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Optional Procedures: You may choose not to participate in the optional

procedures. You may choose to stick the Silly Putty in your ears so you do not
have to hear yourself laugh.

| understand that the following statements about this study are true:

7.

8.

10.

11.

12,

13.

14.

15.

This protocol is supported by: Silly Putty Pharmaceutics, Inc.

As required by the M. D. Anderson conflict of interest policy, a faculty member may
not serve as the study chair for a study or primary physician for a subject on a
study if he, she, or a family member holds any equity interest in the company
sponsoring the study or has received cash in excess of $10,000 within any 12-
month period from the company in the last 3 years.

. In some instances of medical emergency, it is possible that | may be cared for by a

physician and/or administrator who has some form of an equity, stock option, or
other interest in the sponsor or supporter of this study. If | want to receive updated
information regarding the financial interests of any physician or M. D. Anderson
personnel who has cared for me, | may call the Conflict of Interest Coordinator at
713-792-3220. Upon request, | will be given access to information that will let me
know if the UT System or M. D. Anderson has a conflict of interest, and | will be
given the names of all physicians, administrators, and/or M. D. Anderson
personnel who have a financial interest in the sponsor or supporter of this study.

My participation in this research study is strictly voluntary.

| may ask any questions | have about this study, including financial considerations,
of the study chair. 1 may contact the study chair, Susan Frisbee-Hume, at 713-
555-7777. | may also contact the Chairman of M. D. Anderson’s Institutional
Review Board (IRB) at 713-792-2933 with any questions that have to do with this
study or my rights as a study participant.

I may refuse to participate in this study without any penalty or loss of benefits to
which | am otherwise entitled. | may also withdraw from participation in this study at
any time without any penalty or loss of benefits. | should first discuss leaving the
study with my physician. If | withdraw from this study, | may still be treated at M. D.
Anderson,

| understand that the study may be changed or stopped at any time by the study
chair or the IRB of M. D. Anderson.

| will be informed of any new findings that might affect my willingness to continue
participating in the study. '

M. D. Anderson will take appropriate steps to keep my personal information



16.

17.

18,
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private. However, there is no guarantee of absolute privacy. The U.S. Food and
Drug Administration (FDA) and the IRB of M. D. Anderson might review my record
to collect data or to see that the research is being done safely and correctly.
Under certain circumstances, the FDA could be required to reveal the names of
participants.

If I suffer injury as a direct result of participation in this study, M. D. Anderson will
provide medical care. However, this medical care will be billed to my insurance or
me in the ordinary manner. | understand that | will not be offered reimbursement of
expenses or financial compensation from M. D. Anderson for this injury. | may also
contact the Chairman of M. D. Anderson’s IRB at 713-792-2933 with questions
about study-related injuries.

Certain tests, procedures, and/or medications that | receive as part of this study
may be free to me because they are for research purposes only. Hewever-my
nSUEe mav ha finan e-forthe-eo 0 HB PR e-care-and i/sl}o'i{

before participating in this study which part of the research-related care will be
free, which costs my insurer will pay for, and which costs will be my responsibility.
I understand that there are no plans to provide any compensation to me for any

patents or discoveries that may result from my participation in this research. | will
receive no payment for taking part in this study.)

Authorization for Use and Disclosure of Protected Health Information:

A

During the course of this study, the research team at M. D. Anderson will be
collecting information about you that they may share with the FDA. This
information may include your medical history, treatment schedule, and the results
of any of your tests, therapies, or procedures. The purpose of collecting and
sharing this information is to learn about how the treatment affects your disease
and any side effects you may experience as a result of your treatment.

Your doctor and the research team may share study information with certain
individuals. These individuals may include representatives of the FDA, clinical
study monitors who verify the accuracy of the information, individuals with
medical backgrounds who determine the effect that the treatment has on your
disease, and/or individuals who put all the study information together in report
form. The M. D. Anderson research team may provide this information to the
FDA at any time.
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You have the right to see and reproduce your records related to the research
study for as long as this information is held by the study chair or M. D. Anderson.
However, in some studies, in order to ensure the scientific value of the study,
participants are not able to view or reproduce their study records until the
research has been completed with all participants in the study. If possible for this
study, your doctor will be able to discuss your clinical test results with you.

