and Procedures (MaPPs). These documents are
approved instructions for internal practices and procedures followed by CDER staff
to help standardize the new drug review process and other activities. - MaPPs define
external activities as well. All MAPPs are available for the public to review to get a
better understanding of office policies, definitions, staff responsibilities and
procedures. MaPPs of particular interest to IND sponsors include:

3 pplication to the Office of Generic Drugs
(OGD). # OGD policy and procedures regarding submissions on INDs for
bioequivalence studies. These INDs are called Bio-INDs to distinguish them
from clinical INDs submitted to CDER's new drug reviewing divisions.
6030.1 IND Process and Review Procedures (Including Clinical Holds). A
Includes general IND review E.EQE% policies and procedures for issuing
clinical holds of INDs, and E.oommm_:m and RmvonaEm to sponsors' ooBEQo
responses to clinical holds.
6030.4 INDs: Screening INDs. = Qmmcoa m\o\NoS womﬁoa u\ 14/2001). ,E:m
:MsPP describes procedures for the review of multiple active moieties or -
formulations under Ea mwzm_m investigative new drug application (IND) called
a screening IND. .

IND Forms and Instructions

Forms for use in submitting INDs include:

FDA 1571 & F<am:mm:o:m~ Zai OEm Zuv:om:o:

FDA 1572 A Statement of Investigator

Instructions for completing FDA forms 1571 and 1572

FDA Form Distributions Page A~ includes links to:

Certification: Financial Interest and Arrangements of Clinical Investigators
Disclosure: Financial Interest and Arrangements of Clinical Investigators
MedWatch: FDA Medical Product Reporting Program - Voluntary

» http://www.fda. moi&ﬂkam&ﬁon%\mvv:om&osw\m:a | page 1.htm 4/11/2003
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MedWatch: FDA Medical Products Reporting Program - Mandatory
o For electronic form submissions, see ERSR

Emergency use of an Investigational Drug or Biologic

¢ The Guidance for Institutional Review Boards and Clinical Investigators
contains information on: Obtaining an Emergency IND, Emergency Exemption
from Prospective IRB, Approval Exception from Informed Consent, and
Requirement Planned Emergency Research, Informed Consent Exception.

¢ For assistance in obtaining unapproved cancer drugs, please see Access to
Unapproved Drugs.

Targeted Product Information (TPI) Project

After a 12-month collaborative effort between FDA and the Pharmaceutical Research
Manufacturers Association (PhRMA), FDA’s Office of Drug Evaluation IV (ODE
IV) started a pilot test of a tool that may improve the drug development process.

- This tool is the Hﬁmoﬁoa Product Information (TPI) Document. The sponsor writes
the TPI to guide the design, conduct, and analysis of clinical trials so that at the end
of the development caomama the sponsor will have gathered the necessary data to

Ctmeswe g sws oo s support the sponsor’s desired outcome -- the mnv3<m~ and m@?ov:&o labeling, or

o

vmowmmm insert, of the drug under ao<o_ov§ma B I I
W

o TPI Program O<9.<_o€ Includes wmowmaozua information, intent of the TPI
document, what the TPI document is and is not, plus a summary.

o TPI Template. ' The template provides a recommended outline mOa a TPI with
a description of suggested information for each section.

} Back to Top

Related Topics
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Drug Development and Review Definitions
Frequently Asked Questions on Drug Development
Wo_maa HoES Uaten:

Introduction L

For decades, the regulation and control of new drugs in the United States has been
based on the New Drug Application (NDA). Since 1938, every new drug has been the
subject of an approved NDA before U.S. commercialization. The NDA application is
the vehicle through which drug sponsors formally propose that the FDA approve a
new pharmaceutical for sale and marketing in the U.S. The data gathered during the
animal studies and human clinical trials of an Investigational New Drug (IND)
become part of the NDA.

_http://www.fda. gov/cder/regulatory/applications/NDA.htm 4/11/2003
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The goals of the NDA are to provide enough information to permit FDA reviewer to
reach the following key decisions:

o Whether the drug is safe and effective in its proposed use(s), and whether the
benefits of the drug outweigh the risks.

o Whether the drug's proposed Hmvo:bm (package insert) is mﬁﬁov:wa and what
it should contain.

¢ Whether the methods used in manufacturing the drug and the controls used to
maintain the drug's quality are adequate to preserve the drug's identity,
strength, quality, and purity.

The documentation required in an NDA is supposed to tell the drug's whole story,
including what happened during the clinical tests, what the ingredients of the drug
are, the results of the animal studies, how the drug behaves in the body, and how it is
manufactured, processed and packaged. The following resources provide summaries
on NDA content, format, and classification, plus the NDA review process:

o For a brief history of U.S. drug law, please see w@somﬁ vs. Risk: How CDER
Approves New UEm
o The New Drug U@<&ocao§ section of the CDER Emsacoow EoSaom an
. understanding of how, CDER works to assure that safe. Ba mmwoo?\o &cmm are
- available to the American people. |
o o New Drug Application (NDA) Review Process 0?5 vHoSaom a general
s e o ioew o overview of CDER's new drug application review process, Eo_c&sm how
CDER deferminés the benefit:risk profile of a drug: ancoﬁ nnoﬂ to %Eoﬁ;
for marketing.
¢ Review Diagram Project provides links to several flowcharts from CDER
review divisions that show the framework, content, process and issues
involved in review activity. The diagrams Bcnamma attempts by individual
medical officers to visualize their own review processes; they do not represent
official CDER or division standards. v

This web site is designed for individuals from pharmaceutical companies,
government agencies, academic institutions, private organizations, or their
organizations interested in bringing new drugs to market. Each of the sections below
contains information from CDER to assist you in the NDA application process. For

. w#n”\\,.Sﬁc..EP\m.oinmmn\nomEm_ﬁo?\mg:ommozm\zd?rx: 4/11/2003
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specific information, click on a link to go directly to a section or webpage.

Resources for NDA Submissions

The following resources have been gathered to Eo&ao you with the legal
requirements of a new drug application, assistance from CDER to help you meet
those requirements, and internal NDA review principles, policies and procedures.

Guidance Documents for NDAs

Guidance documents represent the Agency's current thinking on a particular subject.
These documents are prepared for FDA review staff and applicants/sponsors to
provide guidelines to the processing, content, and evaluation/approval of applications
and also to the design, production, manufacturing, and testing of regulated products.
They also establish policies intended to achieve consistency in the Agency's
‘regulatory mvvnomor and establish inspection and enforcement procedures. Because
guidances are not regulations or laws, they are not enforceable, either ﬁgocmw
administrative actions or Euo:mw the courts. An alternative dpproach may be used if
such approach satisfies the requirements of the applicable statute, Smc_mso:m or
both. For Smonnmaos os a mvoﬂmo mzamsoa document, please contact the originating

1

Coffice. T B e

For a.a complete list of CDER guidances, please see the Guidance Index. Zoﬁ ow
these documents are in Adobe Acrobat format A= also know as PDF. The free

- upgrade to Adobe Acrobat 3.0 or higher is recommended, especially if you have
&Bo&@ opening any of the documents below. Another method of obtaining
guidance documents is through the Drug Information Branch, Division of
Communications and Management.

Guidance documents to help prepare NDAs include:

" ,wnn \.\g Em..moioamQRmEmSQ\m%:om:osm\zcbr htm . 4/11/2003
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Products - General Considerations. Optional Format: PDF (Issued 10/2000,
Posted 10/27/2000). This guidance should be useful for applicants planning to
conduct bioavailability (BA) and bioequivalence (BE) studies during the IND
period for an NDA, BE studies intended for submission in an ANDA, and BE
studies conducted in the postapproval period for certain changes in both
NDAs and ANDAs.

Container Closure Systems for Packaging Human Drugs 8& Biologics.
(Issued 5/1999, Posted 7/6/1999)

Format and Content of the Chemistry, Manufacturing and Controls Section of
an Application. & (Issued 2/1987, Posted 3/2/1998)

Format and Content of the Microbiology Section of an Application. A
Format and Content of the Clinical and Statistical Sections of an Application.
#= (Issued 7/1988, Posted 5/21/1997)

Format and Content of the Summary for New Drug and Antibiotic
Applications. A (Issued 2/1987, Posted 3/2/1998)

Formatting, Assembling and Submitting New Drug and Antibiotic
Applications. B+ (Issued 2/1987, Posted 3/2/1998)

Submitting Supporting Documentation in Drug Applications for the
Manufacture of Drug Substances. B

Submittin Uooﬁboaw:o: for the Stability of mcamn Drugs msa w_ogmam
- (Issued 2/1987, Posted 3/2/1998) __

Submitting mmBo_om and Analytical Data for Methods Validation.

» Submitting m:cconEm UoSBoEmsos in UEm >ccromao:m for the

Manufacture of Drug Products. * =+ - - = .
Format and Content of Eo mEBms vrmn:moowSm:Om msa w_om<m:m@::

ection of an Application. A (Issued 2/1987, Posted 3/2/1998)
Format and Ooam_: of the Nonclinical Pharmacology/Toxicology Section of

an. Application. A= (Posted 3/2/1998)

Products. # Describes the quantity of evidence, B.a the documentation om the
quality of evidence necessary to support a claim of drug effectiveness.

Drug Master Files. A Drug Master File (DMF) is a submission to the FDA
that may be used to provide confidential detailed information about facilities,
processes, or articles used in the manufacturing, processing, packaging, and
storing of one or more human drugs.

rxd \\.:éi.&w.mo<\oa$\3m=_m82\mco_Smaosm\ZU\w htm 4/11/2003
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o Required Specifications for FDA's IND, NDA, and ANDA Drug Master File

Binders
ualifying for Pediatric Exclusivity. #* Certain applications may be able to
obtain an additional six months of patent exclusivity.

o Refusal to File. Fo (Issued 7/12/1993, Posted 11/26/99) Clarifies CDER's
decisions to refuse to file an incomplete application.

Laws, Regulations, Policies and Procedures

The mission of FDA is to enforce laws enacted by the U.S. Congress and regulations
established by the Agency to protect the consumer's health, safety, and pocketbook.
The Federal Food Drug, and Cosmetic Act is the basic food and drug law of the U.S.
With numerous amendments, it is the most extensive law of its kind in the world.
The law is intended to assure consumers that foods are pure and wholesome, safe to
eat, and produced under sanitary conditions; that drugs and devices are safe and
effective for their intended uses; that cosmetics are safe and made from appropriate

- ingredients; and that all labeling and packaging is HEE?_ informative, and not

mooovaé

Code e\ Federal hawiﬁss Anﬁﬂv

- %+« Code Qf Federal Regulations (CFR) The final regulations published in Em Federal
Register aw&\ published record of E.owo%a tules, final rules; meeting notices, etc.) .
are collected in the CFR. The CFR is divided into 50 titles which represent broad
areas subject to Federal regulations. The FDA's portion of the CFR interprets the
Federal Food, Drug and Cosmetic Act and rélated statutes. Section 21 of the CFR
contains all'regulations pertaining to food and drugs. The regulations aoocBma all
actions of all drug sponsors that are required under Federal law.

o 21CFR Part 314 - Applications for FDA Approval to Market a New Drug or
an Antibiotic Drug.

oo wgﬁn\\g«ﬁam. moi&aiwomimﬁow%\%n:ommonm\zp?gﬁ . 4/11/2003
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MaPPs

CDER's Manual of Policies and Procedures (MaPPs). These documents are
approved instructions for internal practices and procedures followed by CDER staff
to help standardize the new drug review process and other activities. MaPPs define
external activities as well. All MaPPs are available for the public to review to get a
better understanding of office policies, definitions, staff responsibilities and
procedures. MaPPS of particular interest to NDA applicants include:

o 6050.1. A Refusal to Accept Application for Filing From Applicants in
"~ Arrears
o 7211.1. 3 Drug Application Approval 501(b) Policy
e 7600.6. F Requesting and Accepting Non-Archivable Electronic Records for
New Drug Applications.

Prescription Drug User Fee Act (PDUFA)

On November 21, 1997, The President signed the Food and Drug Administration

Modernization Act of 1997. This legislation includes authorization for FDA to

continue to collect three types of user feés frorm applicants who submit certain new.
“drug and biological product applications. FDA was first authorized to collect user
- fees under the Prescription Drug User Fee Act (PDUFA) of 1992.

: -« Prescription. Drug User Fee Act Related Documents

NDA Forms and an:.oi_n m:v_ammmozm,

Form FDA-356h. A Application to Market a New Drug, Biologic, or An
Antibiotic Drug For Human Use

Form FDA-3397. & User Fee Cover Sheet

Form FDA-3331. #* New Drug Application Field Report

Guidance Documents for Electronic Submissions

For more information on electronic submissions, see ERSR

b
L

W
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Advisory Committees

Advisory committees provide independent advice and recommendations to the FDA
on scientific and technical matters related to the development and evaluation of
products regulated by the Agency. CDER requests advice from advisory committees
on a variety of matters, including various aspects of clinical investigations and
applications for marketing approval of drug products. Committee members are
scientific experts such as physician-researchers and statisticians, as well as-
representatives of the public, including patients. Although the committees provide
recommendations to the Agency, final decisions are made by FDA.

e CFR 21 Part 14 Public Hearing Before a Public Advisory Committee.
Detailed description of advisory committees from the Code of Federal
Regulations.

Guidance for Industry: Advisory Committees. & Includes information on

membership, conflict om interest, scheduling, and action on recommendations.
o List of Tentative Meeting Dates for Advisors and Consultants Staff. Several
, o dates have been set aside by CDER advisory committees for possible future

C R . - meetings. The subject matter and location of the Boosnmm (if they are held)

ST will be published in the m. ederal Register in the Bos% prior to Eo Boacsm
date.

o FDA gmoaﬁnm:modca 1995 to Present. Recent Qmsmodva includes
minutes, cnomsm information, slides and other aoocEmEm

wamm»mn Product Information (TPI) Project

After a 12-month collaborative effort between FDA and the Pharmaceutical Research
Manufacturers Association (PhRMA), FDA’s Office of Drug Evaluation IV (ODE
IV) started a pilot test of a tool that may improve the drug development process.
This tool is the Targeted Product Information (TPI) Document. The sponsor writes
the TPI to guide the design, conduct, and analysis of clinical trials so that at the end
of the development program, the sponsor will have gathered the necessary data to
support the desired outcome, the approval and appropriate labeling, or package insert,
2 of the drug under development.

Eﬁ”\\ési.am.moi&Q\SmEmﬁoQ\%v:Scozm\ZU\w htm 4/11/2003
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e TPI Program Overview. Includes background information, intent of the TPI

document, what the TPI document is and is not, plus a summary.

o TPI Template. The template provides a recommended outline for a TPI with a

- description of suggested information for each section.

AN Back to Top

Related Topics

Investigational New Drug Application (IND) Webpage Provides resources to
assist drug sponsors with submitting applications for approval to begin new
drug experiments on human subjects.

Abbreviated New Drug Application (ANDA) Webpage Provides resources to
assist drug sponsors with submitting applications to market a generic drug.
Combination Products Program Combination products often involve cutting
edge, novel technologies that raise not only unique scientific and technical
questions, but also regulatory challenges related to where and how they should

“be regulated in order to ensure adequate m:a oozmaﬁoi Rmc_ﬁoJ\ oversight.

L= (Posted 9/5/2002)
Drug Application Regulatory Com _Esom The approval process for new &cm

" applications inclides a review of the Smu:mmnanow s compliance with Current

Good Manufacturing Practice. This web page ﬁﬂoSmom resources to wo_v meet
compliance. ,

‘Post Updm->c38<,m~ Activities The goal of OUmW.m post aEm-%E%E

activities is to monitor the ongoing safety of miarketed drugs. This is- = .
mooon%:mw@m by reassessing drug risks based on new data learned mwma the

. drug is marketed, Ea RooBBosmEm ways of trying to most m%nom:mﬂmq

manage that risk.

Information for O:Eom_ Investigators Webpa lm: ToSQom nom_:m:o:m and
guidelines to scientists who design and run experiments (clinical trials) to test
the safety and effectiveness of new drugs on human subjects.

mall Business Assistance Program Webpage.
Electronic Regulatory Submission and Review (ERSR) Webpage Provides
information on electronic drug applications, application reviews, Electronic
Document Room, and other ERSR projects.

- w%“\\sjé.aw.moin&ﬂknm&ﬁo@&g:ommosm\zd?gd 4/11/2003
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PROOF OF SERVICE BY OVERNIGHT DELIVERY

I declare that T am employed w1th the law firm of Morrison & Foerster wer, whose address is
425 Market Street, San Francisco, California, 94105; I am not a party to the within cause; I am over
the age of eighteen years and I am readily fam111ar with Morrison & Foerster’s practice for collection
and processing of correspondence for overseas delivery and know that in the ordinary course of
Morrison & Foerster’s business practice the document described below will be deposited in a box or
other facility regularly maintained by UPS or delivered to an authorized courier or driver authorized
by UPS to receive documents.on the same date that it is placed at Morrison & Foerster for collection.

[ further declare that on-the date hereof I served a copy of:

Registrant Anticancer, Inc.’s Notice of Reliance: Printouts from Website of The
Center for Drug Evaluation and Research

on the following by placing a true copy thereof enclosed in a sealed envelope with delivery fees
provided for, addressed as follows for collection by UPS at Morrison & Foerster Lie, 425 Market
Street, San Francisco, Cahforma 94105, in accordance with Morrison & Foerster’s ordinary business
practices:

Mark H. Jay, Esq.
Mark H. Jay, P.A.
71 Baltusrol Way
Short Hills, NJ 07078-2457 -

I declare under penalty of peljury under the laws of the State of California that the above is
true and correct.

Executed at San Francisco, California, this 11th day of April, 2003.

Lucia M. Sario- . | ‘AMW

(signature)

sf-1188149
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IN THE UNITEQ/STATES PATENT AND TRADEMARK OFFICE

Petitioner: . Alfacéll Corporéﬁon
Registrant: ~ _ Anticancer, Inc. 7
Mark: - ONCASE

Reg. No.: 1,987,%445
Cancellation No.: 32,205

CERTIFIéATE OF MAILING BY EXPRESS MAIL

Trademark Trial and Appeal Board -
Assistant Commissioner for Trademarks
2900 Crystal Drive -
Arlington, VA 22202-3513

Dear Sir:
Express Mail Label No.: EV 240722497 US

Date of Deposit: April 11,2003.. =
I hereby certify that the attached Registrant Anticancer, Inc.'s Notice of Reliance:
Website of Opposer Alfacell Corp.,; Registrant Anticancer, Inc.’s Notice of Reliance:
Printouts from Website-of The Center for Drug Evaluation and Research; Registrant
Anticancer, Inc.’s Notice of Reliance: Printouts from Website of The Office of Drug
Safety; Registrant Anticancer, Inc.’s Notice of Reliance: Article from The Journal
Pharmaceutical Executive; Websites Showing The Circulation of Various Scientific
Journals and receipt verification postcard are being deposited with the United States Postal
Service Express Mail delivery as “Express Mail Post Office to Addressee” service under
37 C.F.R § 1.10 on the date indicated above, and is addressed to: Trademark Trial and Appeal
Board, Assistant Commissioner for Trademarks, 2900 Crystal Drive, Arlington, VA 22202-
3513.

Respectfully submitted,
\

A A

Chase Trombella

By:




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
- " BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

Alfacell Corporation s Cancellation No.: 32,202
Petitioner. . / SN ~ Registration No. 1,987,445

Vs.

Anticancer, Inc. 04-11-2003

U.S. Patent & TMOfc/TM Mail Ropt D1, #39
Registrant - . = l

RECISTRANT ANTICANCER, INC.’S NOTICE OF RELIANCE:
WEBSITES SHOWING THE CIRCULATION OF VARIOUS SCIENTIFIC JOURNALS

Pursuant to.37.C.FR. § 2.122(d)(2) énd Rule 703.02(a) of the Trademark Trial and Appeal
Board Manual of Procedure, R}egistrant Anticancer, Inc. (“Registrant™) hereby submits this Notice of
Reliance during its testimony ﬁeﬁod. Anficancer is relying upon the following: a printout from the
website of the American Association for Cancer Research, showing circulation information for the
journals Cancer Research and E:jClim'c»al Cancer Research; a printout from the website of The Journal
of the National Cancer lnstituié,showing that journal’s circulation information; a printout from the
International Institute of Antiq;ncer Research showing circulation information for the journal
Anticancer Research; a printou:t from the {ivebsite of the National Academies, showing circulation
information for Préceédings ojéthe National Academy of Sciences of the United States of America,
and printouts from the Gale Détaba&e of ‘Publica'tions and Broadcast Media showing circulation
information for the»:joﬁmals Prb,ceedings of the National Académy of Sciences of the United States of
America, Clinical Cancer Reséérch, and Cancer Research.r

These printouts are rele%\jlant because fhey support the conclusion that Registrant’s mark
ONCASE is not likely to cause confusion with Petitioner Alfacell Corp.’s (“Petitioner”’) mark

ONCONASE given that there has yet been no actual confusion despite a long period of concurrent

sf-1483030



use in overlapping channels of trade. Specijﬁcally, the printouts establish thét’ the journals in which
the ONCASE product aﬁd the ONCONASE product were discussed are journals of wide distribution.
The Board recognizes that urfder the Du Pont erlihood of confusion analysis, a long period of
concurrent, simuitaneous use;—of two marks, without any instances of actual confusion is persuasive
evidencé that theré_ is no Vlike“lihood of confusion betw;en the two marks. Application of E.I. DuPont
DeNemours & Co., 476 F.2d 1357, 1361, 177 U.S.P.Q. (BNA) 563, 567 (C.C.P.A. 1973); G.H.
Mumm & Cie v. Desnoes & Geddes Ltd., 917 F.2d 1292, 16 USPQ2d 1635, 1638 (Fed. Cir. 1990);
Marcal Paper Mills, Inc. v. American Can éompany, 1981 TTAB LEXIS 9 at *39.

The attached printouts;meetlall reQuirements for admissibility. Printed publications, including
electronically generated doc@énfs, may be introduced in evidence by a notice of reliance. TBMP
§708;37 CFR. §2.122(e). =

Based upon these authérities, Anticancer respectfully requests that the attached material be
admitted in evidénce'. |

Dated: April 11,2003, |
ﬂ ~ Respectfully submitted,

- By d % »4, (i Z
o7 U
Jennifer Lee Taylor
Attorney for Registrant

: MORRISON & FOERSTER vir

425 Market Street

. "~ San Francisco, California 94105-2482
Telephone: (415) 268-6538
Facsimile: (415) 268-7522

sf-1483030




f iAdvertising - American Association for Cancer Research - Page 1 of 2

B

' AACR Annual Meeting
"~ Home

pportunities for
Corporate Participation

. Sponsorship

.| Exhibiting

‘] Advertising

A Advance Registration

- Mail List

. ‘g d .
American Association for Cancer Research 93" Annual Meeting

Annual Meetlng >>> Opportunmes for Parﬁcupatlon >>> Advertising

Advertising

Expand your companys presence at the AACR annual meetlng by placing an ad in one or more of
the AACR pubtications listed below. Combined frequency rates are available for ads placed in the
Program and any AACR journal. Each of these publications will be distributed to meeting attendees,
giving your promotlonal message hlgh visibility'among an influential group of cancer professionals.

AACR 92nd Annual Meetmg Program :
An important resource that is distributed to all meeting attendees, as well as AACR members who
subscribe to any AACR Joumal Circulation: 19,000.

Cancer Research ‘
The most-cited cancer journal in the world. A vital source of groundbreaklng research for cancer
professionals worldwude Circulation: 9,500.

Clinical Cancer Research ~ :
A valuable publication for oncologists and other cancer professionals who require reports of the
latest clinical and translational cancer studies. Circulation: 4, 600.

Cancer Epldemlology, Blomarkers & Prevention
A highly ranked jourhal that provudes international coverage of three dynamic fields. Circulation:
2,800.. A

Cell Growth & D|fferent|at|on
A timely source of research into normal and abnormal cell behavior and cell growth control.
Circulation: 2,400.

Molecular Cancer Therapeutlcs

A new AACR journal-launching in Fall 2001. Featuring basic research studies that have an impact on
cancer therapeutics. Consider advertising in the March 2002 issue, which will be distributed at the 93r«
AACR Annual Meetmg

To reserve your ad space, or for more information:
Contact M. J. Mrvica=Associates, Inc.

Telephone: (856) 768-9360

FAX: (856) 753-0064.

http://www.aacr.org/2002AM/Opponunities/Advertising/advertising.html e 4/11/2003




: Sign In to INCI Cancer Spectrum - -
" Go To: Home > INCI > Advertising Rates ..

~ Cancer Spectrum: JNCI - Advertising Rates - | Page 1 of 4

HOME SEARCH Y TOPIC CUSTOMIZE HELP

FEEDBACK

: iAdvertising Rates
~Journal of the National Cancer Institute

. For Advertising Insertion Orders

... PRC Associates, The Annexe, Fitznells Manor Chessmgton Road Ewell, Surrey, KT17 1TF, UK.
- - Tel: +44 (0) 020 8786 7376

‘Fax: +44 (0) 020 8786 7262

- Email: mail@prcassoc.co.uk

“Journal Contact (express mail address)

Adpvertising Coordinator

" Journal of the National Cancer Institute

Suite 500, 8120 Woodmont Ave.
‘Bethesda, MD 20814-2743

~ USA

Tel: 301-841-1284

" Fax: 301-841-1299
-+ B-mail: halbirtk@oupjournals.or |

. WHY THE WORLD'S LEADING CANCER SPECIALISTS AND THE INTERNATIONAL
" BIOMEDICAL COMMUNITY TURN FIRST TO THE JOURNAL OF THE NATIONAL
- CANCER INSTITUTE:

e AUTHORITATIVE
The most respected and trusted in the cancer field. -
o INFLUENTIAL

The world's most cited odginal-researqh cancerjourﬁal, a position it has held since 1994. -

o ACCESSIBLE

Journal staff edit all papers for accuracy, consistency, and readability by specialists and nonspecialists alike.

e UP-TO-DATE

http://incicancerspectrum.oupjournals.org/misc/jnci/adrates.dtl " 4/11/2003




~ Cancer Spectrum: JNCI - Advertising Rates

Page 2 of 4

Each issue is packed with the latest research findings, reviews, and commentaries, as well as an extensive

section offering the latest news on cancer-related science, policy, politics, and people.

~ The Journal of the National Cancer Instztuié remains the Number 1 jbumal in the field, publishing the best original
_research papers in oncology from around the world. Internationally acclaimed as the source of the most up-to-date

. information and news from the rapidly changing fields of cancer research and treatment, the Journal of the National

. CIRCULATION: 7,000

- Cancer Institute now carries advertisements.

MARKET AND COVERAGE

. _Journal readership includes cancer researchers, oncologists, 1ntermsts hematology/oncologists, surgeons, physicians,

epidemiologists, educators, and policy makers Subscription distribution: North America, 70%; Europe, 20%; Japan,

~4%); rest of world, 6%.

_‘Black—and-White Rates

' DISPLAY ADVERTISING RATES.Zin US$)

510

'lx 3x 6x 12x 18x 24x
Full Page, $ 1420 }350 1280 1205 1135 1065
Half Page, $ 975 920 i 875 825 780 730
Third Page, $ 790 750 710 670 635 NA.
Quarter Page, $ 675 645 615 , 570 540 N.A.
Sixth Page, $ 490 465 445 420 N.A.

" N.A. = Not applicable.

» Additional Charge for Color

e Facing text: 25%

¢ 2nd cover (IFC): 35%
e 3rd cover (IBC): 25%
o Facing contents: 25%

. Cover and Special Position Rates

¢ Standard color: $625 per page or fraction
» Matched color: $700 per page or fraction
¢ Four color: $1600 per page or fraction |

'http://jncicancerspectrum.oupjournals.org/misc/jnci/adrates.dtl

4/11/2003




fCLASSIFIED ADVERTISING

_i -Cancer Spectrum: JNCI - Advertising Rates Page 3 of 4

. Miscellaneous

e Agency commission: 15%

- MECHANICAL DATA
» Unit Sizes:

. Spread (2 facing pages), w x h: 14 5/8" x 9.3/4"
Full page size, w x h: 7 5/16" x 9 3/4"

Half page (horizontal) w x h: 7 5/16" x 4 3/4"
Half page (vertical) w x h: 3 1/2" x 9 3/4" .

- Quarter page size, w x h: 3 1/2" x 4 3/4"
.. Bleed Sizes:
. Trim page size, w x h: 8 1/2" x 11"
. Bleed page size: allow 1/4" (3 mm) trim on each bleed edge
- - Halftone screen: 150 line

- Single- and Two-Color Advertisements

. Please supply same-size, camera-ready artwork or negative film.

‘Four-Color Advertisements

- :Color-separated negatives and a set of progresswe proofs are requlred Right-reading, emulsion-side-down films are
- preferred.

-Advertisements are now being accepted for»employmént, awards, grants, fellowships, conferences, symposia, etc.
. These advertisements are placed at the back of the journal.

- ‘Display Classified Advertising

_ Rates for black-and-white reproduction of display advertising'ére as follows:

o Full page: $1420
Half page: $975
Third page: $790
Quarter page: $675
Sixth page: $510

Display classified advertisements in camera-ready format, supplied as three original copies of artwork (plus identical

- artwork on disk) or as film negatives, should be sent to the advertising coordinator at the Journal office (see address

below).

‘ ~ All Display Classified Advertisements Must Be Set in a Box Rule

http://jncicancerspectrum.oupj oumals.org/misb/ Inci/adrates.dtl : 4/11/2003




“‘Cancer Spectrum: JNCI - Advertising Rates Page 4 of 4

~ Full page box, w x h: 7 5/16" x 9 3/4"

Half page box, w x h: 7 5/16" x 4 3/4"

Half page vertical w x h: 3 1/2" x 9 3/4"
_Third page box, w x h: 4 11/16" x 4 3/4"
-Quarter page box, wx h: 3 1/2" x 4 3/4"
-Sixth page box, w x h: 2 1/4" x 4 3/4"

- Copy to Be Set by the Journal

.As a service to advertisers, the Journal can fypeset' and format display classified advertisements. Fax text and layout

- -guidelines to PRC Associates (see address below). Production charges are as follows:

Full page: $130
Half page: $115
Third page: $100
Quarter page: $100
Sixth page: $100

ADVERTISEMENT PREPARATION

" Please use American English spelhngs unless an alternate spellmg is part of a proper name. Be sure to spell check all

- copy before printing the final version. When-preparing full-page display advertising, layout the page for an 8 1/2" x
" 11" measure. For best appearance, allow sufficient white space between copy and the box rule around the

. advertisement. When supplying single-color camera-ready artwork for display advertisements, please send three
f ongmal prints (plus the identical artwork on dlsk) or send film negatives.

Copyright © 2003 Oxford Umversxgy Press (unless otherwise stated)

Oxford University Press Privacy Policy and Lezal Statement

http;//jncicancerspectrum.oupjoufnals.org/miscj{jnci/adrates.dtl ) 4/11/2003




" [IAR - ADVERTISING IN ANTICANCER RESEARCH ~ Page 1 of 2

ANTICANCER RESEARCH

International Journal of Cancer Research and Treatment

ISSN: 0250-7005

' ADVERTISING IN ANTICANCER RESEARCH

~Letter from the Managing Editor

| :Dear Advertiser:

I

.. The exceptional success of ANTICANCER RESEARCH is attributed to (a) the superior quality of contents selected by an

. - -international Editorial Board consisting of eminent authorities in all fields of oncology, and (b) the rapid publication of alt accepted
. - material using the highest technical standards. For these reasons ANTICANCER RESEARCH has been respected and

% -f«enthusuastically supported all over the worid.

. We strongly believe that ANTICANCER RESEARCH can sefrve as a powerful means for advertising products useful in cancer
_research and treatment, both in the laboratory and the clinic. We are certain that you will consider advertising your products in

ANTICANCER RESEARCH, and that you will soon discover the advantages a specialized and widely respected journal may have

for the advancement of your trade mternatlonally

We are pleased to offer your Company our special adveﬁis'ing rateé and we hope you'll join us soon.
Please feel free to contact us for further informaéiion and wifh any queries that you may have.
Sincerely,

:, J.G. Delinassios
. Managing Editor

. Information For Advertising ‘ R

. éirculation in 2003 will be in excess of 1400 copies per issue. Apprbx 95% of this circulation is institutional library subscriptions
including major universities, hospitals and medical research institutes worldwide. Moreover, approx. 300 copies of each issue are
regularly distributed free of charge to.the Editors, Authors Agencies, etc.

i Dlstnbutlon of institutional subscriptions:

e USA. 43%
e Canada 3%

e Europe 40%

'::http://www.iiar-anticancer.org/research/adveljﬁjsing.htm ' _ ‘ 4/11/2003




" 1 page Euro 700.00

IIAR - ADVERTISING IN ANTICANCER RESEARCH | | Page 2 of 2

o Australia 1%
e Japan 10%

e Elsewhere 3%

‘Closing dates : For space : 4 weeks before pubication date. For final copy sending :2 weeks before publication date.

‘Materials: Litho-artwork or right-reading film positives, Leﬁer—pfess blocks or copy ready marked up for setting.

LColor should be appropriately marked.

~ Unit sizes :

EType area Width Height
.. Full page 173mm  230mm
‘Bleed page 220mm  290mm

Trim size of page  210mm  275mm

 S$pecial advertising rates for 2003 - 2004 :

. ¥ page Euro 300.00

- Discounts : A discount of 20% on the above rates is provnded for 3 or more entries of the same advertlsement Publisher's
‘discount : 20%.

:"Color rates : Euro 170.00 for second color per pége.
~“Full page color : Euro 650.00
. Bleed: Charge : Euro 30.00

Further information : Any quenes concerning advertlsmg should be addressed to: ANTICANCER RESEARCH Editorial Office,
.. Intemational Institute of Anticancer Research, 1st km Kapandritiou- Kalamou Rd., Kapandriti, P.O.B. 22, Attiki 19014, Greece. Tel

i-& Fax: 0030-22950-53389, e-mail : lournals@uar-antlcancer org

htt]p://www.iiar-anticancer.org/research/advertising.htm , , - 4/11/2003




- Publications

: THE NAT'ONAL ACADEMIES | C-- Re <;rt Outlines Priorities for ‘Arm Homeland Securit

f Advisers 1o the Notion on Smme fug!neenng, ond Medicine Efforts
Read 2500+ Raports Online |_Publications | sitomap JI Foodback |
. Quick Search
 ABOUT THE NATIONAL
ACADEMIES
EMPLOYMENT . 1o
FOR CONGRESS
FOR MEMBERS . . )
RIVIHG 10 THE o More than 2,500 reports from the National Academies are
HATIONAL ACADEMIES available online free for the reading from the National Academy
PRESIDENTS' CORNER Press. Site visitors can search the full text of online reports and
SUBSCRIBE T0 purchase printed Copies at a 20% discourit.
WHAT'S NEW!

+ The Transportation Research Board bookstore features ordering
information for publications about transportation policy and
practice in nine general subject categories: planning,
administration, and environment; design; materials, construction,
and maintenance; operations and safety; aviation; public transit;
rail; freight transportation {multimodal); and marine transportation.

» The National Academies In Focus features a broad range of
activities at the Academies and is published three times a year.
Read the online edition for free, or subscribe by sending a check
to In Focus, P.O. Box 665, Holmes, PA 19043. Checks should be
made payable to The National-Academies In Focus; $10 for three
issues in the United States, $12 in Canada and other countries
(U.S. currency only).

e The Bridge, a quarterly report of the National Academy of
Englneenng, addresses issues of engineering and technology
policy. Back issues are also avallable at The Bridge Archives.

o Proceedings of the_National Academy of Sciences is a
multidisciplinary journal that covers the physical, biological and
social sciences. Published bi-weekly, Proceedings disseminates
the work done by leading researchers and reaches more than
25,000 readers worldwide. Proceedings is ranked as the second
most-cited scientific serial in the world by the Institute for Scientific
Information. Browse abstracts from the latest scientific research
papers, or view full‘articles from selected back issues for free in
the online edition. Subscriptions also are available.

e Issues in_Science and Technology is the quarterly policy journal
published by the Cecil and Ida Green Center for the Study of
Science and Society at the University of Texas at Dallas in
cooperation with the National Academy of Sciences. Issues
features articles that analyze current topics in science, technology,
and health policy and recommend actions by government,
industry, academia, and individuals to solve pressing problems.
View selections from recent issues or subscribe online.

e Beyond Discovery: The Path from Research to Human Benefit is

http://www.nationalacademies.org/publications/

Page 1 of 2
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“DialogWeb ' ' Page 1 of 1

- 4/9/1 DIALOG(R)File 469: Gale DB of Publ & Broad.Media (c) 2002 Gale Research Inc. All rts. reserv.