There is no expiration date for the use of this information as stated in this
authorization. You may withdraw your authorization to share your personal
health information at any time in writing. Instructions on how to do this can be
found in the M. D. Anderson Notice of Privacy Practices (NPP). You may contact
the Office of Protocol Research at 713-792-2933 with questions about how to
find the NPP. If you withdraw your authorization, you will be removed from the
study, and the study chair and staff will no longer use or disclose your personal
health information in connection with this study, unless the study chair or staff
needs to use or disclose some of your research-related personal health
information to preserve the scientific value of the study. M. D. Anderson may use
any study data that were collected before you canceled your authorization.

If you refuse to provide your authorization to disclose your protected health
information, you will not be able to participate in this research project.

Your personal health information will be protected according to state and federal
law. However, there is no guarantee that your information will remain
confidential, and it may be re-disclosed at some point.
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CONSENT/AUTHORIZATION FOR TREATMENT AND OPTIONAL PROCEDURES
(Mark choice with an “X")

O . : :
| agree to ornotto X 7 have Silly Putty placed in my nose as an optional
procedure.

Participant's initials DD ;

Having read and understood the above and having had the chance to ask questions
about this study and reflect and consult with others as needed, | give the study chair
permission to enroll me on this study. By signing this consent form, | am not giving up
any of my Iegaifights. | have been given a signed copy of this consent.

mﬁ’J/ 6 [107

SIG?JAT@E' ORPARTICIPANT

DATE

| was present during-the explafation of the research to be performed under
Pratogbt’200 Z.
%im M5 v-1-017

S@AJUI'RE OF WITKESS OTHER THAN PHYSIGIAN OR STUDY CHAIR
TQAHH VERBAL CONSENT PRESENTATION DATE

SIGNATURE OF PERSON RESPONSIBLE & RELATIONSHIP
DATE

I have discussed this clinical research study with the participant and/or his or her
authorized representative, using a language that is understandable and appropriate. |
believe that | have fully informed this participant of the nature of this study and its

possible benefits and risks and that the participant understood this explanation.
@—;—7’/—\ é{ /{syﬁﬁ vz

SIGNATURE OF STUDY CHAIR OR PERSON OBTAINING CONSENT

DATE
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Translator
<

I have translated the above informed consent into SP&N‘SP\-’ and assisted the study
chair in the consenting process (Name of Language)
for this participant.
NAME OF TRANSLATOR SIGNATURE OF TRANSLATOR DATE
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Financial Conflict of Interest
in Academic Research

Objectivity of Research

Objectivity of researchers is an essential value in
scientific research and the basis for public trust.
Researchers should be led by their data, not by other
interests that might undermine the scientific
integrity of their work...that accomplishment is
often linked to rewards such as the development of
new modalities for saving lives and alleviating
suffering.

National Institutes of Health
NOTICE: OD-00-040




“Part of what makes a conflict of interest is if a
reasonable person perceives that one’s judgment
can be influenced by personal interest that
interferes with...judgment”

--W. Michael Hoffman
Executive Director of
The Center for Business Ethics
Bentley College,Waltham, MA
NYT, 01/25/03

Conflict of Interest - Meta analysis

e 37 studies of conflict of interest
e 1/4 of investigators with industry affiliation
e 2/3 of institutions with equity in start-ups

e Correlation between industry sponsorship and
pro-industry conclusions

e Industry restricts publication and data
sharing

JAMA 289: 454, 2003
Bekelman et al

Environmental Factors in the Debate

e Decreasing revenues to academic medical centers
- Managed care
- Payor mix
- Decreased Medicare reimbursement
- Uninsured
e  Bayh-Dole Act of 1980
- The rise of technology transfer
e  Everybody’s got a company

e  Demand for science that benefits man (and woman)
rather than mankind

e  Greed - personal, institutional




“The erosion of the public’s faith in the reliability
of scientific findings may, in fact, be one of the
greatest harms resulting from the strengthening of
ties between industry and academia.”