09995820

- Title: Proceedings of the National Academy of Sciences of the United States of America ~

--National Academy of Sciences

12101 Constitution Ave. ' . oo
Washington, DC 20418 '

. Phone: (202)334-2672

‘Fax: (202)334-2739

 E-Mail: pnas@nas.edu

URL: http://www.pnas.org

. Editors/Key Personnel: Nicholas R. Cozzarelh Edltor Kenneth R. Fulton Publisher; DlaneM Sullenberger,

Executive Ed.

 Founded: 1915
~ Abstract: Journal of multidisciplinary scier;(;es.
- Language: English

' Frequency/Update Freq.: Biweekly

. Printing Method: Offset. Size: 83/8 x 10 778,

- Cols. per Pg.: 2. Col. Width: 20 picas. Col. Depth: 58 1/2: picas.

Price (subscription): $225 individuals ; $1,100 institutions ; $375 other countries ; $1,375 institutions ; $100
- .individuals online ; $250 students /postdoctoral (same rate for domestic and forelgn)

f ISSN 0027-8424 :

. Advertising Accepted: YES o

" AD Rates: g ’ .
~ Accepts advertising. o .

. AD Rate - BW: $ 1925

“AD Rate - 4C: $ 3075

- Circulation - paid: 7,200 ( Estimate)
- Circulation - non-paid: 2,300 ( Estimate) *
Additional Formats: Alternate Formats: microform.

iDescnptors Trade, Technical, and Professmnal Pubhcanons Science (General)

' Document Type: Periodical
-Source: Gale Directory of Publications and Broadcast Media ( GDPBM)

Gale DB of Publ.& Broad.Media (Diz2log® File 469): (c) 2002 Gale Research Inc. All rights reserved.

© 2003 The Dialog Corporation

http://Ww.dialogweb.com/cgi/dwcli¢nt?req=1.050095694522 : 4/11/2003




DialogWeb : Page 1 of 1

B 1/9/1 DIALOG(R)File 469:Gale DB of Publ & Broad. Medla (c) 2002 Gale Research Inc. All rts. reserv.
© 09979559

= Title: Cancer Research
. Subtitle: An Official Journal of the Amen'éan Association for Cancer Research

- American Association for Cancer Research, Inc. -
. 150 S. Independence Mall West, Ste. 826 .
- Philadelphia, PA 19106-3483 :
"~ Phone: (215)440-9300 , ) -
~ Fax: (215)440-9354 ;
E-Mail: aacr@aacr.org pubs@aacr.org

. Editors/Key Personnel: Morgah Robinson, Editor, fax (215)440-9355, robinson@aacr.org; Margaret Foti, Managing
- - Editor, foti@aacr.org; Michael Beveridge, Asst. Director of Publications, fax (215)440-9355 beveridge@aacr.org

" Founded: 1941
' Abstract: Journal covering clinical and laboratory cancer research.
‘Language: English

. Frequency/Update Freq.: Semimonthly -

- Printing Method: Offset. Size: 8 3/8 x 10 7/8. :

* Cols. per Pg.: 2. Col. Width: 42 picas. Col. Depth: 126 agate lines.

. Price (subscription): $610 nonmembers ; $7OO nonmembers other countries ; $1,225 institutions ; $1,355 institutions,
. other countries. :

ISSN: 0008-5472

- Advertising Accepted: YES

" AD Rates:

.. Advertising accepted; rates available upon request
.. AD Rate - BW: $ 1160

" AD Rate - 4C: $ 1990

-Circulation - paid: 8,900 ( Publisher's Stateinent )
- Circulation - non-paid: 200 ( Publisher's Statement )

3 Descriptors: Trade, Technical, and Professwnal Pubhcatlons ‘Medicine and Surgery; Laboratory Research (Scientific
- and Medical)
‘Document Type: Periodical

- Source: Gale Directory of Publications and Broadcast Media ( GDPBM)
) Gale DB of Publ.& Broad. Medla (Dialog® File 469): (c) 2002 Gale Research Inc. All rights reserved.

© 2003 The Dialog Corporation

ihtt]'p://www.dia]ogweb.com/cgi/dwclient?req= 1_=0500954848 14 - 4 4/11/2003




" DialogWeb

—————-——-—————-———-——-—-—-———————ﬁ — .

~ 2/9/1 DIALOG(R)File 469:Gale DB of Publ & Broad.Media (c) 2002 Gale Research Inc. All rts. reserv.
- 09977526

. . Title: Clinical Cancer Research

American Association for Cancer Research Inc. o
c/o Beth Notzon : - } -
" University of Texas ' i, R

.M. D. Anderson Cancer Center

1515 Holcombe Blvd.

~ Houston, TX 77030

. Phone: (713)792-6015

- Fax: (713)792-6016

- E-Mail: aacr@aacr.org

URL: http://www.aacr@org

Editors/Key Personnel: John MendelSohn;E‘Edito'r-in-Chief A

' Founded: 1994 B

| Abstract: Professional medical joumalj coV_ering clinical research on cancer.
. 1Language English

]’Frequency/Update Freq.: Monthly
... Size: 83/8x 10 7/8. : _ ,

- Cols. per Pg.: 2. Col. Width: 3 1/4 mches Col. Depth: 9 inches.
" Price (subscription): $155 individuals. ‘ B ~

- ISSN: 1078-0432

' Advertising Accepted: YES - ' -
 AD Rates: . L

- Accepts advertising.

' AD Rate - BW: § 725

},ADRate 4C: $ 830

C Clrculatlon combined: 4,552 ( Post Ofﬁce Statement )
~ Laboratory Research (Scientific and Medxcal)

. Document Type: Periodical
' Source: Gale Directory of Publications and Broadcast Media ( GDPBM)

Gale DB of Publ.& Broad.Media (Dialog® File 469): (c) 2002 Gale Research Inc. All rights reserved.
NN R =

© 2003 The Dialog Corporation

hitp://www.dialogweb.com/cgi/dwclient?req= 1050095574916

Page 1 of 1

Descnptors Trade, Technical, and Professxonal Pubhcanons Medlclne and Surgery; Health and Healthcare;

4/11/2003




PROOF OF SERVICE BY OVERNIGHT DELIVERY

I declare that I am employed with the law firm of Morrison & Foerster e, whose address is
425 Market Street, San Francisco, California, 94105; I am not a party to the within cause; [ am over
the age of eighteen years and I am readily familiar with Morrison & Foerster’s practice for collection
and processing of correspondence for overseas delivery and know that in the ordinary course of
Morrison & Foerster’s business practice the document described below will be deposited in a box or
other facility regularly maintained by UPS or delivered to an authorized courier or driver authorized
by UPS to receive documents on the same date that it is placed at Morrison & Foerster for collection.

I further declare that on the date hereof I served a copy of:

Registrant Anticancer, Inc.’s Noﬁce of Reliance: Websites Showing the Circulation
of Various Scientific Journals

on the following by placing a lfrue copy thereof enclosed in a sealed envelope with delivery fees
provided for, addressed as follows for collection by UPS at Morrison & Foerster uie, 425 Market
Street, San Francisco, California, 94105, in accordance with Morrison & Foerster’s ordinary business
practices: ' " :

Mark H. Jay, Esq. -

Mark H. Jay, P.A.

71 Baltusrol Way

Short Hills, NJ 07078-2457

I declare under penaltyof perjury under the laws of the State of California that the above is
true and correct. i

Executed at San Francisco, California, this 11fh day of April, 2003.

LuciaM. Sario . - _ MM

(signature)

sf-1188149




INTHE UNITED STATES PATENT AND TRADEMARK OFFICE

Petitioner: Alfacéll Corpor-étionr
Registrant: ' _ Antic;ancer,’lnq.“
Mark: - ONCASE .
RegNo. 1987445
Cancellation No.: 32,202

' CERTIFICATE OF MAILING BY EXPRESS MAIL

Trademark Trial and Appeal Board -
Assistant Commissioner for Trademarks
2900 Crystal Drive .
Arlington, VA 22202-3513

Dear Sir:

Express Mail Label No.: EV 240722497 US

Date of Deposit: April'11, 2003 .
I hereby certify that the attached Registrant Anticancer, Inc.'s Notice of Reliance:
Website of Opposer Alfacell Corp.,; Registrant Anticancer, Inc.’s Notice of Reliance:
Printouts from Website of The Center for Drug Evaluation and Research; Registrant
Anticancer, Inc.’s Notice of Réliance: Printouts from Website of The Office of Drug
Safety; Registrant Anticancer, Inc.’s Notice of Reliance: Article from The Journal
Pharmaceutical Executive; Websites Showing The Circulation of Various Scientific
Journals and receipt verification postcard are being deposited with the United States Postal
Service Express Mail delivery as “Express Mail Post Office to Addressee” service under
37 C.F.R § 1.10 on the date indicated above, and is addressed to: Trademark Trial and Appeal
Board, Assistant Commissioner for Trademarks, 2900 Crystal Drive, Arlington, VA 22202-
3513. : ‘

Respectfully submitted,
\

A A

Chase Trombella

By:




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
.. BEFORE.THE TRADEMARK TRIAL AND APPEAL BOARD

Alfacell Corporation Cancellation No.: 32,202

Petitioner

v. S au—

Anticancer, Inc. --

Registration No. 1,987,445

04-11-2003 ,‘.
patent & TMOTGITH Mail Rept DL #39

|
. Registrant - Us.
- 7 v |

REGISTRANT ANTICANCER, INC.’S NOTICE OF RELIANCE:
. WEBSITE OF OPPOSER ALFACELL CORP.

Pursuant tb 37 CER. § 2.122(d)(2) and Rule 703.02(a) of the Trademark Trial and Appeal
Board Manual of Procedure, lgegistfant'Anticaﬁccr, Inc. (“Registrant”) hereby submits this Notice of
Reliance during its testimony ;)eriod. Anticancer is relying upon printouts from the website of
Petitioner Alfacell Corp. (“Pe;itioner”).-i »

The printouts from Petitioner’s website are relevant because they support the conclusion that
Registrant’s mark ONCASE 1s not likely to cause confusion with Petitioner’s mark ONCONASE.
Specifically, the printouts from Petitioner’s website establish that Petitioner’s ONCONASE mark
was widely promotved.v The Béard recognizes that under the Du Pont likelihood of confusion
analysis, a long period of conéimrent, simultaneous use of two 'marks, without any instances of actual
confusion is persu;isivé evideni:e that there is no likelihood of confusion between the two marks.
Application of E.I. DuPont De-];\femours & Cb., 476 F.2d 1357, 1361, 177 U.S.P.Q. (BNA) 563, 567
(C.CP.A. 1973)?G‘H' Mumm & Cie v. Desnoes & Geddes Ltd., 917 F.2d 1292, 16 USPQ2d 1635,
1638 (Fed. Cir. 1990);:Marcal }’aper Mills, Inc. v. American Can Company, 1981 TTAB LEXIS 9 at
*39,

sf-1482508
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i' ¥

The attached printoutis.from Petitioner’s website meet all requiremeﬁts for admissibility.
Printed publications, including electronicallly generated documents, may be introduced in evidence by
a notice ofrehance TBMP § 708; 37 C. F R. § 2.122(e).

Based upon these authontles Antlcancer respectfully requests that the attached material be

admitted in evidence.
Dated: April 11,2003
. Respectfully submitted,

Byﬂz/ AZL

J enmfer Lee Taylor
" Attorney for Registrant

| MORRISON & FOERSTER LLp
IS o - .. 425 Market Street
- _ - -San Francisco, California 94105-2482
- . ' “Telephone: (41 5) 268-6538
Facsimile: (415) 268-7522
{
|
|

sf-1482508




Alfacell Corporation ‘ , Page 1 of 1
¥ . .

ALFACELL...
world leader in RNase
therapeutic development

ALFACELL Corporation is_gi
biopharmaceutical company:
engaged primarily in the research
and development of novel .
ribonuclease (RNase) enzymes for.
various therapeutic applications.
ONC 0NASE®, a novel RNase, is
being investigated in a multicenter
Phase III trial for patients with
malignant mesothelioma (asbestos—

ABOUT ALFACELL

related cancer 3
). CONTACT US
LITERATURE & LINKS
About Alfacell | Alfacell Current Events | Alfaceli Clinical Programs | Registration This site has been
—_— i - recognized by:
©1998-99, Alfacelt Corporation
225 Belleville Avenue, Bloomfield, NJ 07003 : 4@.«' E\,;}{
Phone: 973-748-8082 Fax: 973-748-1355 ... R
http:Awww.Alfacell. comy - C[te." 2
http:/iwww.Onconase.com/ .
r@& ) (‘
Wi
General email: nfo@AlfaceH com C)!ﬁ

http://www.alfacell.com/ - 4/9/2003




AlfacellPublications 1988 to 1994

Related Links

Research
Presentations

Publications
2000 to 2002

Publications
1995 to 1999

Home

Publications

1988 to 1994

Refined 1 7A X-ray Crystallographlc Structure of P-30
Protein, an Amphibian Ribonuclease with Anti-tumor
Activity. S. C. Mosimann, W. Ardelt and M. N. G. James.

Journal of Molecular Blology 236: 1141-1153, 1994.

Cytotoxic ONCONASE and Rlbonuclease A Chimeras:
Comparison and In Vitro Characterization. S. Rybak, D.
Newton, S. Mikulski, A Vlera R. Youle. Drug Delivery 1:
3-10, 1993

Phase | HumannClinicél Trial of ONCONASE (P-30 Protein) -

Administered Intravenously on a Weekly Schedule in Cancer
Patients with Solid Tumors. S. Mikulski, A. Grossman, P.
Carter, K. Shogen J. Costanzi. International Journal of
Oncology 3: 57-64,1993.

A Cytotoxic Ribonuclease: Study of the Mechanism of
ONCONASE Cytotoxicity. Y. Wu, S. Mikulski, W. Ardelt, S.
Rybak, R. Youle. The Journal of Biological Chemistry
268: 10686 10693, 1993

Human Tumor Cell Growth Modulatory Effects of the
AEBS/H -binding Drugs Use as Single Agents and in

CdmbinatiQn with a Novel Amphibian Oocyte RNase. S.
Mikuiski, A.-Viera, K. Shogen. International Journal of
Oncology 2: 807-81 2,1993.

Comparatlve Molecular Modeling and Crystallization of P-30
Protein: A Novel Antitumor Protein of Rana pipiens Oocytes
and Early Embryos. S. Mosimann, K. Johns, W. Ardelt, S.
Mikuiski, K..Shogen, M. James. PROTEINS: Structure,
Functlon and Genetics 14 392-400, 1992.

Synergism Between a Novel Amphlblan Oocyte
Ribonuclease and Lovastatin in Inducing Cytostatic and
Cytotoxic Effects in Human Lung and Pancreatic Carcinoma

- Cell Lines. S. Mikulski, A. Viera, Z. Darzynkiewicz, K.

Shogen. British Journal of Cancer 66: 304-310, 1992.

Amino Acid Sequence of an Anti-tumor Protein from Rana
pipiens Oocytes and Early Embryos. Homology to
Pancreatic Ribonucleases. W. Ardelt, S. Mikulski, K.
Shogen. The Journal of Biological Chemistry 266: 245-
251, 1991.

Striking Increase of Survival of Mice Bearing M109 Madison
Carcinoma Treated With a Novel Protein From Amphibian
Embryos. S. Mikulski, E. Bernstein, W. Ardelt, K. Shogen,
H. Menduke. Journal of the National Cancer Institute
82: 151-153, 1990.

http://www.alfacell.com/pub88to94.htm

Page 1 of 2

4/9/2003




AlfacellPublications 1988 to 1994 - : Page 2 of 2

T

Tamoxifen and Trifluoroperazine (Stelazine) Potentiate
Cytostatic/Cytotoxic Effects of P-30 Protein, a Novel Protein
Possessing Anti-tumour Activity. S. Mikulski, A. Viera, W.
Ardelt, H.:-Menduke, K. Shogen. Cell Tissue Kinet 23: 237-
2486, 1990:.

Cytostatic and Cytotoxic Effects of Pannon (P-30 Protein), a
Novel Anticancer Agent. Z. Darzynkiewicz, S. Carter, S.
Mikulski, W. Ardelt, K. Shogen. Cell Tissue Kinet 21:
169-182, 1988. :

©1998-99, Alfacell Corporation :
225 Belleville Avenue, Bloomfield, NJ 07003 -
Phone: 973-748-8082- Fax: 973-748-1355

General email: lnfo@i Alfacell.com

http://www.alfacell.com/pubS8to94;htm ‘ 4/9/2003
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Alfacell Publications 1995 to 1999 ' Page 1 of 2

REVIEW: .. Natural and Engineered Cytotoxic
Ribonucleases: Therapeutic Potential. Susanna M. Rybak
and Diane L.. Newton.. Experimental Cell Research 253:
325-335, 1999.

Interferon ’:EnhanCes the Activity of the Anticancer
Ribonuciease, Onconase. Veena M. Vasandani, Joann C.

7 Castelli, Jonathan S. Hott, Shailendra Saxena, Stanislaw M.

Mikulski, and Richard J. Youle. Journal of Interferon and

Cytokine Research 19: 447-454, 1999.

Cell Cycle-Related Differences in Susceptibility of NIH/3T3
Cells to Ribonucleases. Mark R Smith, Dianne L Newton,
Stanislaw M. Mikulski, and Susanna M. Rybak.
Expenmental Cell Research 247: 220-232, 1999.

~ Enhanced in vitro Cytotoxncnty and Cytostasis of the

Combination of ONCONASE with a Proteasome Inhibitor.
Stanislaw M. Mikulski, Alejandro Viera, Andrzej Deptala, and

- Zbigniew Darzynkiewicz. International Journal of
- Oncology 13: 633-644, 1998.

G, Arrest of U937 Cells by ONCONASE is Associated with

Suppression of Cyclin D3 Expression, Induction of p16
INK4A, p21-WAF1/CIP1 and p27 KIP and Decreased pRb

" Phosphorylation. G. Juan, B. Ardelt, X. Li, SM Mikulski, K.

Shogen, W: Ardelt, A. Mittelman, and Z. Darzynkiewicz.

Leukemia 12: 1241-1248, 1998.

Potentiation. of Tumor Necrosis Factor induced Apoptosis by

- ONCONASE. A. Deptala, H. D. Halicka, B. Ardelt, W.

Ardelt, S. M: Mikulski, K. Shogen, and Z. Darzynkiewicz.

International Journal of Oncology 13: 11-16, July 1998.

Molecular Determinarits in the Plasma Clearance and

Tissue Distribution of Ribonucleases of the Ribonuclease A

Superfamily. V. Vasandani, Y. Wu, S. Mikulski, R. Youle, C.

Sung. CancerResearch Vol. 56: 4180-4186, September
1996.

Inhibition of HlV-1 Productlon and Selective Degradation of

Viral RNA by an Amphibian Ribonuclease. S. Saxena, M.

Gravell, Y. Wu, S. Mikulski, K. Shogen, W. Ardelt, R. Youle.

Journal Biological Chemlstry, Vol. 271: 20783-20788,
August 1996.

Enhancement of Vincristine Cytoxicity in Drug-Resistant
Cells by Simultaneous Treatment with ONCONASE, an
Antitumor Ribonuclease. S. Rybak, J. Pearson, W. Fogler,
K. Volker, S. Spence, D. Newton, S. Mikulski, W. Ardelt, C.
Riggs, H. Kung, D. Longo. Journal of the National Cancer
Institute, Vol. 88: No. 11, 747-753, June 1996.

http://www .alfacell.com/pub95t099.htm 4/9/2003
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Alfacell Publications 1995 to 1999

Role of the N Terminus in RNase A Homologues:
Differences in Catalytic Activity, Ribonuclease Inhibitor
Interaction and Cytotoxicity. E. Boix, Y.N. Wu, V.M.
"Vasandani, S. K. Saxena, W. Ardelt, J. Ladner and R. J.
Youle. Journal of Molecular Biology, Vol. 257: 992-1007,
April 1996.

Treatment of malignant mesothelioma (Review). S.
Mikulski. International Journal of Oncology 7: 1415-
1420, 1995.

A Study oi‘_ the Intracellular Routing of Cytotoxic
Ribonucleases. Y. Wu, S. Saxena, W. Ardelt, M. Gadina, S.
Mikulski, C. De Lorenzo, G. D'Alessio, and R. Youle. The

Journal of Biological Chemistry 270: 17476-17481, 1995.

A novel re-regulator of cancér growth? A Commentary. S.
Mikulski. Oncology Reports 2: 797-799, 1995.

- Relationship Between Response Rate and Median Survival
in Patients:with Advanced Non-Small Cell Lung Cancer:

Comparison of ONCONASE® With Other Anticancer Agents.

S. Mikulski, H. Chun, A. Mittelman, T. Panelia, C. Puccio, K.
Shogen, J. Costanzi. International Journal of Oncology
6: 889-897, 1995.

RNase Inhibition of Human Immunodeficiency Virus
infection of H9 Cells. R. Youle, Y. Wu, S. Mikulski, K.
Shogen, R Hamilton, D. Newton, G. D'Alessio, and M.
Gravell. Proceedings of the National Academy of
Sciences USA 91: 6012-6016, June 1994.

About Aifacell | Aifacell Current Events | Alfacell Clinical Programs | Reqistration

©1998-99, Alfacell Corporation -
225 Belleville Avenue: Bloomfield, NJ 07003
Phone: 973-748-8082.. ‘Fax: 973-748-1355

General email: Info@Alfacell.com - -

http://www.alfacell.com/pub95to99:htm
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Pu h&l cations

e b At A e

Related Links gﬁ.ﬁ.ﬁ!« k@> 2‘.&. e

Research
Presentations

Publications ' Phase |i Trial of a Smgle Weekly Intravenous Dose of

1995 to 1999 Ranpirnase in Patients with Unresectable Malignant
Mesothelioma. Stanislaw M. Mikulski, John J. Costanzi,
Nicholas J. Vogelzang, Spemce McCachren, Robert N.
Taub, Hoo:Chun, Abraham Mittelman, Timothy Panella,
Carmelo Puccio, Robert Fine and Kuslima Shogen. Journal
of Clinical Oncology, Vol. 20 No. 274-281, January 1,
Home 2002.

Potent and. Specific Antitumor Effects of an Anti-CD22-
Targeted Cytotoxic Ribonuclease: Potential for the
~  Treatment of non-Hodgkin Lymphoma. Dianne L. Newton,
" Hans J. Hansen, Stanislaw M. Mikulski, David M.
Goldenberg and Susanna M. Rybak. Blood, Vol. 97: No.
2, 528-535, January 15, 2001.

Induction of Differentiation of Leukaemmic (HL-60) or Prostate
Cancer (LNCaP, JCA-1) Cells Potentiates Apoptosis
Triggered by Onconase. H. D. Halicka, T. Murakami, C. N.
_ Papageorgio, A. Mittelman, S, M. Mikulski, K. Shogen and Z.
.Darzynkiewicz. Cell Prolif. 33: 407-417, 2000.

TumoricidalEffects of Onconase on Various Tumors. Intae
‘Lee, Young-H. Lee, Stanislaw Mikulski, Jihean Lee, Kenneth
Covone and Kuslima Shogen. Journal of Surgical
Oncology 73: 164-171, 2000.

Enhanced Cellular Radiation Sensitivity of Androgen-
Independent Human Prostate Tumor Cells by Onconase.
intae Lee, Young H. Lee, Stanislaw M. Mikulski, Jihean Lee
and Kuslima Shogen. Antlcancer Research 20: 1037-
1040 2000." ’

©1998-99, Alfacell Corporation *
225 Belleville Avenue, Bloomfield; NJ 07003
Phone: 973-748-8082 Fax: 973-748-1355

http://www.alfacell.com/pub2000to2002.htm 4/9/2003
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RN321 Onconase Based Targeted Therapeutic. S. M.
Rybak, D'.,;'.L. Newton, K. Shogen, S. M. Mikuiski, and E.
Sausville.: Sixth International Meeting on Ribonucleases,
Bath UK, June 2002.

~ Anti-Viral Effects of ONCONASE® (Ranpirnase). M.

Michaelis,:S. M. Mikulski, K. Shogen, H.W. Doerr, and J.
Cinatl, Jr.:Sixth International Meeting on Ribonucleases,

- Bath UK, June 2002.

A Novel Cytotoxic Ribonuclease for Amphiban Oocytes. W.

Ardelt, E. Vidumas, S. Saxena, H.S. Lee, A Saxena, A.

- Viera, and K. Shogen. Sixth International Meetmg on

Rlbonucleases Bath UK, June 2002.

Studies on- the Substrate Specnf icity of Onconase. A. N.

~ Suhasini, S. Kumar and R. Sirdeshmukh. Sixth

Internatlonal Meeting on Ribonucleases, Bath UK, June .

. 2002,

- Onconase énd Doxorubicin Synergy in Prolonging Survival

of Mda-mb-231 Human Breast Cancer Bearing Nude Mice.
S. M. Mikuiski, D. L. Newton, R. H. Wiltrout, and, S. M.

. Rybak. (Abstract #3246) Presented at the 901" Annual

Meeting of the American Association For Cancer
Research (AACR), April 1999.

A New Anti- Cancer RNase (ONCONASE): Preliminary
Results in Patients with Breast Cancer. A. Mittelman, C.
Puccio, H. Chun, J. Costanzi, T. Panella, N. Coombe, K.
Shogen, S. Mikulski. {Presentation No. 222) the 21st
Meeting of the International Association for Breast
Cancer Research, July 1996.

Anti-Tumor Ribonucleases. Characterization of a Natural
Variant of ONCONASE. W. Ardelt, H. Lee, G. Randolph, A.
Viera, S. Mikulski, K. Shogen. Presented at the 4th

- International Meeting on Ribonucleases: Chemistry,

Biology, Bnotechnology, Gromngen (The Netherlands),
July 1996. : :

Induction of Differentiation and Apoptosis of U937 and HL-
60 Cells by ONCONASE: Potentiation by Inhibitors of
Protein Kinases. H. D. Halicka, G. Juan, B. Ardelt, A.
Mittelman, W. Ardelt, S. Mikulski, K. Shogen, and Z.

Darzynkiewicz. (Abstract #18) ASCO Proceedings, May
1996.

Changes in Radiation Response and Physiological
Parameters in Various Tumors by ONCONASE. I. Lee, C.

http://www.alfacell.com/researchpresentations.htm

Page 1 of 2

4/9/2003



: Research Presentations

¥

Page 2 of 2

-

Shui, K. Shogen. S. M. Mikulski, M. Nunno, P. E. Waliner.
(Poster No. P06-95) the Annual Meeting of Radiation
Research. Society Proceedings, April 1996.

Enzymatic Characterization of ONCONASE; A Novel
Ribonuclease with Anti-Tumor Activity. W. Ardelt, H. Lee, G.
Randolph;.A. Viera, S. Mikulski, K. Shogen. Presented at
the 8th Symposium of The Protein-Society, July 1994,

©1998-99, Alfacell C.',b-rporation
225 Belleville Avenue, Bloomfield, NJ 07003
Phone: 973-748-8082 Fax: 973-748-1355

General emaii; lnfo@.rAlfacell.com

http://www alfacell.com/researchpresentations.htm ‘ 4/9/2003




£00T/11/¥

EEFER T 5 1N

730 1 93eg

- Dmﬁoﬁoﬁﬁoﬁ#ﬁ ® OQ OH ©®.H0>Oom:u

W)Y BJ[BINOGE/WI0 [[o0RT e mmm//- ANy

:p1oj-ea1y) st wresSoxd (Y Y Jo aandalqo ayf,

"S[eL)

[eoturd 1T aseyd yoeal 0} aseNY 1513 o} SLHSYNOOINO
*SI0)IQIYUI 9SeNRY UeTjeuIuIew snouagopus Aq payqriur
JOU ST PUE 0AJA U] PUR 04714 U1 KYIATIOR O1X0}03A0 Surssassod
oseND [0A0U © ST ASYNOONQ ‘sursjord uerqiydure

[2AOU JO EoEQoﬂo%v pue A19A09SIP 91} U0 PISNO0]

sey weidoid justudo]oAap pue yoIeasar s, Auedwio)) ayJ,

o do]a4a(q puv yo1vasay

uonpdaluy a0y (dseuwaidue.)

@mﬁzoozo :ourjadiq oy} ur Jonpoid IsIij SYL

padojoasp 2q

[{im sannaderay) Jo wwﬂo Mau Ajamuo ue yowym woly uoyerd
ASorouyo9) mau & Sap1A01d 9seNY [9AOU S} JO AIDA0ISIP

Yy} 1oy} saAareq Auedwo)) oy, "SOINANOE [BIIA-TJUR pUB
Io0UBD-1JUR YJOq M 9SBI[ONUOQLI [SAOU B 9 0} PAISACISIP
sem (sseunduer) @Mm<ZOUZO “ozﬁo\a dysS8eyy s,[jo08)v

‘MMM

2AMIINAIS [DUOISUIULY
2241} QEQEMSNSQQQ

- 23 u0 pasvq ‘@ISYNOIONO

"@ISVNOINO “ponpoid is11j Jo wv.8v1p uoqqri y
S, TTADVATY SI pue ‘(3seNy)

sem ‘pajejost urejoxd IsIiJ oY,
‘spunodwo? orynodeoy) jo sse[d
M3 S[OYM € 218310 0) eruaod
oy} sey yowym ‘(suardid vuvyy)
o1y predos] ay Jo soA1quus
Ajrea pue s§39 oy} woxy
pa3eosT surjoId Jo Aruey mau
© Jo yuawdojaasp pue yoIeasal
34} 0] pajedIpap ST TTHIVATVY

UGIBUIIO)]
LIz i oJg)

NEIN=T g

UONEUIG)U
TOTSaAU]

3(joid

SBOUETY
RSN
SUGIBIOaE|I6H
Uoiessay

weiboig
juswdoEAsq

SMBN BU] U




Uy By RINOQER /WO [oR) e mmm//-dNy

€00T/11/¥

’ Eow.__aom:,q IR 1EWS |BI8U8D

) SSE1-8Y/-€/6 Xed 7808-8¥.-EL6 ‘dUOUd
moono N ‘Pleyioolg ‘anusay SiAslied gze,
i+ uonelndsoD jisdeyy mm-wmmvn@

i

“AJUO SI0]SeAU [£11US0T JO SI0ISOAUS JOf PAPUSIUY SI UOHBLUIOJUI SAOGR 8l

"A30]0109) paseq-oseNy s} JO [enudjod o1tuouoos
oy} azifea AJjny pue agejuespe sannedwos e urejurewl

‘suonesrydde

snnadeoy) aA109330 3sow J19y) pue spunoduiod
SAT}OBOI] [9AOU POJR[AI IAYIO0 JO AIOAOOSIP S} SNUNUOD
‘HSYNODNO J0 1uswdo]aAsp Ioying oy} SZIUIXBUT  «

uoeIodi0) [[o3e}Y Jn0qy.

730 7 o8ed



€00T/1L/Y

zJo198eq

WY SIUSAS/WOO [[90r][e smmm//:dNY

(‘Surmala 10y

panmbar 1apeay] 1eqo10y 9qOpy) UoneIodio))
[[398J1V 10 OH7) “US30S BUL] Aq PIIussaIg
§osBa[OINUOqTY U0 30UIIJU0) [BUOTIBILISIU]
)9 o) wol yoaad§ jonbueg 95UaId o))

$3STIONUOIY U0 SIUSIJUT))

RgosmEoEH Mo 341, ‘T[OeNIV >@ PaIoStods- )

e e SO ISOID] PYL O]

NNO U0 @dSYNOONO

a8n4240)) VIPIW

SLNIAF INIFHEND

o wﬁowmmuogu‘couﬁo&ovg :




c00Z/11/¥

®

7 Jo 7 28eqg

Y SJUSAS/ WO TIooky[e mmm//- ANy

Jlews jelausg

SGEL-8YL

-£16 Xed 2808
-8¥./-€.16 9uoud
€00L0'N
‘PIOLLICOE ‘BNUSAY
8liAs|i3g SZe
uolesodiod

IPoBJlY ‘66-8661Q

SIUSAF JULLIN) UOeI0dI0]) [[a0RITY.




€00T/11/v

zJjo [ 93ed

uny uonensI3a/wod [jooey[e mmm//.dny

GGEL-8YL-€16 X84 Z808-8¥/-E.6 QUOUd
€000 N *PlayYW00|d ‘SnuaAy 3|IIAS|1d] 22
uonesodioD |j9oe)v '66-86610

SSEI-8pL-(EL6) Xud
7808-8pL~(€L6) *Puoydopy,
£00L0 N ‘PPYmOO[]
INUIAY JIIAPY STT
uone10dio)) [[REV

1SSAIPPY Sulprey

ES.:@,&R@B%«S@& ‘[rew-2 aseayd ,mEoEEoo aNSQaM 10,

&oo.zuo@a,@o.«& ‘[tew-0 asea|d UONBULIOJU [RISUAL) 10,]

, WOST[O3eJ[EDUSBOYSY | o e
‘[rew-9 ‘aseaid uoeUIIOJuU] J0URI[Y o&&ahm 10 m

'

05 [53eI[E )0 U I0TSIAT] ,
“:prew-9 ases[d UOLBWIOJU] RIPSJA/SI0ISIAU] 10,]

[

ES.:uogm@o,ﬂz,saouma
‘[rew-o aseajd UOHBULIOU] [ELL] [EOIUI])) JO]

uonvwIOfuy 240 40

SN 1IVINOD




WY UONRISISo1/W00 [[oory[e mmm//- ANy

G B0e]yDIOJU] :j1lews |2Jaua)

7307 938d




£00¢/11/¥

1Jjo19o3eqd

Wy SUI/WO0 [208F e M/ dny

WOSTRIEY@OIU] ((lewa (RI8UaD

GSE1-PL-€16 Xed ZQ08-84.L-€.6 ‘Buoud
£0020 I'N ‘PIoyjwioo|g ‘onusAy afjinaleg 52z
uone0diod 1129.ylY ‘2002 (o)

(200 ‘ST Isnany Jo sy)

AHAVEDOI'TEIg SNOLLVINASHAd

. . QZ< ' ,
SNOILVOI'TdNd HOUAVASTH
NOILVIOdd0O) TTIAIDVATV
6661 01 5661
suohesiand

SUOHESIGNY

suonejuassig

SHUIT Paiefsy




£00C/11/¥ UL SMOU/WOD [[90R] [ mmm//- Ay

T-ATH U JUdsY [BITA-TIUY [eNUd)04 €S8 U0NOHY jo tISTae{ddy

aurpPdry 1onpoig paseq
“aseapnuoqiy ATejardorg Sy spuedxi [PIEIIV 2007 ‘6 AInr

JUBLIE A pue oseudrduey] BUOH
10 $ata%) INAYJUAS SUIUO] )/oaNjIBJNUCIA] JO AGOIOPOYIIIA]
T0 1U05TEJ SN PIPIEMY [PIEJV - T00T ‘81 Isnsny uofewiiou]
PBIUGH
WONBIOGE[[0) Yo1easoy puedxy (ION)
JJMINSUT 190UE,) [BUOIIEN PUE [PIEJIV - 200T ‘61 1oquaydag BWEPSId
200C UOHewou)
JOISBAU|
*3)IS [[998J[V Y} UI PIUILIUO0D [ELId)eUl
31} JO dUBNSSI JO SAJBP ) YI3Yd A[[nja18d pjnoys ojjold
SIIMIIA [IV ‘[eLIdjJeW Yons Ade Ul pauiejuod uonjpwiojur . 8)e1odiod
Aue 9yepdn 0y Aypiqisuodsaa ou seq [deyly -dduemssijo
3)ep Ay} puokaq [eLIAJeI Yans Aue Jo AIeIndde panunuod saduRlY
) uo A2 Jou p[noys no4i pue ‘dqe)s woyeULIOjUl | S13o7eNS
13puda ued dwp Jo a3essed Y IIAIMOJ] ‘PINSSI UIYA .
© 3)BINDIE pur AU 9Spajsouy S [[3I.JIV JO 1S3q Y4} 0} . SUOTEIOQE[[0)
» ‘319M MO[9( PI)SI[ HONRULIOJUI 13YJ0 PUE SISBI[X ssaad [V - yomossy
: ) | Sasvajay ssadd weiboid

JUSWIdoBAS]
EVWEEREN]

[fedeliv jnogy

SMINT Y U]

1130V4IV Lhoavy

gJo | 98ed - smAN YL uf uoneiodio) Jaoeyry




€00z/11/% ULy SMaU/UI00 [[90B) e MM //: ANy

TOTJBUSTSA(] JONPO.LJ [PUDIPIJA] UE I SIATITY
@ASVNODNO S UonNer0dio) [RIENV 1007 ‘b1 Areniqay

SINSUT 135UE7) (U EN 9Y) IPIM dISUOTIE[oy SUopeoIg
PUE JUSIEJ "ST) AN SIATIY [FIEAY 1007 ‘p1 Areniqa

E.:«.:n N

SISIUSIOS [[99EJ1V
Aq PITSA0SI( UPIOXd I5OUE))-UY PAON MIN [007 ‘8T dung

o ®Mw<ZOUZO
SIP9BJTV WA PIJEIL] BUIOIPJOSIIA] JUBUSIEIA] PIOUCAPE
ITAX SJUSTIEJ Ul [PATAING SUTSEINOdUY 7007 ‘77 Adenuep

JANPS[UCA] JO AJISIFATU[] PUE [[90€)[y UI9M)G
WEIS0XJ :ou«owom o>c«..onw=cu MIN Nccm ma ?S:E_,

M

ot
fon o e e e T
E N A

SFTATGS JunuEY JUSWISIAT]

T0) $ITETIOSSY SIIAIAACOY SUTETIY =3£.-< Ncom ‘L %..«:.Eo A

«:::_2:802 JUBUSI[EIA] 9[(E)Iasa.It[]

I STIIHES JO JISUI TSI L 33 0y ®ASVNOINO Jo
WEIB0AJ T[T 9SEUJ $11 U0 91Epd[] SIPIAGIJ [PIEJV 2007 b 1Hdy

1-AIH suipnpujy wowﬂh—> VYNY

€ Jo g 98ed | o .o smoN Y Uy uonerodio)) [jaoryy.