Peter J. Harrington
J. of College and
University Law
27:775, 2001

What Are the Financial Ties?

e Research support - grant/contracts

e  Consultants

e Advisory Boards

e  Speakers Bureaus

. Royalties, licenses

e Ghostwriting

e  Promotion at sponsored symposia

. Gifts, trips

e  Equity, options
From Angel, M.
NEJM - 5/18/2000

Uneasy Alliances

70% of the money for clinical drug trials in the
U.S. comes from industry

Community physicians’ offices are replacing
academic medical centers as the site of choice
for clinical trials threatening a needed revenue
stream of academia

Academic medical centers’ offices of sponsored
programs and IRB’s take time. Every day of
delay can cost a sponsor $1.3 million

Contract research organizations (CROs) are
playing a larger role in industry-sponsored
research




What Industry Sponsors do to Influence
Study Outcomes

(from Bodenheimer, NEJM; May 18, 2000)

« Opt not to do a post-approval study, the results
of which could negatively impact drug sales

« Study designs may favor the sponsor’s product
- use of younger population than is targeted by
the drug; dose of competitor’s comparison
drug is too low

« Use of surrogate end-points that may not
correlate with meaningful clinic results

What Industry Sponsors do to Influence
Study Outcomes (cont.)

« Sponsor controls data — participants do not get
to examine all results

« Sponsors may control publication including
order of authorship and whether results get
published at all

 Publication are “ghost-written” by company
authors

Conflict of Interest

“Aset of conditions in which professional
judgment concerning a primary interest (such as a
patient’s welfare or the validity of research) tends
to be unduly influenced by a secondary interest
(such as financial gain).”

Quoted in Bekelman et al, JAMA
289:454, 2003

From Thompsen, D, NEJM 329:573,
1993




“Gifts, hospitality, or subsidies offered to physicians by the
pharmaceutical industry ought not to be accepted if
acceptance might influence or appear to others to influence
the objectivity of clinical judgment. The useful criterion in
determining acceptable activities and relationships is:
Would you be willing to have these arrangements generally
known?”

From American College of
Physicians

Ann. Int. Med. 112: 624, 1990

as quoted by Hutchison and
Halperin in Int. J. Rad Oncol. Biol.
Phys. 54: 989, 2002

How Conflict of Interest Could Influence
Oversight of Human Subjects Research

* Inadequate disclosure of risk

« Exaggeration of benefits

» Enrolling ineligible subjects

« Failure to report Adverse Events

« Data manipulation

« Failure to suspend or terminate a trial

From Barnes and Florenico
J. Law, Medicine and Ethics, 30:390, 2002

Key Provisions of the M. D. Anderson Conflict of
Interest Policy

1. Purpose:
a. Protect patient safety
b. Safeguard institutional reputation and integrity
c. Require disclosure of all potential conflicts
d. Permit relationships with for-profit companies
to further the M. D. Anderson mission

2. The Conflict of Interest Committee is responsible for assessing
compliance and reviewing COl management plans

3. Afull-time faculty member, trainee, or institutional decision
maker’s primary employment responsibility is to UTMDACC




Key Provisions of the M. D. Anderson Conflict of
Interest Policy (cont.)

4. Cannot serve as member of Board of Directors or officer of for-
profit company or competitor of UTMDACC

5. Consultant fee limits:
a. 50% of base salary in 12 months from all sources
b. 25% of base salary in 12 months from one source

6. State resources such as UTMDACC property cannot be used for
consultancy or employment with an entity other than UTMDACC

7. The same is true of the UTMDACC name

8. No research permitted in which payment depends on a specific
outcome

Key Provisions of the New M. D. Anderson Conflict
of Interest Policy

Extramural Leave:

1. 30 day limit on outside interests; additional may be granted by
President or designee for activities with no personal financial gain

Financial Relationships:

1. Full disclosure of all financial relationships required to COIC
annually or as new relationships are initiated; includes family
(spouse, dependent children, family trusts or corporation and other
known relationships)