£00T/11/¥

€ Jo ¢ 98egd

W)Y SMOU/WOD T]a0) e mmm//-dny

WO feselivOo
HRW {BI8USD)

GSEL-8YL

-£46 'Xed4 7808

-8¥.1-¢.L6 -8uoUd

£0040

N ‘ploywioolg
‘anuaAy -

aIielieg g2z

uoyesodion

[[E&=

‘66-866 1@

"AJUIO S20)S8AU [BUBIOM JO SIOJSOAUI 10§ PBPUBILI ST UORBLIIONI 2A0Ge BYL




00T/ 11/p

Z2Jo198¢eg

unyadidionpoid oo fjaoeyie mam//:dnyg

T1EOV4TIY LnoaY

JUISY JIUA30I3UY AdVAAHL
DONIODNO | TVOINI'IOTAd -nuy % oseunduey _
Surznisuasoipey aqLaouvL
(s)urajorg uoisn,g
. suonedIpuy Kl ﬁmo%nwm AdVIAIHIL
DNIOONO | TVOINI'IOHEd 1T aseuItduRy|
| Jo Ko posoomBuy aa1aodVvI
A[1eonausn)
AdVIAHI
ONIOONO | TVOINITOTAd THN 1Z7ENd dALIOUVL
S Izt 14
SAIVIS qs SH,E NOILVIIGNI Ionaodd LNAIVITHL
Qa1a1dNOD I ayeIs01d o ADOTOINO sUoH
+ HSVNODNO
POy Slounay =St [IEIa]
QaLITINOD I 119D reusy. -€1 [BIO + ANI-0 ADOTOINO R
+ HSVNODNO
, . Uejixowue}” , : Jewiegpsiq
- 37) Jeus ! !
Ad.LdTdNOD II 113D [eusy + ASYNOINO ADS0T0ONO
A | Isearg : UOTEULION]
QLA TINOD I fioenoy . | ASYNODNO ADOTOONO M
ONIOONO il PRONTIOsS TR IoXoP ADOTOONO
JueuSTEN + SYNODNO : 3{jord
. BWONRUIOSAIN . | crvimminin' F T RN SEIUI)
AdIFTdNOD - |» = I -~ - |+ - weudeN . | m.m<ZOOZO ADOTOONO
. . , ~ BUWIOI[SYJOSAIN _ 4 SSOUEHTY
e : S Rt i4
- SALVLS ASVHd ze.:\vﬁs% ,Sbaezm LAY @mwm%%%o
«SALVAIAN VD LONAOYd S/ TTAIVATV HoIeesTy
WMVA304J MWdoJPad(q U 1Yo4053Y SMON SuL Ui
[iPIEjiV Jnoay

- weidoid ..EmEm_oE\/mQ pue yoIeasay 1ERA I A




00T/ 11/¥

T Jo 7 98eg

wny-adidionpoid/ oo fjaoryie mmm//:dny

GGEL-8P/-6.6 :Xed Z808-81.-§.6 :8UOUd
£000 N ‘PIoYWO0|g ‘anuany a)jiAa)leg 622
. HoNBI00I0D) |iBoRYY '66-866 1(0)

i
- ER TR S & ‘

..>.Eo &Smm\_ E \m.a:&oq 10 m§mm>5 J0j papuauy S :o:m:t&s 8n0qe 8yl

S-01 w0y s,Aueduiod ay) 0) 1aJo4 uoyeuLIoyu 333[durod |
10§ 68.%6:3 yonpoad m.__oo&_< JO MIIATIA0 ue ap1Aoad 0) papuajul s EuE:oo_u Sy

. SjueLIeA hOHﬁO Jo
o S190UB)) JO
ONIOONO | TVOINIIOTAA | yynnoodd proxg | PU°oSewndued | AdVITHL ANTD
JO souan)

suoneoIpuy

DNIOONO | TVOINITOTE | py o e sseunduey TVHIA IINV
S150Ue)) JO SI031qIYul AdVITHI

DNIODNO | TVOINITOTE | ymondg prosg SmOSERjOL] QILIOUVL
S10UE] JO SUCEN AdVIAHL

ONIOONO | TVOINITORYA | yynnosdg prosg | esesponuoqry TILIOUVL

_ ,%o&wﬁﬁnomoﬁm pue Yyoresssy [[208)[V




Ied

00T/ 11/y

ZJo 1 988ed

WY 01/Wo [[99e) e mma//:diy

aq ued [[IBJ[V YIM suone.Ioqe[[od [enudjod 1oj sysanbay
Aqoa o1y ‘orzunuuy “(q°D prg 1327 Ais4oamuf) L

Auvwiaasy ‘JunPyund,f Jo A1siaatuf)
Buv3fjoy uuvyor v A30j0414 [pUIdIPaRY Jo apmypsuf

J40X MON ‘DigDin ‘28]j0)) [DIIPOYY Y40 MoN

PUD]ST aPOYY ‘DOUIPIA0A] ‘PUDIST 2poyy fo A1ssaa1))

A A A A

SPOSNYODSSOIY ‘U0ISOY ‘(31S40A1U[) PAVAIDE]

pruvajsuua g
‘viydjapopyg ‘vruvajdsuusg fo Apsioan) <

1M Surtoduo Aae J0 UG ARY SUonRIOqe[[0) ANSIdATU()

‘sJown) JuIsSIsal uewuny ul paipnys Suraq axe ("Jseqs)

spuedi sof 9jqnjos pue oseuIIdurl UdIMI0Q SWSISISUAS

: ‘pouurefd a1e ewioydwiA] s;ur{3poH-uou ynm syusned
10J 91e3n[u0d TZENY oY) YIIm S[eLn [eoluld paiosuods-IDIN

~ swiea3oig patosuods (JDN). MMISH] 190UE)) [EUONEN

, A S ‘uaSe [ena-nue

se FSYNOONO dojoasp-0o 0} raupred 0133)e1)s © Suryass
SI[[998J]Y "SIV JO 1uade aanesned oy ‘sniia [-ATH 9y

- jsureSe ouna ur Kyanoe Suistwoid umoys sey ISYNOINO

swieadolad patosuods (HIN) WIBIH JO SIMISU] [eUoneN

SUONDAOGD]]0)) YIIDISIY

T130V41V Lnoav

sluoH

uoiewiofu]
RV )

Bliepsid

UGIBLUIIoH]
TOJSOAL

8iijoid - -

81e10dIion)

S3IUBTTY
5I391ENS

SMEN 801U

uoneiodio)) [[398J]V noqy




€00¢/11/v WY D1/WOd [[oor) e mmn//- A1y

EPR R

U 1 S T S o ce ' , ' . adunlv.ﬂn&.%w_.ﬂ@nvvc_ JRWa [2IBusS

GGEL-8Y.-€L6 XBd  2808-81L-E.6 ‘BUOUd
£0020 IN ‘PIoYWOOIg ‘anNUBAY 8|iIARlieg S22
, uoyeI0dio (199BYY ‘66-86610

UORENSIHoY | SWelbold TeaitiD (19dejly | SUaAT juainsy [[goeny | [[Boelly 1oy

‘Aluo S10)S0AUI [ENUBIOT 10 SI0JSOAUI 10§ PEPUSIUI ST UOHBLUIOIUI SAOGE 8l

(sezt
-€S7) 1398J[V 888-1 10 Eou._~ou&~<@=emoamv.~ 0} apewr

zJozeded e uoneaodio) [199BJTY INOqY




€00T/11/¥ Uy es/wod [[oor) e mmm//-diy

‘sojunos ueadoing
UrelIad Ul pajepifea uaaq aaery Yoy ‘syusjed ueadomy
INoJ pue soje}S PaNu() oY) ul sjudjed (] SUMO [[30B][Y

sjuaed

(SETT-€ST) 1198V 888-1 10 WO [PILFVWUIS0YSI]
1B [[998][V 10€3u0d pinoys sanded pajsatajuy

BOLIOWIY UNe] «

(errensny 3uipnour) wry oyyoeJuede; «
odomyg «
gpeur)) pue SoJRIS PN} YT <«
Ty3nos BT
Suroq a1e seare jeoydeiZ0a3 1ofew Moy 9y} Ul pI02AI-oRn)
uoA0Id € pue ssnadxe yim s1suped ‘ASooundd) s Auedwo)) UGTEULIO
A a1 10§ uejd Sunoxzew [eqo[S & dojoASp 0} 19pI0 U] oI
*0In3onu)s SunasIew pue sofes SUunSIXs y)m soruedwod TBWEPsIq
PoYsTqeIsa i (s)diysisupied WLIO) 0) SPUSIUL [[SOB)[Y
L _ , uoneuwojuy
“OPIMP[IOM SISIUSD I9OUBD PUE ONUSPEOE Tofew JoyseAu] _

, .. ... .Towopue JON SuIpnoul YiesH Jo seynnsu] [euoneN oyl
R e T R S UM suoneroqejod Surpuels Suof sey [[908)[y PIoy ASojoduo
oy U1 uonTuS0981 pue AIIQIPAIo 10] SYO0[q SUIp[INg [BNUISSI
| 0Ie SUOIJRIOQR][0d YoIeasal J130jexn)s pauue]d A[jnjare)

.2,98
juswdojoAsp jonpoid ayy un Ajres Sunoxiewl 0] JI0MPUNoid
oy} Suike] Jo aoueiroduut o) pozIuS0391 Sey [[99R][Y

S2UDY N3N

SMBN B U

1130V4IV Lnoay

zjo 1 98eqd . Coe e e uonesodio)) [1soggTY nog




£00¢/11/y

@

ZJo 7 98ed

uny es/wod [[aoeyre mmm//dny

WO TROB)VOOIU] ews [esousn

GGEL-8¥L-£16 ‘Xed Z808-8v/-£.6 ‘8uoyd
£00.0 N ‘pidywioolq ‘anuany aj(IAs|19g G22Z
uopes0dio) ||190BHY ‘66-86610

-Ajuo SI0)SOAU [IJUSION JO SIOISSAUI JOf POPUBIUI ST UOHBLLIOJUS BAOGE B[

8661 ‘87 1990100 U0 (NNJ) suweN Arerotidoid-uoN

[eUOTBUIA] ) SB sseurntduel pasoidde (OHM) uoneziuedio

UHeoH PHOM o) vzm ‘8661 ABJAl ur paydope sem oseurrduer
sureu (NVSN) ﬁoﬁ:oo saureN woﬁo?w $918)S panu) ayJ,

_ © .+ - SOLIUN0Y PaYIs[as Ioyjo pue
m D oﬁ ul voue‘mﬁmoh uoaq mma Sjrewspen FSYNOONO 241,

N "~ NNU/NVSQ/sytewape.],

(soured aIe Y)[Ba] JO SAIMUSU] [RUOLEN] OY) PUR [[90B][Y
YoTyMm 0} ‘SYQV YD 10 ‘sjuouwnai3y juswdojara(g pue
[oIeasay 2A1eI0d00)) Ul paULap ST ULIS) JeY) SB) UOTIUSAU]
109{qng ® 0} 9je[21 suoneordde 959Y) Jo Yyoeyg 'sAvIS
panun) ay3 ut Surpuad aie jey) suoneoydde om) ug jsa1sul
PapIATpUN Ue Sey pue jusjed assuede[ ouo sumo [[208][y

‘ueder pue ‘adony] ‘soyeis
panun) sy ut Surpuad are suonestdde jusied [euonIppy

uonerodio) [[20BJ]V jnogy




00T/1 1y Yy oxddroa/woo [jaoeye” mmm//:dny

*oUJ ‘aY00Y-8] UBW]JOH JO JoOLJO [eIOURUL] JOIU) JOULIO
£0322.41(T “TSPEIS ] UTHEIN

ﬂmozzoom:bmsm ySnoj4-3unoyog Jo Juapisald IouLog

40322417 “UI[U0)) ~f pPreuod]

ﬂmvousuomﬁumnm qqinbg s10AN-01511g
A [BOTUI])) “JUIPISAI SOTA JOTUSS IOULIO]
40322417 (TN I9ME)) I USYdalg

SLIH
401224(] ..mxuxﬁ.m; ‘anN %ﬁ%ﬁiﬁ,ﬁﬂﬁﬂw -
VIE]
pipog 2y} fo upuLiipy,) “USFOUS BLUT[SHY] 1BjuoY
Jauwiejssia
81033341 Jo preog
Uoneusojul

- 4012241 [DIIPIJN PUD JUBPISIA]
mo.&Q&N:omkm:m.od.m.d.u\éEﬂ:ﬁﬁq&gﬁmﬁﬁm

Uﬁoaowﬁﬂﬁs ERL2 1\

‘

1 SAN
Jo Jaquuny] ‘¢ :squd jo 53:52 ‘ouun-[[1y ¢ :sadkojdwy

aptfosq amwi0dio)

11928l inody

1130V41V LOoaY

20 1 5%eq - ..o omorg dyerodio) [leoeyy




00T/ 11y | | unyoxddios/woo [[eoejre mma//:dny

wog =mom=<4@£c_ ‘|lewo [e1ousD)

GGE1-8v4-€.16 'X€d ¢808-8¥.-E.L6 ‘BuUOUd
£00.L0 N ‘PiSiIon)g ‘anuany ajnalieg Sz
uonesodio) ||99eyly ‘66-8661Q

.b:o SI0JSaAUY fenue}od JO SI0}SOAUI 10§ PBPUSIUY ST UOIRULIOJUI BA0QE BY [

” _ o - o . _ . . 989[10)) [ROIPSIA JIO X MAN
L C o o Swoﬂooco JO 1030911(] 9)BIO0SSY PUE SUIDIPSJA] JO 10SS9J0I]
‘(UN UEWRNTA WeyRIqY

982[[0)) [EOIPSIA JIOX MON
QIMINISUT YoIeasay Jooue)) Iopuelg oY) JO J030aII(T.
‘A'Ud "A'N ZIIMIDUAZIE( MSTUSIqY.

SEXQ, JO ANISIOATU() Y} IOF IOJUA)) I30UR))
o} JO J0)02IL(] PUE SUIOIPIJA JO J0SSOJOI IOULIO]
"d’'IN "Tzue)so)) [ uyof

UDWLAIDY ")
. ‘A 1B1E) 3 Uagdars

:pIeog AIOSIAPY YU

7Jo g o8ed | L o omgorgsjeiodo) [peoeyy




€00/ 11/y WY OJUTISOAUL/TU0D [[30Ry[e mMm//- A1y

. SSEL-8v.L-€46 ‘Xed T808-8¥./-€.6 BUoUd
£00/0 IN ‘Playuiooig ‘anuaay siiaaiiag 6ze
uolieiodio) (I9oe)lY ‘66-86610

BhES O A0

‘Ao S10)s8AUI [BRUBIOT 10 SIOJSBAUS JOf POPUBIUI SI LOHBULIONU! SAOGE BY [

ST DAS
3wy DAS

310n0) MoSm jlicYiilg)
:d3j0n) 2038

geioNy
JJoquig Suipea],

UONBULIONUT JUSWIISIAUI 31010395

NOILVIWHOANI SYOLSHANI

T12OV4ATVY Lnoavy

ZJo 198eq o o R o e - GOTJRULIOJU] J0)SaAU] HoneIodIo)) [90B]]Y .

©wsos 0 pIROE UNRING DIO

BUIoH

UONBUIIOjU]
19BIU0Y)

Tsuepsig

\



00T/ 11/¥ WY OJUIISOAUT/WOY T[98 MMm//-dNY

WOI IO Y RIOIUF :jIBlU3 |RIaudr)

UOLEULIOJU] J0)SOAU] UONRIOAIO)) [[00B)Y

zJo 7 98eg




£00T/11/y

€ Jo 1 98eg

uny barojur/woo [ieoeyte mmm// dny

ISYOIGNO0IS oy 10'IU0)) BIPSN {) I0jsoAu] enuaiod
Iovueg JUSUISIAU] O 1s£[euy o) IopjoyareysS )
‘e N0A a1y

SSoIppe [1ew-g

(apoo eare yum)
IOQUINN] Xe)f

(apoo eore yum)
IoquinN auoyd

('S’ uey) 19130) Anuno)

apop 1s0g/diz

aelg
Ao

. mm,ﬁv?«
(erqesrdde y1)
UoNRHIPY 10 oureN Aueduio))

(e1qeoridde j1) apiy,

Jurey sej Mo &

Jwreu JsIf ino x

WO T[008)| v (D) OJU] 10159AT]
0} 1sanba1 moA jrewa asesyd ‘surroy poddns Jou S0P 195M01q MOA J1 :910N

$101S24U] 40f UOYDULIOLU] 240

T13OV4TIV Lnoavy

SI0}SOAU] 10J UOHRULIOJU]




£00T/11/¥ wny balojui/woo [[eoeye mma//:dny

uoyel0dio) ||92.Y ‘66-86610

ISIUSWIIOY) IYI0

suoneotqngd [
Hodoy fenuuy [

UOTJBULIOJUT 2I0WI PUAS IS

[

ON ¢ SOR ‘®
%,:mmo\s oy 03 sayepdn aImny yo [rews £q paynou aq 01 93j1] NOA PiNop

_ :(3s1] 3sBA]J) 901M0S IUIO 7y

, NS O WOy YUr] )

aow ; .3

L A £l e I e SRR T R AT A U R R S S R BN TR IR S T ﬁmmoﬁw,%ﬂwhw .lv .