2. Full disclosure in publication or oral presentations

Key Provisions of the New M. D. Anderson Conflict
of Interest Policy

Medical Consultation / Expert Witness:
1. Money from activity to PRS

Negotiations:

1. Cannot negotiate with outside entity if you have:
a. Equity interest
b. Consultancy paying > $10,000 per year
c. Serve on scientific or advisory board

2. This does not include sponsored research agreements




Key Provisions of the New M. D. Anderson Conflict
of Interest Policy — Research without Human Subject

Research Without Human Subjects:

« Faculty may hold equity in company sponsoring his/her
research

2. Monitoring plan must be in place to manage

3. Limits:
< 50% interest in privately-held company
< 5% interest in publicly-traded company
< 20% in private company at IPO

4. Trainee participation voluntary in research if supervisor has
both equity interest and receives research support from sponsor

5. Any holdings or consultancies must be disclosed to entire
research team

Key Provisions of the New M. D. Anderson Conflict
of Interest Policy — Research with Human Subject

Research With Human Subjects:
1. No payment for enrolling patients in trial is allowed

2. Faculty cannot be principal investigator of or primary
physician for patient on a trial if he/she has equity in sponsor
or receives cash > $10,000 in a year

3. Any equity or cash received by non-PI members of research
team (and executives of institution and UTMDACC itself)
should be disclosed in consent document

Key Provisions of the New M. D. Anderson Conflict
of Interest Policy — Supervisory Relationships

Supervisory Relationships:

1. Direct supervisor cannot oversee approval of another’s
compliance with time commitment limits if supervisor has
equity or receives >$10,000 per year from outside entity with
which supervisor has commitment

2. Supervisor may hold no equity interest >$10,000 in outside
entity sponsoring research directed by faculty member
reporting to him/her




Key Provisions of the New M. D. Anderson Conflict
of Interest Policy

Institutional Decision Makers:

1. Leadership cannot hold equity or receive cash >$10,000 in a year
from any outside entity sponsoring human subjects research when
UTMDACC faculty member is Pl

2. Exception if trial is multi-institutional, Pl is elsewhere, data
management elsewhere, UTMDACC does not hold IND

Types of Businesses of Interest

Pharmaceutical

Medical Device
Biotechnology / software
Chemicals

Firms raising capital for above
UTMDACC competitors

SRS ENY

“Without these policies and procedures, the academic
institutions where most clinical research is based and their
faculty members who perform the research are in grave
danger of losing the support and respect of the public.
Without this support and respect, trust in new medical
discoveries and their applications will not be forthcoming.
Without trust, medical research is doomed.”

Catherine D. DeAngelis, M.D.
Editor, JAMA
in JAMA 284: 2237, 2000

Thank You !







Intellectual Property:

Contracts, Procedures
and Practices

by

the Legal Services Department

Intellectual Property Section

What is Intellectual Property?

Inventions
Discoveries
Research results
Data

Know-how

Trade secrets
Technology
Scientific developments
Technical information
Processes
Procedures

Techniques
Compositions
Devices
Methods
Protocols
Software
Literary works
Artistic works
Designs
Videos

Audio recordings

Intellectual Property Protection

E Patents

E Copyrights

F Trademarks
E Trade secrets




Patents

E Grants right to exclude others from using for a
limited period of time (20 years from filing date).

= New (non-obvious) and useful methods,
compositions, devices.
E not known, used, patented or published by others before you
actually invent it.
— Patent goes to the first to invent in the U.S.
— Importance of witnessing entries in lab notebooks.
= not patented, published, in public use or on sale more than
one year before U.S. file date.
— Disclosure to third party (without CDA) or publication starts the
one year clock running'in the U.S.
E Publication without patent application on file —
loss of Foreign Patent Rights.

Copyrights

E Provides protection for original works of
authorship.

E Since 1989, copyright protection exists as
soon as an idea has been reduced to
tangible form.

E Copyrights may be registered with the
Library of Congress.

Use of Copyrighted Materials

& Fair use.
— What is the character of the work?
— What it the nature of work to be used?
— How much of the work will you use?