‘Eo_z Jjoprop O - dnoiSsmaN [y ouidug nowsow A L
¢S sIY) puyy no prp MOy

, _ :(3s1] 9583 {) 901N0G 1O ()

IO JOPIOM ) dnoi8smaN )
_”Ow: osea]d) uonedlqngd () yoIesg oW )

g PO WOy YWT ) [PUAY IUAMEL O uepIsAyd
L1998V moqe 8oy nok p1p MOY

.. 8l0JsaAU] I0] uoneuLIoIuy




£00T/11/v uny-barojurwoo [raoeyie mmm//:dny

WO E0eyI0N] (|lews [eJauas

GSEL-BYL-E16 (X4 Z808-8Y.-EL6 :OUOUd
€000 N ‘PISywoo|g ‘anusAy 3|linsjjag 622

¢ Jo¢ o8ed e L —_ L S - . SIOJS3AU] 10J UONBULICJU]




€00T/1 1y THOV=10qUAS ¥ pba3e 1 [p SToNbapAYSIdTos/mioo-usurfpauaokouow/pdyy

IBUDRIOG WI0IS
, S$HO01S puld

pIRZIN, Y2235y

‘ajgelieAe Smau juadat ON yoseasay paping

sisAjeuy B SMaN PR
. diysisumQ
S1ejlop "S°f) Ul e1ep |epueul

13 4d 6T:T0 3pes 3seT - Buipel. Japisul

SHNSIY jenuRUlLY

TPo15 Jo S5U U0 pieog Sbessal | SHR|Y 0IS VYN PIBIA "AIQ JUBLIND sbugey 1sheuy
A e rapey g8 010 sbueyox3  WN BIBUS/PUSPING sorpuunsg sbumseg
ANOZMNVE vN nO seleUS # WN aleyg/sbuiuies Buney 015

VN ‘deg e VN - - 3id IAd JOSIADY

JUNGo5e SUegioN ejeq jeuswepung

MBU € Q)M 053 19D B
HUBHION ﬂ Jey; Aepenul VN bupey JeInoasyools uoday Auedwio)
‘ 81’0 MO ¥99M 2§ 090 Mo s,AeQ yoseasay
JONO55Y Uy Uade) oA ; :
4 B0 ERo0S 10 YBIH ¥99M 26 ¥9'0 ybiH sheq@
‘ V- IAVILIIINY : VN diysieumo Jsuj YN awnjop Aieq Bay SMON JuS03Y
| e . %90 %Y 008'8) sunjop  Sluewdodq A3y
’ L | ovcsmusovw |0 0 090 . .. PIE  %9Lt “abueyD % swewd
924 ON S9peil 7§ | _ 0 9S0|0) SNOIASY €00~ ~ abue suondo
Qﬁmu_tau.w mo.o 1D IAS1d mo.o , _ L U
A . 90 - . uado  09'0 1se7 s930nD) Bl -[2dY
, Do oo . : : , , uoneiodio) faseny lie12g aond
_ R STONE oM D w ., SOINUI GT pIAedp s3lon se30nD)
: , e 0 joysdeus

005y UG 35T NGW 01 PPV [0QUIAS PUI

._mo¢ :|OQUIAT 10 weN smaN .fm;u ‘muoso

ALDSND SioYoig IUBISUI  SpUNJ " SYR01S  SIBEl  OOfod . awon Bupsaur S E

snid Asuop soxel bBujuueld Bupjueg Buisoauy DWOH

UoIBoS NSW AQ pasamod

| |

& g3M 243 yoless

et R i ™ et S

CISEL

jey) g oidoad | Asuop | Huiddoys | youeas | pewnnoH | NSW AW | 9woH NS

ASUON NSIAl - Sunsaaug :a30n0) TOV



00T/ 11/¥

THOV=10quAS2pb=a8e 1, [[p-o10onbgam/s1dLios Eoo.zwﬁu.ﬁm.uu‘:oo%o:oa\\n&E

BSIAIBNISE  JUBLIBTBIE ASEAIY PORCIOUY S1EMYT SSHIBAPY 881 j0sIBT "paasesal s1ubu iy uonelodio) oS0 £0020

, i . SpaeGy 96855

L : 3 uonedwod Yo01s
atur) UisIsed Wd 95:S £002/T1/b paiesauab abed B3 Od]
DR ASNYITIY HONVISIH MOVEIINYD A PRI SOy B llew-3
SHuyy pajejay

[

W

SHI01S pagey doy
$3U2Jeas JaMod

ASUoIN NSIA - Sunsaauf :210n0) 1oV



€00T/11/¥ C=K'11967=X 112 0=1b®[[o08][e=A10nb, /{J0129S3/UIq/ W00 SUT[UO-TeT P mma//:dNY

............... - - 703 Inoqvy
‘sfersuellg ‘I31ssod AuBdos ‘ 836Ny ST
{85% ‘310054 'GIies55Y WRISIg  AU6S PIeH TI3DVATIVY| cooz € sen uoddns Jswoisny =
uswpusWY
an2Y3-150d sQvd =
& Jodsy ‘WY SOd SUOIIULRE W0 m
[BRUUY ‘S8310%3 O41 ‘Tey) ‘3101 PoAEBa dy0d dioH
‘siepuellg ‘131550 Auedwon ’ 310N SWiL v
j&3y ‘S[d054 ‘ E] AaSld ' Adoy le
EENRE]] g ‘USIESsayY Winjuaaid 3 PIeH T132VA1vY €002C € 1B syodoy g8 =
uawajlels uonesisibay
{euibuO woud , sasnyoadsold pund m
uojeuLIoju] PAINWO syloday |enuly =
¢ TousY Tab7H
[BRUUY ‘§5370%5 041 ‘180D 'S{6HY PoAesd 44 uonewlour 1eqoio =
EBTSUBUT] (T5ISE00 AUBAWoS ' Si6U SUIT dd400 24nsopsiq Jied =
[e5Y ‘sidoad ‘UHiessay WRWSIg ' k467 pigy T1302VATV]co0e 11 1en sso.dxg THEX W
JUBWILIS uoNjeIISIBaY saudx
leutblO wiol4 mu_wn__ 3 %MHh
uojjewLIoju pajjiwo ISIA |
$ Tousyd T9v2Y
|[eAulY ‘$%91dX3 Odl ‘TByD ‘31670 pIkead tavcy Atoyanqg
| ‘S[eueuly ‘191550Q AUBAWOD / SIONY SUWIIL dyod d9)jen uoisidoeqg
65y "3[d054 "[DIeSssY WiniWaid | AdSS pier T13DVA1VY|c00z 11 oW
uoday Alauend 5 mwwu_m_f.‘..wm
% jiod AUGY ‘55510%3 '0-0T el 0]
OdI ‘MBUD 31010 194 'Sfepueurdf . duodl -
1315500 AUBdWo:) ‘ 3101 Bl eay '8[doad ' 9|doad =
SEAWNS (PIeSEsY Wiy | Ado5 piel TT13OVATV] 00z 21 Jew U183 1X5L [INd
, , juswalels
: - | dsisumo papuswy R HHIESS ind
. % Yioday W/AET DS sBuili4 sp1oM SiyL m
- [EnULY ‘SSa1dX3 Od] ‘WeyD .S10n0 paAriaq dyod o , -sBuyji4 s,Aepoy =
'SEDUBUIY ‘1315500 AUBHWIOS ' S10H( Suill] w..:_:.n.v 4voaa
85y ‘3]do5g (IeSESY WIRWISI] ' 467 PigH T11IIVANVY| c00z 6 4dy :
T T T T ot edop| U T T gl @eal s 7 apesbdn
. * A 19315160y =
pajid WL : SUAT WIc] - AUEdUio’ :Ag Mo0S 5qLOSNS =

éplomssed 106404 m
.o jeuosiad oy uibol m

_— | suluo ¥Y5a3 AW
sjasay yoIvag SWoOH

auiuo Hvyoa3} @ loquwAs sexoiL | | [ :us1ees xu_:Ol

~oxijg)

UM JB3JBLUG
UeISeg IO

[T

pgoTeBd . . [ TTE)VATV.10) Insai yomes ANIINO ¥VOAd




€00Z/11/% S=A"112967=X11290=1b29[[90e][e=AIonb; /Ud18350,U1q/UI02 dUIUO-TESPa mmm//:d1Y

ANE 0Ll 3¥3IH 421010

WEGU.ZON{EQ SJUBAT (2RI
A FTEVTIYAY ‘ : pajnpaydsun jo poday
, L . # Jodsy . R
1BNUUY 55a10X3 OdI ‘Mey) 910nQ pakels3d
‘Sleidlely 191550( AuBdWIc) ‘ SjonY SWiiL . n._w._OU , .
, [E9Y ‘3[d0ad ‘Uoiesssy Winiwalg ‘ Kdo) pieH T13DVATIV] cooz v qed
CERULEET
Ajinb3 jo Bujid (eniur sqor =
§ 1oday s SOSRY|OY SSAId W
[BAUUY 'S5210X3 04l ‘HMeuD /316hYy pakedd
‘gieppuellg ‘131550 AuRdiuo) ‘ 3CHG SWTL dd0d 0JuI JO3SOAUT &
T13DV4VY| cooz s a4 diyssauried =
FERIEERREENT S I juswpuawy| SS|UBADY m
. 43440H3 Eb -
| VoY Tno348 g
» —- " ¥ 1oy ‘WY S0d ajes0di0D m
TYOLLOYHA TERUGY ‘85810%T 041 ‘TIEUD ‘51610 PIAEE dd40D SN 19E0D .

+ 30 Nomm L e ey - o < JTTHDVATV, 0] synsar qoress HNTING dvVOad




€00Z/11/¥

G

G=K'11%67=X 11220=1b2[[908][e=A1onb/ /qoI82S3/U1q/ 0" SUI[UO-IESPa Mmm//-dNy

spung pue
soedwon
yHm

l si03s0au] Bunjui |
| Bury Jojsail] pLoM

9995-748-£02-T duoydaldy 10

ES SUNUG-1ebpapuoddns:poddns Jawoisn) (dioH paan

épiomssed 30biog

auljuo Hyoa3l &

11 ||

_. ‘HOWVaS

- TTHOVATTY, 10] sinsel yoreas ANTINO ¥VDAd




£00Z/11/y

-,

¢=A"1IW67=X1120=1bp[[908)[e=A10nb/, /4018050 UIq /W0 SUT[UO-TES P mmm//:dNY

aur ‘auluo

HVO@3 40 JuUdSUOD UM SSa1dXd Byl INOYYIM ‘DuoAur 03 UOHRWUIOUT BY) 31eIN4D 10 1SeIpeodq ‘ysignd ‘jjos
3]RUIWDSSIP ‘2INGLISIP ‘JlWsueal ‘2anpoddad Jou ABw NOA “AJUO 3SN [RIDISUILOI-UOU ‘|euostad JnoA 1oy pajulid pue
paAe|dsip 9q Aews ula4ay papiaodd (,UoiIeUIIOJUT,) UCIIRLION| BY L 'UOI3RWIOUI SILUY JO 3sn AuB 10} 3|qel| p|3y aq jou
WM pue auluo ¥yoa3 Aq papiacad uopeuuojul ayl Jo ALpyeA ay) BuUILIDIUOD SUIRD OU SayeW *dUT ‘Dulu0 Yvoa3d

. ouy ‘autiuo ¥V9a3

40 onpoud e s| auuO ¥VYHAF 'uoissiwo) abueyoxy pue sa1NINIBS ‘SN AU >n_ paAocidde 1o yum pajerjiye jou st
05:5 thQm *(H3s) co_mm_EEou wo:m:uxm ucm S21)IN23S *S'N Y3 JO YJewapeu) palaisibad Ajjesapay e st @Yvoq3a
JUSWISIBIS ASEALIJ | "UoeuIoU] SaewWaperl B IYBIAdE) Ting
o A . "paAIdsal SJybL ||y *our ‘Duljud YVYOAI £00Z-S66T O

BUIUO HYOAT WOl SUOIINIOS, UONBWLIOJU (BIIURLLY SSDIAIAS JOUELUT,

‘$10359AU) 0} Moday |enuuy s,Auedwod INCA apiacld B5iAI9S S3ioday (enuuy

11D sbutudey Ajayiend) JnoA ysespeocsg 1ESA

.
.
.
‘eyep diysiaumo jeuoiniiisul buipiaosd adiaias uoldiadsqns oldJeET o
.
.

*)S14 $SBUISN mmm:mz *JoaJispelg B ung woJd) syioday 1pald/ssadisng
'si933eW O3S pue Bupunolde JNoA 104 dduepinb
SA1324d23U1 DUYUO ‘JuBIIND FJBIIL 9944  Jobeue]y |jo1easay Buljunoddy s, uadsy e

1AT035911q 1B UoIsIdad

C o TTHDVATY, O SHASa: GoIes ANI'INO ¥VOQH




€00T/11/¥

WY IOWITR[OSIP/IHO0 [[a0.) [e" mmm//:dny

“UI91Y PAUTEIUOD SISWIE[OSIP Aue pue

soonjou Arejerzdold 1omio pue 1ySuAdoo [[e urelai JJeys SyBUI noA
181} SjuaMINOOP asay Jo Ados Aue papraoid ‘Ajuo asn [BIOISUILIOD
-UOU 10J GO PIM PHOM 93 UO UraIdy paystiqnd sjuswmsop

10 sa8ed Ados 03 uorsstuad noA saa13 uonerodio)) [[30e)[ Y

SN D122 UNI0I-UON

"§390IN0S

10 S21IS YOnS 3SI0pUs A[11ess203u uorie1odIo) [[998J]Y Sa0p

10U ‘SIDAISS 1O $32INOS ‘SIS [ONS UO IO UT PIUIRIUOD UOLBULIOJUL
a1} Jo 10adse 10130 Aue 10 £9BINOOE I 0) Sk uoneIuIsdidar

ou sayew uoyerodio)) [[a0j[V Tonu0d ou sey uonerodio)
T199%J]V Woym 1940 sanred py) Aq pOUILIUTLIL SISAISS

U0 P2)ed0] SI2INOS IO SIS 0} PRI 9IS SIY) UO SHUI UIBMID)D)

*9)1SQaM ST} UT PAZI[IIN SUI] AUB 10 81ISqaMm STy}

Jo aoueurroftad 10 9sn o) YHIM UOIOIUUOD UT 10 JO JnO JUISLIE 10
wol Sunjnsal 10a20sjeym safewep Aue 10] a[qel] aq seakorduio
2anoadsal meyy 10 uoneiodio)) [[998J]V []BYS TUSAD OU U]

nok 0} b&m jou %m& aodmioxu aaoqe oﬁ 0s
monzabma vu:&E JO UOISN[OXa MO[[e JOU Op mcouoemz:a awog

1
'

‘Juowre SuLur-uou
10 ‘osodmd Ienonted 10J ssawiy “AIIQEIURYOISUI JO SONUBLIEM
E:&E 03 poyruu] jou jng Surpnjout ‘parjduur o ssaxdxa 1ay)o

. ‘pury Aue Jo AJueLIEM JNOYYM ST SE, PIPIAOId ST UoyewLIofuT

SI L, *$sUa19]dwiod 10 £32IMd08 S} 0} S8 suonejussardal 10
SOIJURLIEA OU SOYBWI Jnq ‘3[qIssod I9A2ISYM ‘UOTIBRULIOJUT JUALIND
pUE 2)eINDOE SPNJOUI 0} SII0JJS A[qRUOSEaI el [[Im uonelodio))
TI998J]V "2ATISTIEYXD JOU SI PUE ULIOJ SAT)ORISIUI PUe ATeununs

u1 poyuasaxd st 931sqom SIY) YSNOIY} PASSIOOE UOHRULIOJU]

fquv.aivgq oN

L2UIID]ISI(T

auioy

LUONBWIOJU]
108jU0D

Uoneulioju]

MO

3jijoig

:o.aumum_

Weiboig

lI93ellY Inoay




e

e00/11/¥

aIeoujeay 19730 10 uetdrsAyd e yirm JISTA I0 UOLBIJNSUOD € 10]
2)MyrIsqns e se pasn aq jou pinoys pue 3)a[durod jou st syonpoid
[eo1patu SUIoU0D 9)1SqaMm SIY} BIA PapIAocld UOTJRULIOJUT Y],

sponpoad po1paw fo aSvsn jpnprapuy

-s1y3u1 L1ejarrdoad s,uosiad 1110

Aue Jo yuswoSurul-uou 31 pue A0BINOOR PUR SSIUNJYIN) S)I
Surpnjowm “uajuod sy 10§ s[qrsuodsar A[ng st uonelodio)) [[asel|y
0} UORWIIOJUT AUk JO IAPUSS o1 "noneuLIojul Yyons Suneiodioduy
sjonpoid Jo ofes 10 asn ‘cimorynuew YUoWdo[aASp ‘Yo18asal

a1 ‘uoneTwI] Jnoy i ‘Surpnyour 10as0s1eyMm sesodind Aue

10J UOTJBULLIOJUI §ons asn astmIayio 1o ystjqnd ‘oonpoidal o} 301y
aq [[eys uonerodio)) [[908J[V PUE ‘[ENUSPYUOI -UOU PIIIPISUOD
aq [BYS YIAdIaY) pannugns uoneuoyur Aue pue asuodsal

yong “(*039 ‘seapr ‘suonsadins ‘syusunuos ‘suonsanb oeqpasy

se yons) uoneIodro) [[208][y 0} 9suodsal JMUHO[II[I JO UM
‘le1o Aue ayeul Pynoys a31s gap OPIM PHOM SIUI JO 1asn Aue

1B} JUDAD ST UT PAYSI[qeIss 3q [[eys drysuone[al [eUapyuod oN

_ duppruapyfuo) oN

‘q3uidos uonjerodio)) Tjeoe)y Aue

Iopun JySI 10 25uao1] AUk SULLIAJUOD SB PINNSUod oq [[eys UIaIaYy
paurejuod Sunpou ‘aaoqe papiaoxd Assaxdxs se ydaoxq :Aured
py Aue 10 uoneiodio)) [[a08][V JO jiewapern 10 juded Aue
13pun JYSLI 10 SUISI| AU ‘OSTMISYIO J0 passaidxa ‘uoneorjdur
Aq ‘SurL1aju0d se panusuod aq [{Bys U133y paurejuod SulyioN