— What effect would this use have on the market for the
original or for permissions if the use was widespread?

r Get Permission.

http://www.utsystem.edu/ogc/IntellectualProperty/copyp
0l2.htm#test

E Individual liability for infringement.

http://www.utsystem.edu/ogc/intellectualproperty/copyp
ol2.htm




Trademarks

E Words or symbols that identify the source
of a good or service; rights through use.

E Decision to register a mark is made by the
Marketing Committee.

E Institutional marks should not be used on
personal publications, letters or contracts.

monmsmorrees | children’s A MD \]\jl—? RS (N
MDANERON | cancer <@Y  CANCERCENTER
Maing Cancer Hisory* hospltal [ Making Cancer History®

Trade secrets

E Confidential information wused in a
business that gives an advantage over
competitors.

F Does not extend to patented inventions.

F Typically not used at universities, since
publication and dissemination of
knowledge is a primary objective.

Ownership of Intellectual Property

F UTMDACC owns any inventions made in
the course of your employment
responsibilities or made using state
resources.

E Includes students, postdocs, fellows and
visiting scientists.
F Exception: UTMDACC will not assert its

interest in the copyright of scholarly or
educational materials.




Faculty Resources

Office of Technology & Office of Technology

Commercialization: Discovery: provides
protects and advice to employees
commercializes in connection with the
UTMDACC commercialization
intellectual property. process.

E http://www.mdanders ¥ http://inside.mdanders

on.org/departments/te on.org/departments/te
chcommerc/ chnology-
discovery/index.html

Commercialization of Inventions

Disclose all inventions to OTC prior to public

disclosure.

— Complete an invention disclosure report.

— http://www.mdanderson.org/departments/techcommer
c/dindex.cfm?pn=B047E4E8-CAOF-11D4-
80FD00508B603A14

OTC will assess the invention.

Royalty split:

— 50% to Creators.

— 15% to institutional account for Creator’s research.

— 10% to Creator’s Department Chair.

— 25% to UTMDACC.

Contracts and Other Issues

Confidentiality Agreements
Material Transfer Agreements
Sponsored Research Agreements
Collaboration Agreements
Visiting Scientists

Consulting Agreements




Confidentiality Agreement

¥ What is it?

— An agreement to protect non-published, confidential
information.

E When do | need one?

— M. D. Anderson requires a CDA to be in place every
time M. D. Anderson confidential information is
disclosed to anyone outside M. D. Anderson.

& Why do | need one?

— Limits the use of the confidential information for
purposes described in the agreement.

— Protects patentability of new inventions.

Incoming One-Way CDA

E Only protects the confidential information of the other

disclosing party.

® Policy — personal agreement between the receiving

faculty and the disclosing party.

® Generally not reviewed by Legal Services.

E Needs to include the following paragraph:
“Notwithstanding any of the terms of this Agreement and in
exception thereto, the parties to this Agreement acknowledge
and agree that Investigator is an employee of The University of
Texas M. D. Anderson Cancer Center, and therefore,
Investigator executes this Agreement subject to the Rules and
Regulations of the Board of Regents of The University of Texas
System and all terms and conditions therein that apply to
Investigator.”

B Should not otherwise reference M. D. Anderson.

Mutual or Two-Way CDA

E Protects the confidential information of both
parties.

& |nstitutional agreement requiring signature by
designated signatory.

® Send to Legal Services for review (unless CDA
relates to technology transfer).

E Legal Services will negotiate the CDA and then
obtain the appropriate Institutional signature.

E P| should wait until the CDA has been executed
to exchange confidential information.




MTAs and SRAs

Material Transfer Agreements (MTAs): agreement
covering the transfer of materials, samples, data or other
information.

— Generally required when transferring to persons outside of M. D.

Anderson.

— Transfers to commercial entities handled through OTC.

— Are you bringing materials with you?

Sponsored Research Agreements: Generally include
funding from an external source (industry, foundation,
etc.).

— Preclinical Research.

— Clinical Trials.

Process for either type of agreement started after
completion of FReD submission.

Collaboration Agreements

E A written contract is not required unless:

— Materials are being transferred,;

— Funds are being transferred; or

— You want to predefine intellectual property,
publishing or other rights.

E If you are collaborating with an institution
or colleague outside the US, consider
export control and intellectual property
issues.

“Big 4” Research Contract Provisions:
1. Confidentiality

2. Publication

3. Indemnification

4. Intellectual Property




Confidentiality

Sponsor wants to own data and results.

E Sponsor wishes to define data and results
as confidential.

= Effect on publication rights? Patent
Rights?

& Effect on future use of data, results and

information.

Publication

E Publication is essential to fulfilling our academic
and public mission.

& Cannot accept language that would prevent or
restrict publication of research results.

B Sponsor cannot have control, veto or approval
rights over publications.

E Fundamental Research exception under Export
Control Law (18 months).

E Effect on patenting (US-one year, foreign-loss of
rights).

Indemnification

E Preclinical research vs. Clinical research.
— If a sponsor provides a drug/material for use in
human subjects, indemnification must be mutual, or
contract must be silent as to indemnification.

E Limitations under Texas law.

— M. D. Anderson can only indemnify “to the extent
authorized by the Constitution and laws of the state of
Texas.”




Intellectual Property

Institutional Perspective:

E  Mission focus on independent or

collaborative Research, not “Research-for-

Hire.”

Require due recognition of the intellectual

capital that we contribute to project.

®  Serve our “Public Mission” (i.e., the
generation and public dissemination of
knowledge through research, publication
and teaching).

Intellectual Property — Continued

Sponsor Perspective:

& Intellectual Property rights should belong to
Sponsor in consideration of research
funding.

— Should not have to “pay for invention” twice.
®  Ownership of inventions “related to”
material, drug, or compound.
— Need to own all related inventions to avoid
“blocking.”
— Need to control patent portfolio for drug to
ensure financial backing.

Intellectual Property
Tax Exempt Bond Issues

E Internal Revenue Regulations impose limits on
intellectual property provisions in research contracts for
research conducted in bond financed facilities.

® Ownership must be determined by “inventorship” at the
time invention is made.

E No “forward license” — Sponsor must pay a competitive
price for invention with the price to be paid determined at
the time the invention is disclosed.

E Inventions made available to sponsor must be on same
terms as would give to any unrelated, non-sponsoring
party.

® Preset Royalty Range — may be acceptable.




Intellectual Property
Tax Exempt Bond Financed
Buildings

R.Lee Clark Clinic Building
Alkek Building

Clinical Research Building

R.E. “Bob” Smith Research

Building

& Faculty Center

& Rotary House International

®  Rotary Houston International

Phase Il

= Bertner Complex

Basic Science Research
Building

Basic Science Research
Building Il

South Campus Clinical
Building

= South Campus Clinical

Building Il

Ambulatory Clinical Building
Pressler Garage

Cancer Prevention Building

Intellectual Property

“Bottom Line” IP Terms
Sponsor-Initiated | Pl-Initiated
Research Research

Royalty-Bearing
License

Clinical Inventions Owned by 1. Non-Exclusive,
Sponsor Royalty-Free License
(“NERF")
2. Option for Exclusive,
Royalty-Bearing
License
Pre- 1. NERF 1. NERF
Clinical 2. Option for Exclusive, |2. Option for Exclusive,

Royalty-Bearing
License

Visiting Scientists

E All visiting scientists should have an
agreement with M. D. Anderson.

E Visiting Scientist agrees to be subject to
our policies.

E Defines IP ownership.

E Obligates them to confidentiality:
— HIPAA.
— Third party agreements.




Consulting Agreements

Speaking
engagements.

Scientific Advisory
Boards.

Advice to a licensee.

Review of clinical trial
results.

Area expertise.

Consulting Tips

Disclose all relationships to the COIC.
Don’t use M. D. Anderson resources.

Don’t do consulting work on employment
time.

Include the “Notwithstanding clause.”
Use your personal address.

Submit all agreements to the COIC before
signing.

Questions?

Contact Legal Services
Intellectual Property Section
745-6633
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