‘panquyoid Ajssardxa

ST ‘uroIay paynurad se 1dooxa ‘syIew 9say) Jo 95 "Auedwod
Ipyoue Jo sajelfiyge 10 uoneiodio) [[9oe]]y AG PaUMO SYIeU
201A10s pue syIewspes a1e ‘030] ,uoneiodio)) (208, Stiphjout
" ‘oquuAs jIewapen e Yitm 10 Jx3} JuIpunouns sy} Jo Jey) Woiy
jusIaIp 90ejodA)  ur Surreadde soweu 9014108 pue Jonpoxd [y

‘uonyerodio))

1908V Jo uotssturad uspum ss21dxd 9y} JnOYIM ‘UIAI9Y
papiaoid se 3dooxa pasn asimiIa1o 10 parjIpotu ‘payiodas ‘pasnal
‘PauI0s ‘pIANQLISIP ‘papeo[uMOp 2q Jou Aew pue uoneiodio)
1998y v Jo Apadoid a1y a1e jx93 pue syrewspen ‘sadewl [V

sydpwapva [ /spySraddo)

WY ISWIR[OSIP/WO [[o0rj[e mmm//:dny

uonerodio) [jaoejy



WY ISWITR[OSTP/WI0D [[90R) e mmm//:dNY

£00¢/11/%

S HEREI O[NNI TS

SGEL-B¥/-€L6 'Xed 2808-8Y.-€.6 BUOUY
£00.0 N ‘P134Wwi00|g 'SnudAY S|jins)ieg 622
uofiesodio) |189e)Y ‘66-86610

L S RN LR

UsliEiisinay | SiUBibeig Tesiuy 1908y | SIUBAY UL j8bEly | [j80ejV hogy
"AJUO SI0JSOAUI [ERUB)OT 10 SIO)SOAUL JOJ PAPUIJUI SI UOHBWIIOJI BAOGE 8]

' *SUORIPUO)) PUB SULIA], JUILIND U} Y} MIIASI

03 a3ed smp 1s1A £[[eotporiad 210Ja1a1) PINOYS PUB SUOISIASI
yons Aue £q punoq a1e no X -oSed sty Sunepdn Aq suonrpuo))
PuUe SULIAT, 9531} 3S1A21 ‘owy Aue je ‘Aewt uoneiodio) [[eoe)[y

‘Apdwoxd ropraoid axeoyyesy 1oy10 10 uerorsAyd mok
& 395 aseald ‘suonsonb payejar a1eo yijeay Aue saey nok pnoysg

w
“Japraoxd

uotjerodio)) [[ooeyry




€00Z/11/¥ uny-Joddns/woo Tjaoeye mmm//:dny

WO asBVDIOIU] :lew? |Biousg

SGEL-8¥.-€.6 X84 Z808-8V.-E.6 :9UOYd
€000 I'N ‘PIaywioolg ‘anuaay ajjias)iag 522
uoljesodiod |190ejlY '66-8661@

Sejiy | SIUBRY UL :mo@m« | figseiy nody

“AlU0 $10}SOAUS [BAUBIOU JO SIOISBAUI 10§ POPUSIUI ST UOIBLLIOMI SAOGE Y]

WO T[ooeJ[em)OTu] BUIGH
IR OJU] [eA3UID) 10

WO T[358] (6 D) OJUTOISSAU] [TR]N-H BIPIIN/SI0ISOAU]

. SSET1-8pL (€L6) xeq TGTSBAT]
: . : : - , : . A , 7808-8¥L (£L6) :ouoyd
Juaureda( suone[ay J0)SoAU] 8[sId

IBIPIJAl PUE SI0)SIAU] [E[IUN0J ‘SI0)SIAU] 10| B18I6dI67

mco;m_onmzoo

Do el ha v e s e e e, HOYT[S0CIE)OJUNUSTES ([TeIN-H Jusned
v : , A WO (298] [E@)OJUIUBIE ] :[leW-7 UBdISAYJ

: : 88L6-8FL (€L6) xed

7808-8%L (€L6) :ouoyg

msocﬁomo Aroyendey pue [eoruI]) “I030011Q

" AI01pniog duel(g

:S[RUOISSIJO.IJ 348)) YIEIH PUE S)UINEJ ‘SULISAGJ 10,

Weiboig
USTIO[ASE

uoyvwL0fuy 1ov3u0)

‘ 1139v41V Lnoav

<

.Zie198ed . L S _ uoneuLIOFu] 108)u0)) UoleIodio)) [j30e)TY




£00Z/T1/¥

- 730z 98eq

uny poddns/woo [[ooe)e mmam//-dny

- UOIBULIOJU] JOBJUO)) UOLIeL0dI0)) [[90B[Y




)

: PROOF OF SERVICE BY OVERNIGHT DELIVERY

I declare that I am employed with the law firm of Morrison & Foerster Lie, whose address is
425 Market Street, San Francisco, California, 94105; I am not a party to the within cause; I am over
the age of eighteen years and I am readily familiar with Morrison & Foerster’s practice for collection
and processing of correspondence for overseas delivery and know that in the ordinary course of
Morrison & Foerster’s business practice the document described below will be deposited in a box or
other facility regularly maintained by UPS or delivered to an authorized courier or driver authorized
by UPS to receive documents on the same date that it is placed at Morrison & Foerster for collection.

I further declare that on the date hereof I served a copy of:
Registrant Anticanee}, Inc.’s Notice of Reliance: Website of Opposer Alfacell Corp.

on the following by placing a true copy thereof enclosed in a sealed envelope with delivery fees
provided for, addressed as follows for collection by UPS at Morrison & Foerster L, 425 Market
Street, San Francisco, California, 94105, in accordance with Morrison & Foerster’s ordinary business
practices: o

Mark H. Jay, Esq.

Mark H. Jay, P.A. -

71 Baltusrol Way

Short Hills, NJ 07078-2457

I declare under penalty of perjury under the laws of the State of California that the above is
true and correct.

Executed at San Franciisco, Californié, this 11th day of April, 2003.

Mgk

Lucia M. Sarie V:

(signature)

sf-1188149



INTHE UNITE]? STATES PATENT AND TRADEMARK OFFICE

Petitioner: Alfacéﬂ Corporation
Registrant: ' Anticaiﬁcer, Inc.
Mark: . ONCASE

Reg. No.: 1,987,;45
Cancellation No.: 32,202

. _CERTIFIC_ATE"OF MAILING BY EXPRESS MAIL

Trademark Trial and Appeal Board
Assistant Commissioner for Trademarks
2900 Crystal Drive

Arlington, VA 22202-35 13

Dear Sir: »
Express Mail Label No.: EV 240722497 US
Date of Deposit: April 11, 2003

I hereby certify that the attached Registrant Anticancer, Inc.'s Notice of Reliance:
Website of Opposer Alfacell Corp.,; Registrant Anticancer, Inc.’s Notice of Reliance:
Printouts from Website of The Center for Drug Evaluation and Research; Registrant
Anticancer, Inc.’s Notice of Reliance: Printouts from Website of The Office of Drug
Safety; Registrant Anticancer; Inc.’s Notice of Reliance: Article from The Journal
Pharmaceutical Executive; Websites Showing The Circulation of Various Scientific
Journals and receipt Venﬁcatlorl postcard are being deposited with the United States Postal
Service Express Mail delivery as “Express Mail Post Office to Addressee” service under
37 C.F.R § 1.10 on the date indicated above, and is addressed to: Trademark Trial and Appeal
Board, Assistant Commissioner’ for Trademarks 2900 Crystal Drive, Arlington, VA 22202-
3513.

Respectfu]\ly submitted, W/\

Chase Trombella

By:




T

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
' BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

Alfacell Corporation /\\l Cancellation No.: 32,202
Petitioner - ‘ — Registration No. 1,987,445

it

VS.
04-11-2003

u.
S. Patent g T™MOferTM Mail Rept pt, #39

Anticancer, Inc.

Registrant

REGISTRANT ANTICANCER, INC.’S NOTICE OF RELIANCE:
: PRINTOUTS FROM WEBSITE OF
- THE OFFICE OF DRUG SAFETY

Pursuant to 37 C.F.R. § 2.122(d)(2) and Rule 703.02(a) of the Trademark Trial and Appeal
Board Manual of Procedure, REgistrant Anticancer, Inc. (“Registrant”) hereby submits this Notice of
Reliance during its testimony ﬁeriod. AAnticahcer is relying upon printouts from the website of the
Office of Drug Saféty (“ODS’?)N", which 1s an Office within the Center for Drug Evaluation and
Research (“CDER”). The CDER is part of the Federal Drug Administration (“FDA”).

The printouts from ODS’s websife are relevant because they support the conclusion that
Registrant’s mark ONCASE is not likely to céusé confusion with Petitioner Alfacell Corp.’s
(“Petitioner’”) mark ONCONASE. Given the complexity of the drug approval process, it is unlikely
that both trademarks will be uséd in fhe market other than in connection with preclinical and clinical
trials. Specifically, the printoutis from ODS’sjwebsite establish that the FDA engages in an
independent process, separate f;om that of the United States Patent and Trademark Office, to
determine the likelihood of con%fusion be&een two drug trademarks, after each drug has passed the
rigorous drug application proce!'ss. Both Registrant’s ONCASE product and Petitioner’s

ONCONASE product are at vefy early stages in the application process, and therefore, the FDA may

$f-1482538 | P



still deny either or. both the use of their trademarks when and if each product is approved as a new
drug. '
The attached printouts/from ODS’s website meet all requirements for admissibility. Printed

publications, including electrc;nically generated documents, may be introduced in evidence by a

Based upoh these authif)ritiés, Anticancer respectfully requests that the attached material be
admitted in evidence. §
Dated: April 11,2003

Respectfully submitted,

Jennifer Lee Taylor
Attorney for Registrant

MORRISON & FOERSTER wi»

425 Market Street

San Francisco, California 94105-2482
Telephone: (415) 268-6538

| notice of reliance. TBMP § 7@8; 37‘C.F.-R. § 2.122(e).
Facsimile: (415)268-7522

sf-1482538 : -




Page 1 of 2

U.S. Food and Drug Administration ® Center for Drug Evaluation and Resgearch

Office of Drug Safety

i &

< CDER Hofne | Site Info | Contact Us | What's New

Search _

Office of Drug Safety Divisions

In 2002, the Office of Post-marketing Drug Risk Assessment (OPDRA) was renamed
the Office of Drug Safety (ODS), and is now located under a new super office, the
Office of Pharmacoepidemiology and Statistical Science (OPaSS). The Office of
Drug Safety has gained the MedWatch program, formerly with the Office of Training
and Communications, and patient labeling and risk communication functions,
formerly with the Division of Drug Marketing, Advertising, and Communications.

ODS will be involved in many Center initiatives dealing with risk management.
These will include the development of a Risk Management White Paper, the
‘identification of a risk management and risk communication research agenda and the
launch and utilization of the new Drug Safety and Risk Management Advisory
'Advisory Committee. This new advisory committee is comprised of nationally
recognized experts in the areas of risk perception, risk Em:mmoggﬁ A
pharmacoepidemiology; clinical pharmacology, clinical research, and medication
errors. They will m&Smo FDA on both general and product-specific safety issues.

ODS has three &Sao:m.

Division of Drug Risk Evaluation (DDRE)

DDRE staff includes safety evaluators whose primary role is to detect and assess
safety signals for all marketed drug products. They work closely with medical
reviewers in the Office of New Drugs so that potential safety signals are placed in the
context of existing preclinical, clinical, or ﬁ:mﬁ:wo&oma knowledge of the drugs in
question.

Our epidemiologists review epidemiologic study protocols that are increasingly

4/10/2003




icE of Drug Safety Divisions

http://www.fda.gov/cder/Offices/ODS/divisions.htm .

Page 2 of 2

required of manufacturers as phase four commitments. They evaluate various
postmarketing surveillance tools that may be incorporated into risk management
strategies, such as patient registries and restricted distribution systems. They estimate
the public health impact of safety signals by evaluating computerized databases and
the published literature. _

Division of Medication Errors and Hanrumau_ m:.E::.ﬂ (DMETS)

DMETS primarily provides pre-marketing reviews of all proprietary names, labels
and labeling in CDER in order to reduce the medication error potential of a proposed
product. DMETS also provides post-marketing review and analysis of all medication
errors CDER receives.

Division of Surveillance, Research, and Communication Support (SRCS)

SRCS is a newly formed division that handles data resources, risk communication,
and outcomes and effectiveness research components of drug safety risk management
programs. This Division oversees MedWatch, risk communication research and
activities such as Medications Guides, Patient Packet Inserts, and pharmacy

_Emogw:o: surveys, and international regulatory liaison activities Amcos as
,_Smmooosmnnouoamv for all drug and biologic postmarketing safety issues. SRCS also

manages the expansion in the usé and number of OUm safety msa ow&on:o_om_o data .
resources. et

PR PR

@ Back to Top } Office of Drug Safety

FDA/Center for Drug Evaluation and Research
Last Updated: October 16, 2002
Originator: OTCOM/ODS

HTML by SJW

4/10/2003



S

[

Eﬁn\\?.ﬁm. gov/cder/Offices/ODS/default.htm

ice of Drug Safety Home wmmo.

Page 1 of 4

U.8. Food and Drug Administration * Center for Drug Evaluation and Research

Organizational Components

’ RO -

Search _

Office of Drug Safety

Introduction

Office of Drug Safety Organization and Responsibilities

Programs and Activities

Regulations, Guidances and Manual of Policies and Procedures (MaPPs)
Publications

Information on Using Medications Safely o _ o
How to Contact Us . o \

:,.:.oa:,oaoz | ,M ,_ e

CDER evaluates the safety nnom_om of drugs available to American consumers using a

variety of tools and disciplines ansmroﬁ the life cycle of the drugs.:We maintain a -

[

_system of postmarketing surveillancé and risk assessment programs to identify

adverse events that did not appear during the drug development process. We leamn
about adverse events through required reporting by companies and through voluntary
reports submitted to FDA’s MedWatch program, which together total more than
250,000 reports per year. Staff in the Office of Drug mmwoax use this information to
identify drug safety concerns and recommend actions to improve product safety and
protect the public health. Activities include updating drug labeling, providing more
information to the community, implementing or revising a risk management program,
and, on rare occasions, reevaluating approval or marketing decisions. CDER also
works with drug companies to reduce medication errors related to confusing labels,
labeling, drug packaging, and drug names that look alike or sound alike.

Office of Drug Safety Organization and Responsibilities
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o Office of Drug Safety Divisions consists of three divisions.
o Division of Drug Risk Evaluation,
o Division of Medication Errors and Technical Support, and
o Division of Surveillance, Research, and Communication Support

Programs and Activities

o Patient Labeling and Risk Communication.

e Drug Safety and Risk Management (DSaRM) Advisory Committee gained full
committee status on June 1, 2002.
o FDA Talk Paper: New Advisory Committee created for Drug Safety and
Risk Management. (Posted 12/18/2001)

o Meeting, member, and owmaon Emogw:on for the DSaRM >a5moQ
Committee.
¢ MedWatch. MedWatch, the FDA Safety Information and Adverse Event’
Reporting Program, provides safety information for all FDA-regulated medical
products (drugs, biologics, medical devices, and dietary m:g_oagav to _uoE
healthcare professionals and the general public. | g
. o MedWatch:Partners work with the FDA to help w@% Eaﬁ an&oﬁm
R 4. ‘informed about medical product mquQ information.

Regulations, Guidances and MaPPs

« Regulations and Guidances. This web page provides
o links to Federal regulations regarding postmarketing safety reporting,
Medication Guides, draft and final guidance documents.

o Information on submitting adverse events and safety reports to FDA,

o Policies and procedures related to drug safety

http://www.fda. mo<\oa9,\0mmoom\OUm\ammmﬁﬁEB

- ,
v .~
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Publications

o Publications from the Office of Drug Safety Staff, 1999-2001

e Office of Drug Safety Annual Report 2001

A\ paci 10 Top
. Information on Using Medications Safely

Consumer Drug Information Sheets. Includes sections on who should not use a

drug, special warnings, general precautions, and possible side effects. Only
information about drugs approved since January 1998 appears on this page.

vz

o Consumer Education: What You Should Know Zx__uE Buying and Using Drug
- Products - A

o Patient Labeling and Risk Communication.

o Patient Package Inserts. ‘ S P

PRI RPRT S P A

o Medication Guides. o
s Drug Interactions: What You Should Know.

o FDA Consumer magazine articles on druig safety
" o Accutane Risk Management Program Strengthened.

o Prescription Drug Use and Abuse.

4/10/2003
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Other Resources

o Adverse Event Reporting System (AERS).

o Medication Errors web page.

e Report to the Nation: Drug Safety and Quality.

How to Contact Us

We ask you to take time to communicate with CDER about this web site. Please use

our comments form.

# Back to Top | ; Divisions and Offices

- ' , ,

A - . FDA/Center for Drug Evaluation and w,mmmw_.o—_
. , Last Updated: October 23, 2002 :
, Originator: OTCOM/ODS
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PRQOF OF éERVICE BY OVERNIGHT DELIVERY

I declare that I am employed with the law firm of Morrison & Foerster wie, whose address is
425 Market Street, San Francisco, California, 94105; I am not a party to the within cause; I am over
the age of eighteen years and 1 am readily familiar with Morrison & Foerster’s practice for collection
and processing of correspondence for overseas delivery and know that in the ordinary course of
Morrison & Foerster’s business practice the document described below will be deposited in a box or
other facility regularly maintained by UPS or delivered to an authorized courier or driver authorized
by UPS to receive documents on the same date that it is placed at Morrison & Foerster for collection.

I further declare thaf__ on the date hereof I served a copy of:

Registrant Anticantcer, Inc.’s Notice of Reliance: Printouts frojm Website of The
Office of Drug Safety

on the following by placing a true copy thereof enclosed in a sealed envelope with delivery fees
provided for, addressed as follows for.collection by UPS at Morrison & Foerster ve, 425 Market
Street, San Francisco, California, 94105 in accordance with Morrison & Foerster’s ordinary business
practices:

Mark H. Jay, Esq.
Mark H. Jay, P.A.
71 Baltusrol Way
Short Hills, NJ 07078- 2457

I declare under penalty of perjury under the laws of the State of California that the above is
true and correct.

Executed at San Francisco, California, this 11th day of April, 2003.

Lucia M. Sario ‘ W

(signature)

sf-1188149




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Petitioner: Alfacell Corporatlon
Registrant: | T Antlcancer Inc
Mark: N ONCASE

Reg. No.: 1,987,445
Cancellation No.: | 32,2@2

CERTIFICATE OF MAILING BY EXPRESS MAIL

Trademark Trial and Appeal Board
Assistant Commissioner for Trademarks
2900 Crystal Drive

Arlington, VA 22202-3513

Dear Sir:
Express Mail Label No.: EV 240722497-US
Date of Deposit: April 11, 2003

I hereby certify that the attached Registrant Anticancer, Inc.'s Notice of Reliance:
Website of Opposer Alfacell Corp.,; Registrant Anticancer, Inc.’s Notice of Reliance:
Printouts from Website of The Center for Drug Evaluation and Research; Registrant
Anticancer, Inc.’s Notice of Reliance: Printouts from Website of The Office of Drug
Safety; Registrant Anticancer, Inc.’s Notice of Reliance: Article from The Journal
Pharmaceutical Executive; Websites Showing The Circulation of Various Scientific
Journals and receipt verrﬁcatron postcard are being deposited with the United States Postal
Service Express Mail delivery as “Express Mail Post Office to Addressee” service under _
37 C.F.R § 1.10 on the date indicated above, and is addressed to: Trademark Trial and Appeal
Board, Assistant Commissioner-for Trademarks 2900 Crystal Drive, Arlington, VA 22202-
3513.

Respectful\ly submitted,

A AN

Chase Trombella

By:
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* IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

'BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

Cancellation No.: 32,202

Alfacell Corporation
Petitioner Registration No. 1,987,445
\
VS. I
(a3 o
Anticancer, Inc. ' ’ ‘ o
. . 04-11-2003 ‘ 2
Registrant U.S. Patent & TMOfc/TM Mail Rept Dt. #39 ) Ly :
| ’ it '

REGISTRANT ANTICAN CER, INC.’S NOTICE OF RELIANCE:
ARTICLE FROM THE JOURNAL PHARMACEUTICAL EXECUTIVE

Pursuant to 37 CF.R..§ 2.122(d)(2) and Rule 703.02(a) of the Trademark Trial and Appeal
Board Manual of Procedure, —Registraﬁf Ant’icaynrcer, Inc. (“Regisfrant”) hereby submits this Notice of
Reliance during its testimonyl‘fperiod. Anticancer is relying upon a journal article entitled “The Name
Game: New Realitie'si at FDS,i’ written by Jerry Phillips, RPh, which appeared in the July 2000 issue
of the journal Pharmé_ceutical}Executive. -

The article “The Namé,_ Game: New Realities at FDS,” is relevant because it supports the
conclusion that Rggistrant’s mérk ONCASE is not likely to cause confusion with Petitioner Alfacell
Corp.’s (“Petitioner”) mark OI\%ICONASE, Given the complexity of the drug approval process, it is
unlikely that both ﬁademarks w1ll be used in the market other than in connection with preclinical and
clinical trials. Specifically, thef;article, written by a member of the office charged with approving
drug trademarks within the FDA, establishes that the FDA engages in an independent process,
separate from that of thé Unite&;StatesPatqnt ~and Trademark Office, to deterrﬁine the likelihood of

confusion between two drug trademarks, after each drug has passed the rigorous drug application

process. Both Registrant’s ONCASE product and Petitioner’s ONCONASE product are at very

sf-1483004
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early stages in the applicat}on pr’oce’s»s, and therefore, the FDA may still deny either or both the use of
their trademarks when and-jif each product is approved as a new drug.

The attached article meets all requirements for admissibility. Printed publications, including
electronically génerated dd;uments, may be introduced in evidence by a notice of reliance. TBMP
§ 708,37 C.F.R. § j2.122(€)i

Based upon these atiihoritiés,";&nticaﬁcer respectfully requests that the attached material be
admitted in evidénce. ; ‘ |

Dated: April 11, 20(33

~ Respectfully submitted,

Jennifer Lee Taylor
Attorney for Registrant

MORRISON & FOERSTER vie
425 Market Street
San Francisco, California 94105-2482
, Telephone: (415) 268-6538
- - Facsimile: (415)268-7522

sf-1483004
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Jerry Phillips

he Center for Drug Evaluation and
Research (CDER]) at FDA opened a
new chapter in proprietary name
evaluation forpharmaceutical prod-
. ucts when it shifted primary responsibility
. for that activity to the Office of Post-Mar-
- keting Drug Risk Assessment (OPDRA)
: on 15 October 1999. Previously, CDER’s
" Labeling and Nomenclature Committee
* (LNC) was responsible for the name eval-
" uation process. _
. The change in name review activities,
-designed to minimize medication

 New Realities at FDA

errors linked to look-alike or sound-alike
proprietary names, is part of a larger FDA
initiative to improve the agency’s ability
to manage safety risks across a broad range
of responsibilities. OPDRA was formed,
in part, to evaluate risk management prac-
tices throughout the healthcare delivery
system, especially with regard to the roles
and responsibilities of FDA.

The name review process at OPDRA,
like other regulatory activities there, is de-
signed to bring safety risk assessment to
both the pre- and postmarketing phases
of product development and approval.

A NEW INITIATIVE ~  This article focuses on FDA's new pro-
. / ", cedure for premarketing risk assess-
SEEKS TO REDUCE 1412 ~ ment of pharmaceutical proprietary
’ . names.
MEDICATION ' A
o " Tried and True
ERRORS THROUGH 69" " Although the change will
\ e involve some operations,
IN-DEPTH - other funcgli)ons will
PRODUCT NAME ¥%° remain unaf

REVIEW.

Jerry Phillips,
RPh, is associate
director for
medijcation error
prevention at
FDA's Office of
Post-Marketing
Drug Risk
Assessment.

K

PHARMACEUTICAL EXECUTIVE

fected by the

transition. Under the

new arrangement, four activ-

ities will remain the same.
Role of reviewing divisions. The Of-

fice of Review Management’s 15 divisions

www.pha(maportahcom'
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and the Office of Generic Drugs will con-

tinue to be the point of contact and source _
of primary regulatory decisions on pro- -

prietary name matters. OPDRA will pro-
vide a uniform consultative safety risk as-
sessment and make recommendations, but

the primary decision on the suitability of -

proprietary names rests with the respon-
sible reviewing division director or Office
of Drug Evaluation director, as appropri-
ate. Decisions can be appealed through
CDER's formal procedures. -

Proprietary names review. The reviewing
division will forward all new proprietary
names on new drug applications (NDAs),
abbreviated new drug applications
(ANDAs), and supplemental new drug ap-
plications (SNDAs) to OPDRA for a safety
risk assessment.

Appeals availability. Pharmaceutical com-

panies will still be able to informaily ap-
peal a negative OPDRA recomiendation,
but that appeal should be made to the re-
viewing division rather than directly to
OPDRA. Informal appeals should be based
on persuasive evidence that is relevant to
the concerns raised by OPDRA's risk as-
sessment evaluation. In most'cases, an
OPDRA representative will attend such
meetings along with reps from the com-
panies and the reviewing divisions.

Biologic product deferral. Products that
are regulated by the Center for Biologics
Evaluation and Review (CBERY will not
normally be sent to OPDRA for propri-
etary name evaluation. CBER’s advertis-
ing, promotion, and labeling staff (APLS)
will usually evaluate those names.

Nouveau Approach

OPDRA's new systems approach for pro-
prietary name evaluation also involves new
procedures. (See “New Paths.”) Those
changes reflect the agency’s interest in fa-
cilitating the safe use of pharmaceutical

products prior to approval for consumer .

use.

Name evaluations will now be available
from the conclusion of Phase H through
the remainder of the clinical development
process. The proposed package insert la-
beling and visual representation(s) of pro-
posed labels that will be used for the con-
tainer/carton should accompany the
request for name review. In addition, ap-
plicants may submit supporting studies

““and data with the proposed proprietary
_ name for FDA review. Under normal cir-
. cumstances, that essential preliminary in-
- formation is unavailable until after the
-completion of Phase Il and the start of
« Phase I1I of the clinical research process.
“CDER encourages companies to submit
‘proposed proprietary names as soon as
possible after the end of Phase II trials, but

‘neither rewards companies for submitting
names early nor penalizes them for sub-
mlttmg names late.

: At present, all proposed proprietary
hames receive a comprehensive first eval-
uatxon requmng about 60 days to com-

Trnuhlesnme Trademarks

‘Regulatory Affairs

plete. Those found acceptable in the first
evaluation will receive a second evalua-
tion about 90 days before NDA approval.
In the second evaluation, OPDRA narrows
its focus to products that have been ap-
proved since the first review, ensuring that
recent FDA approvals are acceptably dis-
similar in sight and sound from the pro-
prietary name under consideration. The
second review, because of its narrow scope,
will be completed in less than 30 days.
Contingencies in approval for the prod-
uct itself—such as requirements for addi-
tional data—may lengthen the time of the
second review. Continued

‘The Institute for Safe Medlcatlon Practcces (ISMP) a nonproﬁt hea!th advocacy orga-
mzatlon. routme!y alens doctocs and phannacists to the potentsal risks of certain pairs

of pharmaceutical trademark_s_»

 of. its mvsslons is to rendef actual errors, barely
favolded problems, and safé concerns reported bya few practttioners into broad-

”fo argaA :bersofpmcmloners Thegoahstoreducea

§ Similarity in

E sight or sound

R of drug names

¥ can create

B possible
patient harm.

PHARMACEUTICAL EXECUTIVE July 2000
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Regulatory Affairs

OPDRA will perform name reviews on
a first-in, first-out basis or by special tini-
ing demands imposed by the Prescrip-
tion Drug User Fee Act or other regula-
tory review demands. Before the change
in October, the agency evaluated propri-
etary names at regularly scheduled
monthly meetings of LNC. Under the
new process, an OPDRA project manager -
will conduct the name evaluation con”
sultation in a manner similar to that of
the NDA review. o .

The OPDRA project manager will as-.
sign a proposed proprietary name to a,
safety evaluator, who will provide the. .
overall safety risk assessment of the pro-:
posed name. Although it is difficult to es- -
timate the time needed for the initial
comprehensive review, OPDRA will at-
tempt to complete the risk assessment .
and issue an opinion to the reviewing di- .
vision in about 60 calendar days. -

The new name review process also in- -
volves a change in the number of names

accepted for review. Companies should
_ the clinical context in which the prod-

propose only two proprietary names for

evaluation, presented in order of préfer- N
ence. If OPDRA finds the first name un-
acceptable, it will evaluate the second .

NEW PATHS

Requests -

trademark” -

review at -
oent} of —a

Phase i
Product

sponsor )
Trademark -
- decision —
delivered

Reviewing
division

Trademark
decision
made

name. If it finds the first name tentatively
acceptable, it will not evaluate the sec-
ond name. «

OPDRA will consider only products
currently on the market in the United
States for potential “sound-alike” and
“look-alike” contflicts or other safetry
risks. Thus, OPDRA will not take into
consideration tentatively approved
names of other products. In some cases,
products available in certain overseas

markets may éventually enter the US "

market, but OPDRA is unable to predict
timing for NDA submissions when
trademarks become part of the evalua-
tion process.

OPDRA recognizes that most propri-
etary names presented for review have
begun or have completed a registration
review at the Patent and Trademark Of-

fice (PTO). However, OPDRA cannot '
* base its safety risk assessment only on

the issues of confusing similarity that the

+ PTO review addresses. An essential ele-

ment of the OPDRA risk assessment is

uct will be used. The PTO and FDA re-
views serve two fundamentally different

purposes. .

:Proiecl manager

— requests —
. consuitation I

! Seripted order
.. for inpatient

Scripted Rx for
outpatient

PHARMACEUTICAL EXECUTIVE July 2000

Verbal arder
evaluation
Computer
analysis

0PDRA recommendation

Technical Analysis
Proprietary names will now undergo a
multifactorial review using a uniform sys-
tems approach intended to improve con-
sistency and ‘minimize safety risks from
medication errors. As indicated, in keep-
ing with the larger OPDRA mission of con-
tinuous safety risk assessment, the domi-
nant focus will be on reducing the potential
for medication errors associated with look-
alike or sound-alike names. FDA recog-
nizes the policy of many companies to have
global trademarks, and supports that ef-
fort by incorporating many concepts and
recommendations set forth by various reg-
ulatory and professional organizations.

Handwriting analysis studies. Testing will
include handwritten test prescriptions for
both retail and hospital settings. The
analysis includes not only the scripted pro-
prietary name, but also other information
such as dose, regimen, and route of ad-
ministration. About 100 volunteers from
various FDA units—including physicians,
pharmacists, nurses, and other healthcare
professionals—participate in this phase
‘of the evaluation.

Verbal analysis studies. This examination
involves simulation of clinical settings in

Safety evaluator
perfarms
risk-benefit
analysis
based on data

GPDRA develops
recommendation
based on
risk--benefit
analysis

www.pharmaportal.com
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which potential errors resulting from
sound-alike similarities can be discovered.
The process includes recording verbal pre-
scriptions onto a voice recorder for study
participant interpretation.
OPDRA expert group. Members of
OPDRA’s medication error staff and a rep-
-resentative from the Division of Drug
Marketing, Advertising, and Communi-
cation exchange opinions on safety and
other nomenclature issues based on pro-
fessional experiences. They also review cri-
teria for name suitability, suchas: .
® Does the name imply a clinical promise
not supported by the clinical data?
& Does the name suggest an unapproved
indication? o
e Does the name have an alpha or nu-
merical suffix that could cause confu-
sion? . ;
e Does the name encode a dosage form
or regimen?
¢ Does the name draw too heavily on the
generic name? )
Computer-assisted analysis. OPDRA cur-
rently uses FDA computer support for cer-

“tain elernents of proprietary name evalu-
“ation, including names on applications
“undergoing FDA product review. In the
future, OPDRA plans to use validated
.computer software with an associated drug
name dictionary to improve FDA's ability
to more accurately detect orthographic
(spelling) orphonological (sound) simi-
larities in proprietary names.
" Once all the data are available, one of
six OPDRA evaluators performs a
risk-benefit analysis, which forms the basis

for the OPDRA recommendation on the.

acceptability of the proposed trademark.
A-detailed written recommendation is pre-
pared, then is forwarded to the project
manager at the appropriate reviewing di-
vision. In some cases, there may be dia-
logue between OPDRA and the reviewing
division prior to acceptance of the
OPDRA recommendation. Sponsors are
encouraged to contact the project man-
agér at the reviewing division, not
OPDRA, for status updates.

FDA continues to upgrade its processes
for assessing potential patient risk from

PROPRIETARY NAMES
WILL NOW UNDERGO

A MULTIFACTORIAL
REVIEW USING

A UNIFORM SYSTEMS
APPROACH 'TO
IMPROVE CONSISTENCY
AND MINIMIZE RISKS
FROM MEDICATION
ERRORS.

prescription drugs. The systems approach
to safety risk management, including the
creation of a proprietary name evaluation
pracess, has the best promise to date of
minimizing medication errors linked to
look-alike or sound-alike proprietary
names.

and direct mail o

pany with the expert

PHILADELPHIA

No matter how big your big idea is, one litde problem with
fulfillment or lettershop can tum your drug matketing or sampling -
program upside-down. You knaw this! It keeps you awake af night.

So, o lose sloep. Work wich DDS Harris, a full service flfillens -
e, people and eechnology
itmkﬁmgﬂ—andhcp—aﬂyourdocsinamw%mit;omcsm

CLEVELAND

SCHICAGO DALLAS

handling the devails associared with physician sample mailings, BRC

medicine fulfillment, licerature distribution, and direct-to-consumer-or-

physician program support, we're the experts. True, this is a big daim, but

we have the track record and lient references to prove it.
To learn more, call us at 1-800-651-2525. ’

Wl help you keep everything ... sight-side-up.

fulfillment/distribution/direct mail

www.ddslitd.com

LOS ANGELES

DDS
HARRIS

TORONTO
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'PROOF OF SERVICE BY OVERNIGHT DELIVERY

I declare that I am.employed with the law firm of Morrison & Foerster e, whose address is
425 Market Street, San Francisco, California, 94105; I am not a party to the within cause; I am over
the age of eighteen years and I am readily familiar with Morrison & Foerster’s practice for collection
and processing of correspondence for overseas delivery and know that in the ordinary course of
Morrison & Foerster’s business practice the document described below will be deposited in a box or
other facility regularly maintained by UPS or delivered to an authorized courier or driver authorized
by UPS to receive documents on the same date that it is placed at Morrison & Foerster for collection.

I further declare that on the date hereof I served a copy of:

Registrant Anticancer, Inc.’s Notice of Reliance: Article from the Journal
Pharmaceutical Executive

on the following by plaéing a true copy thereof enclosed in a sealed envelope with delivery fees
provided for, addressed as follows for collection by UPS at Morrison & Foerster i, 425 Market
Street, San Franmsco Cahforma 94105, in"accordance with Morrison & Foerster’s ordinary business
practices:

Mark H. Jay, Esq.
Mark H. Jay, P.A.
71 Baltusrol Way
Short Hills, NJ 07078- 2457

I declare under penalty of peljury under the laws of the State of California that the above is
true and correct.

Executed at San Francisco, California, this 11th day of April, 2003.

Lucia M. Sario , ) W

(signature)

sf-1188149




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Petitioner: - Alf;cell Corporation
Registrant: ) Anficancgr; Inc.
Mark: . ONCASE

Reg. No.: : 1,‘9§7,445
Cancellation No.: 32,202

CERTIF:ICATE OF MAILING BY EXPRESS MAIL

Trademark Trial and Appeal Board
Assistant Commissioner for Trademarks
2900 Crystal Drive N :
Arlington, VA 22202-3513 . .

Dear Sir: ] § 7
Express Mail Label No.. EV 240722497 US

Date of Deposit: April 11,2003 - o
I hereby certify that the attached Registrant Anticancer, Inc.'s Notice of Reliance: o

Website of Opposer Alfacell Corp.,; Registrant Anticancer, Inc.’s Notice of Reliance:

Printouts from Website of The Center for Drug Evaluation and Research; Registrant

Anticancer, Inc.’s Notice of Reliance: Printouts from Website of The Office of Drug

Safety; Registrant Anticancer, Inc.’s Notice of Reliance: Article from The Journal.

Pharmaceutical Executive; Websites Showing The Circulation of Various Scientific

Journals and receipt verification postcard are being deposited with the United States Postal

Service Express Mail delivery as “Express Mail Post Office to Addressee” service under

37 C.F.R § 1.10 on the date indicated-above, and is addressed to: Trademark Trial and Appeal

Board, Assistant Commissioner for Trademarks, 2900 Crystal Drive, Arlington, VA 22202-

3513. T

Respectfully submitted,
\

A AN

Chase Trombella

By:




