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1. The voluntary consent of the human subject is absolutely essential. This means that
the person involved should have legal capacity to give consent; should be so situated as to be able
to exercise free power of choice, without the intervention of any element of force, fraud, deceit, duress,
over-reaching, or other ulterior form of constraint or coercion; and should have sufficient knowledge and
comprehension of the elements of the subject matter involved as to enable him to make an understanding
and enlightened decision. This latter element requires that before the acceptance of an affirmative decision
by the experimental subject there should be made known to him the nature, duration, and purpose of the
experiment; the method and means by which it is to be conducted; all inconveniences and hazards
reasonable to be expected; and the effects upon his health or person which may possibly come from his

participation in the experiment.

The duty and responsibility for ascertaining the quality of the consent rests upon each individual
who initiates, directs or engages in the experiment. It is a personal duty and responsibility which may not

be delegated to another with impunity.

2. The experiment should be such as to yield fruitful results for the good of society, unprocurable

by other methods or means of study, and not random and unnecessary in nature.

3. The experiment should be so designed and based on the results of animal experimentation and
a knowledge of the natural history of the disease or other problem under study that the anticipated results

will justify the performance of the experiment.

Y (A o A
!!1«!'J‘VlN!ltw‘llﬂﬂg]ﬂﬁﬂluﬂ1§‘ﬂ1?%ﬁﬂuﬂu

(PaEnssuMsinIsanmsine3deluay nsznsie 15158 W)



4. The experiment should be so conducted as to avoid all unnecessary physical and mental

suffering and injury.

5. No experiment should be conducted where there is an a priori reason to believe that death or
disabling injury will occur; except, perhaps, in those experiments where the experimental physicians also

serve as subjects.

6. The degree of risk to be taken should never exceed that determined by the humanitarian

importance of the problem to be solved by the experiment.

7. Proper preparations should be made and adequate facilities provided to protect the experimental

subject against even remote possibilities of injury, disability, or death.

8. The experiment should be conducted only by scientifically qualified persons. The highest
degree of skill and care should be required through all stages of the experiment of those who conduct or

engage in the experiment.

9. During the course of the experiment the human subject should be at liberty to bring the
experiment to an end if he has reached the physical or mental state where continuation of the experiment

seems to him to be impossible.

10.During the course of the experiment the scientist in charge must be prepared to terminate the
experiment at any stage, if he has probable cause to believe, in the exercise of the good faith, superior skill
and careful judgment required of him that a continuation of the experiment is likely to result in injury,

disability, or death to the experimental subject.

& Reprinted from Trials of War Criminals before the Nuremberg Military Tribunals under Control Council Law
No. 10, Vol. 2, pp. 181-182.. Washington, D.C.: U.S. Government Printing Office, 1949.

http://ohsr.od.nih.gov/guidelines/nuremberg.html
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Basic Ethical Principles

The expression “basic ethical principles” refers to those general judgments that serve as a basic
justification for the many particular ethical prescriptions and evaluations of human actions. Three basic
principles, among those generally accepted in our cultural tradition, are particularly relevant to the ethics of

research involving human subjects: the principles of respect for persons, beneficence and justice.

1. Respect for Persons. —Respect for persons incorporates at least two ethical convictions: first,
that individuals should be treated as autonomous agents, and second, that persons with diminished autonomy
are entitled to protection. The principle of respect for persons thus divides into two separate moral
requirements: the requirement to acknowledge autonomy and the requirement to protect those with

diminished autonomy.

An autonomous person is an individual capable of deliberation about personal goals and of acting
under the direction of such deliberation. To respect autonomy is to give weight to autonomous person’s
considered opinions and choices while refraining from obstructing their actions unless they are clearlydetrimental
to others. To show lack of respect for an autonomous agent is to repudiate that person’s considered

judgments, to deny an individual the freedom to act on those considered judgments, or to withhold

information necessary to make a considered judgment, when there are no compelling reasons to do so.

However, not every human being is capable of self-determination. The capacity for
self-determination matures during an individual's life, and some individuals lose this capacity wholly or in
part because of illness, mental disability, or circumstances that severely restrict liberty. Respect for the

immature and the incapacitated may require protecting them as they mature or while they are incapacitated.
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Some persons are in need of extensive protection, even to the point of excluding them from
activities which may harm them; other persons require little protection beyond making sure they undertake
activities freely and with awareness of possible adverse consequence. The extent of protection afforded
should depend upon the risk of harm and the likelihood of benefit. The judgment that any individual lacks

autonomy should be periodically reevaluated and will vary in different situations.

In most cases of research involving human subjects, respect for persons demands that subjects
enter into the research voluntarily and with adequate information. In some situations, however, application
of the principle is not obvious. The involvement of prisoners as subjects of research provides an instructive
example. On the one hand, it would seem that the principle of respect for persons requires that prisoners not
be deprived of the opportunity to volunteer for research. On the other hand, under prison conditions they
may be subtly coerced or unduly influenced to engage in research activities for which they would not
otherwise volunteer. Respect for persons would then dictate that prisoners be protected. Whether to allow
prisoners to “volunteer” or to “protect” them presents a dilemma. Respecting persons, in most hard cases,

is often a matter of balancing competing claims urged by the principle of respect itself.

2. Beneficence. —Persons are treated in an ethical manner not only by respecting their decisions

and protecting them from harm, but also by making efforts to secure their will-being.

Such treatment falls under the principle of beneficence. The term “beneficence” is often understood to cover
acts of kindness or charity that go beyond strict obligation. In this document, beneficence is understood in
a stronger sense, as an obligation. Two general rules have been formulated as complementary expressions
of beneficent actions in this sense: (1) do not harm and (2) maximize possible benefits and minimize

possible harms.

The Hippocratic maxim “do no harm” has long been a fundamental principle of medical ethics.
Claude Bernard extended it to the realm of research, saying that one should not injure one person regardless
of the benefits that might come to others. However, even avoiding harm requires learning what is harmful;
and, in the process of obtaining this information, persons may be exposed to risk of harm. Further, the
Hippocratic Oath requires physicians to benefit their patients “according to their best judgment.” Learning
what will in fact benefit may require exposing persons to risk. The problem posed by these imperatives is
to decide when it is justifiable to seek certain benefits despite the risks involved, and when the benefits

should be foregone because of the risks.

The obligations of beneficence affect both individual investigators and society at large, because
they extend both to particular research projects and to the entire enterprise of research. In the case of
particular projects, investigators and members of their institutions are obliged to give forethought to the

maximization of benefits and the reduction of risk that might occur from the research investigation. In the
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case of scientific research in general, members of the larger society are obliged to recognize the longer term
benefits and risks that may result from the improvement of knowledge and from the development of novel

medical, psychotherapeutic, and social procedures.

The principle of beneficence often occupies a well-defined justifying role in many areas of
research involving human subjects. An example is found in research involving children. Effective ways of
treating childhood diseases and fostering healthy development are benefits that serve to justify research
involving children-even when individual research subjects are not direct beneficiaries. Research also makes
it possible to avoid the harm that may result from the application of previously accepted routine practices
that on closer investigation turn out to be dangerous. But the role of the principle of beneficence is not
always so unambiguous. A difficult ethical problem remains, for example, about research that presents more
than minimal risk without immediate prospect of direct benefit to the children involved. Some have argued
that such research is inadmissible, while others have pointed out that this limit would rule out much research
promising great benefit to children in the future. Here again, as with all hard cases, the different claims

covered by the principle of beneficence may come into conflict and force difficult choices.

3. Justice.--Who ought to receive the benefits of research and bear its burdens? This is a question
of justice, in the sense of “fairness in distribution” or * what is deserved.” An injustice occurs when some
benefit to which a person is entitles is denied without good reason or when some burden is imposed unduly.
Another way of conceiving the principle of justice is that equals ought to be treated equally. However,

this statement

requires explication. Who is equal and who is unequal? What considerations justify departure from
equal distribution? Almost all commentators allow that distinctions based on experience, age, deprivation,
competence, merit and position do sometimes constitute criteria justifying differential treatment for certain
purposes. It is necessary, then, to explain in what respects people should be treated equally. There are
several widely accepted formulations of just ways to distribute burdens and benefits. Each formulation
mentions some relevant property on the basis of which burdens and benefits should be distributed. These
formulations mentions some relevant property on the basis of which burdens and benefits should be
distributed. These formulation are (1) to each person an equal share, (2) to each person according to
individual need, (3) to each person according to individual effort, (4) to each person according to societal

contribution, and (5) to each person according to merit.

Questions of justice have long been associated with social practices such as punishment, taxation
and political representation. Until recently these questions have not generally been associated with scientific
research. However, they are foreshadowed even in the earliest reflections on the ethics of research involving

human subjects. For example, during the 19" and early 20" centuries the burdens of serving as research
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subjects fell largely upon poor ward patients, while the benefits of improved medical care flowed primarily
to private patients. Subsequently, the exploitation of unwilling prisoners as research subjects in Nazi
concentration camps was condemned as a particularly flagrant injustice. In this country, in the 1940’s, the
Tuskegee syphilis study used disadvantaged, rural black men to study the untreated course of a disease that
is by no means confined to that population. These subjects were deprived of demonstrably effective

treatment in order not to interrupt the project, long after such treatment became generally available.

Against this historical background, in can be seen how conceptions of justice are relevant to
research involving human subjects. For example, the selection of research subjects needs to be scrutinized
in order to determine whether some classes (e.g., welfare patients, particular racial and ethnic minorities, or
persons confined to institutions) are being systematically selected simply because of their easy availability,
their compromised position, or their manipulability, rather than for reasons directly related to the problem
being studied. Finally, whenever research supported by public funds leads to the development of therapeutic
devices and procedures, justice demands both that these not provide advantages only to those who can
afford them and that such research should not unduly involve persons from groups unlikely to be among the

beneficiaries of subsequent applications of the research.
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QUIDELINES

Guideline 1:
Guideline 2:
Guideline 3:
Guideline 4:
Guideline 5:
Guideline 6:
Guideline 7:
Guideline 8:
Guideline 9:

Guideline 10:
Guideline 11:
Guideline 12:

Guideline 13:

Ethical justification and scientific validity of biomedical research involving human beings
Ethical review committees

Ethical review of externally sponsored research

Individual informed consent

Obtaining informed consent: Essential information for prospective research subjects
Obtaining informed consent: Obligations of sponsors and investigators

Inducement to participate

Benefits and risks of study participation

Special limitations on risk when research involves individuals who are not capable of giving
informed consent

Research in populations and communities with limited resources

Choice of control in clinical trials

Equitable distribution of burdens and benefits in the selection of groups of subjects
in research

Research involving vulnerable persons
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Guideline 14: Research involving children

Guideline 15: Research involving individuals who by reason of mental or behavioural disorders are not
capable of giving adequately informed consent

Guideline 16: Women as research subjects

Guideline 17: Pregnant women as research participants.

Guideline 19: Right of injured subjects to treatment and compensation

Guideline 20: Strengthening capacity for ethical and scientific review and biomedical research

Guideline 21: Ethical obligation of external sponsors to provide health-care services

Guideline 1: Ethical justification and scientific validity of biomedical research involving

human beings

The ethical justification of biomedical research involving human subjects is the prospect of
discovering new ways of benefiting people’s health. Such research can be ethically justifiable only if it is
carried out in ways that respect and protect, and are fair to, the subjects of that research and are morally
acceptable within the communities in which the research is carried out. Moreover, because scientifically
invalid research is unethical in that it exposes research subjects to risks without possible benefit,
investigators and sponsors must ensure that proposed studies involving human subjects conform to generally

accepted scientific principles and are based on adequate knowledge of the pertinent scientific literature.

Guideline 2: Ethical review committees

All proposals to conduct research involving human subjects must be submitted for review of their
scientific merit and ethical acceptability to one or more scientific review and ethical review committees.
The review committees must be independent of the research team, and any direct financial or other material
benefit they may derive from the research should not be contingent on the outcome of their review.
The investigator must obtain their approval or clearance before undertaking the research. The ethical review
committee should conduct further reviews as necessary in the course of the research, including monitoring

of the progress of the study.

Guideline 3: Ethical review of externally sponsored research

An external sponsoring organization and individual investigators should submit the research
protocol for ethical and scientific review in the country of the sponsoring organization, and the ethical
standards applied should be no less stringent than they would be for research carried out in that country.

The health authorities of the host country, as well as a national or local ethical review committee, should
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ensure that the proposed research is responsive to the health needs and priorities of the host country and

meets the requisite ethical standards.

Guideline 4: Individual informed consent

For all biomedical research involving humans the investigator must obtain the voluntary informed
consent of the prospective subject or, in the case of an individual who is not capable of giving informed
consent, the permission of a legally authorized representative in accordance with applicable law. Waiver of
informed consent is to be regarded as uncommon and exceptional, and must in all cases be approved by an

ethical review committee.

Guideline 5: Obtaining informed consent. Essential information for prospective research subjects

Before requesting an individuals consent to participate in research, the investigator must provide
the following information, in language or another form of communication that the individual can understand:

1. that the individual is invited to participate in research, the reasons for considering the individual
suitable for the research, and that participation is voluntary;

2. that the individual is free to refuse to participate and will be free to withdraw from the research
at any time without penalty or loss of benefits to which he or she would otherwise be entitled,;

3. the purpose of the research, the procedures to be carried out by the investigator and the subject,
and an explanation of how the research differs from routine medical care;

4. for controlled trials, an explanation of features of the research design (e.g., randomization,
double-blinding), and that the subject will not be told of the assigned treatment until the study has been
completed and the blind has been broken;

5. the expected duration of the individual's participation (including number and duration of visits
to the research centre and the total time involved) and the possibility of early termination of the trial or of
the individuals participation in it;

6. whether money or other forms of material goods will be provided in return for the individual
s participation and, if so, the kind and amount;

7. that, after the completion of the study, subjects will be informed of the findings of the research
in general, and individual subjects will be informed of any finding that relates to their particular health
status;

8. that subjects have the right of access to their data on demand, even if these data lack immediate
clinical utility (unless the ethical review committee has approved temporary or permanent non-disclosure of

data, in which case the subject should be informed of, and given, the reasons for such non-disclosure);
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9. any foreseeable risks, pain or discomfort, or inconvenience to the individual (or others)
associated with participation in the research, including risks to the health or well-being of a subject’s spouse
or partner;

10. the direct benefits, if any, expected to result to subjects from participating in the research

11. the expected benefits of the research to the community or to society at large, or contributions
to scientific knowledge;

12. whether, when and how any products or interventions proven by the research to be safe and
effective will be made available to subjects after they have completed their participation in the research, and
whether they will be expected to pay for them;

13. any currently available alternative interventions or courses of treatment;

14. the provisions that will be made to ensure respect for the privacy of subjects and for the
confidentiality of records in which subjects are identified;

15. the limits, legal or other, to the investigators, ability to safeguard confidentiality, and the
possible consequences of breaches of confidentiality;

16. policy with regard to the use of results of genetic tests and familial genetic information, and
the precautions in place to prevent disclosure of the results of a subject’s genetic
tests to immediate family relatives or to others (e.g., insurance companies or employers) without the consent
of the subject;

17. the sponsors of the research, the institutional affiliation of the investigators, and the nature and
sources of funding for the research;

18. the possible research uses, direct or secondary, of the subject‘s medical records and of
biological specimens taken in the course of clinical care

19. whether it is planned that biological specimens collected in the research will be destroyed at
its conclusion, and, if not, details about their storage (where, how, for how long, and final disposition) and
possible future use, and that subjects have the right to decide about such future use, to refuse storage, and
to have the material destroyed

20. whether commercial products may be developed from biological specimens, and whether the
participant will receive monetary or other benefits from the development of such products;

21. whether the investigator is serving only as an investigator or as both investigator and the
subject‘s physician;

22. the extent of the investigator’s responsibility to provide medical services to the participant;

23. that treatment will be provided free of charge for specified types of research-related injury or
for complications associated with the research, the nature and duration of such care, the name of the
organization or individual that will provide the treatment, and whether there is any uncertainty regarding

funding of such treatment.
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24. in what way, and by what organization, the subject or the subjectcs family or dependants will
be compensated for disability or death resulting from such injury (or, when indicated, that there are no plans
to provide such compensation);

25. whether or not, in the country in which the prospective subject is invited to participate in
research, the right to compensation is legally guaranteed;

26. that an ethical review committee has approved or cleared the research protocol.

Guideline B: Obtaining informed consent. Obligations of sponsors and investigators

Sponsors and investigators have a duty to:

% refrain from unjustified deception, undue influence, or intimidation;

% seek consent only after ascertaining that the prospective subject has adequate understanding of
the relevant facts and of the consequences of participation and has had sufficient opportunity
to consider whether to participate;

% as a general rule, obtain from each prospective subject a signed form as evidence of informed
consent - investigators should justify any exceptions to this general rule and obtain the
approval of the ethical review committee (See Guideline 4 Commentary, Documentation of
consent);

% renew the informed consent of each subject if there are significant changes in the conditions or
procedures of the research or if new information becomes available that could affect the
willingness of subjects to continue to participate; and,

% renew the informed consent of each subject in long-term studies at pre-determined intervals,

even if there are no changes in the design or objectives of the research.

Guideline 7: Inducement to participate

Subjects may be reimbursed for lost earnings, travel costs and other expenses incurred in taking
part in a study; they may also receive free medical services. Subjects, particularly those who receive no
direct benefit from research, may also be paid or otherwise compensated for inconvenience and time spent.
The payments should not be so large, however, or the medical services so extensive as to induce prospective
subjects to consent to participate in the research against their better judgment (“undue inducement”). All
payments, reimbursements and medical services provided to research subjects must have been approved by

an ethical review committee.
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Guideline 8: Benefits and risks of study participation

For all biomedical research involving human subjects, the investigator must ensure that potential

benefits and risks are reasonably balanced and risks are minimized.

% Interventions or procedures that hold out the prospect of direct diagnostic, therapeutic or
preventive benefit for the individual subject must be justified by the expectation that they will
be at least as advantageous to the individual subject, in the light of foreseeable risks and
benefits, as any available alternative. Risks of such ‘beneficial interventions or procedures
must be justified in relation to expected benefits to the individual subject.

% Risks of interventions that do not hold out the prospect of direct diagnostic, therapeutic or
preventive benefit for the individual must be justified in relation to the expected benefits to
society (generalizable knowledge). The risks presented by such interventions must be reason-

able in relation to the importance of the knowledge to be gained.

Guideline 9: Special limitations on risk when research involves individuals who are not capable of
giving informed consent

When there is ethical and scientific justification to conduct research with individuals incapable of

giving informed consent, the risk from research interventions that do not hold out the prospect of direct

benefit for the individual subject should be no more likely and not greater than the risk attached to routine

medical or psychological examination of such persons. Slight or minor increases above such risk may be

permitted when there is an overriding scientific or medical rationale for such increases and when an ethical

review committee has approved them.

Guideline 10: Research in populations and communities with limited resources
Before undertaking research in a population or community with limited resources, the sponsor and
the investigator must make every effort to ensure that:
% the research is responsive to the health needs and the priorities of the population or community
in which it is to be carried out; and
% any intervention or product developed, or knowledge generated, will be made reasonably

available for the benefit of that population or community.

Guideline 11: Choice of control in clinical trials
As a general rule, research subjects in the control group of a trial of a diagnostic, therapeutic, or
preventive intervention should receive an established effective intervention. In some circumstances it may be

ethically acceptable to use an alternative comparator, such as placebo or “no treatment .
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Placebo may be used:
% when there is no established effective intervention;
*%¢ when withholding an established effective intervention would expose subjects to, at most,
temporary discomfort or delay in relief of symptoms;
%k when use of an established effective intervention as comparator would not yield scientifically
reliable results and use of placebo would not add any risk of serious or irreversible harm to the

subjects.

Guideline 12: Equitable distribution of burdens and benefits in the selection of groups of subjects
in research

Groups or communities to be invited to be subjects of research should be selected in such a way

that the burdens and benefits of the research will be equitably distributed. The exclusion of groups or

communities that might benefit from study participation must be justified.

Guideline 13: Research involving vulnerable persons
Special justification is required for inviting vulnerable individuals to serve as research subjects

and, if they are selected, the means of protecting their rights and welfare must be strictly applied.

Guideline 14: Research involving children
Before undertaking research involving children, the investigator must ensure that:
% the research might not equally well be carried out with adults;
% the purpose of the research is to obtain knowledge relevant to the health needs of children;
%% a parent or legal representative of each child has given permission;
% the agreement (assent) of each child has been obtained to the extent of the child's
capabilities; and,

# a child's refusal to participate or continue in the research will be respected.

Guideline 15: Research involving individuals who by reason of mental or behavioural disorders are
not capable of giving adequately informed consent

Before undertaking research involving individuals who by reason of mental or behavioural disor-
ders are not capable of giving adequately informed consent, the investigator must ensure that:

% such persons will not be subjects of research that might equally well be carried out on persons

whose capacity to give adequately informed consent is not impaired;
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%t the purpose of the research is to obtain knowledge relevant to the particular health needs of
persons with mental or behavioural disorders;

% the consent of each subject has been obtained to the extent of that person’s capabilities, and a
prospective subject’s refusal to participate in research is always respected, unless, in exceptional circum-
stances, there is no reasonable medical alternative and local law permits overriding the objection; and,

%k in cases where prospective subjects lack capacity to consent, permission is obtained from a

responsible family member or a legally authorized representative in accordance with applicable law.

Guideline 1B: Women as research subjects

Investigators, sponsors or ethical review committees should not exclude women of reproductive
age from biomedical research. The potential for becoming pregnant during a study should not, in itself, be
used as a reason for precluding or limiting participation. However, a thorough discussion of risks to the
pregnant woman and to her fetus is a prerequisite for the womans ability to make a rational decision to
enrol in a clinical study. In this discussion, if participation in the research might be hazardous to a fetus or
a woman if she becomes pregnant, the sponsors/ investigators should guarantee the prospective subject a
pregnancy test and access to effective contraceptive methods before the research commences. Where such
access is not possible, for legal or religious reasons, investigators should not recruit for such possibly

hazardous research women who might become pregnant.

Guideline 17: Pregnant women as research participants.

Pregnant women should be presumed to be eligible for participation in biomedical research.
Investigators and ethical review committees should ensure that prospective subjects who are pregnant are
adequately informed about the risks and benefits to themselves, their pregnancies, the fetus and their
subsequent offspring, and to their fertility.

Research in this population should be performed only if it is relevant to the particular health needs
of a pregnant woman or her fetus, or to the health needs of pregnant women in general, and, when
appropriate, if it is supported by reliable evidence from animal experiments, particularly as to risks of

teratogenicity and mutagenicity .

Guideline 18: Safeguarding confidentiality
The investigator must establish secure safeguards of the confidentiality of subjec?s research data.
Subjects should be told the limits, legal or other, to the investigators’ ability to safeguard confidentiality and

the possible consequences of breaches of confidentiality.
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Guideline 19: Right of injured subjects to treatment and compensation

Investigators should ensure that research subjects who suffer injury as a result of their participa-
tion are entitled to free medical treatment for such injury and to such financial or other assistance as would
compensate them equitably for any resultant impairment, disability or handicap. In the case of death as a
result of their participation, their dependants are entitled to compensation. Subjects must not be asked to

waive the right to compensation.

Guideline 20: Strengthening capacity for ethical and scientific review and biomedical research
Many countries lack the capacity to assess or ensure the scientific quality or ethical acceptability
of biomedical research proposed or carried out in their jurisdictions. In externally sponsored collaborative
research, sponsors and investigators have an ethical obligation to ensure that biomedical research projects
for which they are responsible in such countries contribute effectively to national or local capacity to design
and conduct biomedical research, and to provide scientific and ethical review and monitoring of such

research.

Capacity-building may include, but is not limited to, the following activities:
% establishing and strengthening independent and competent ethical review processes/
committees
% strengthening research capacity
% developing technologies appropriate to health-care and biomedical research
% training of research and health-care staff

% educating the community from which research subjects will be drawn

Guideline 2 1: Ethical obligation of external sponsors to provide health-care services
External sponsors are ethically obliged to ensure the availability of:
- health-care services that are essential to the safe conduct of the research;
- treatment for subjects who suffer injury as a consequence of research interventions; and,
- services that are a necessary part of the commitment of a sponsor to make a beneficial
intervention or product developed as a result of the research reasonably available to the

population or community concerned.
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to be reviewed by the Ethical Review Committee for
Research in Human Subjects, Ministry of Public Health

In order to expedite and facilitate the review process of a research proposal, an applicant should

follow these instructions:

1. The principle and methodology of a submitted proposal should comply with the criteria set
by the Ethical Review Committee.

2. For a research proposal on AIDS vaccine, in addition to the compliance with the criteria
mentioned in item 1, it has also to be in line with the criteria for the study on AIDS vaccine identified by the

Committee.

3. A submitted proposal should comprise topics as described in the Guidelines for the preparation

of a research proposal.

4. Twenty-one Protocol (original 1 and copies 20) of the research proposal (for the study on AIDS
vaccine, 24 protocol (original 1 and copies 23) are required) should be submitted to:

The Office of the Secretary,

Ethical Review Committee for Research in Human Subjects,
Department of Medical Services,

3" floor of the Building No.2, Ministry of Public Health
Tiwanond Road, Nonthaburi 11000

Tel. 02-590-6171-2

Fax. ,02-5918251

E-mail prntve@yahoo.com

5. The review process:
5.1 The submitted research proposal will be initially reviewed by at least two advisers. For
AIDS vaccine study, at least three advisors are required.
5.2 The proposal will be finally reviewed by the Ethical Review Committee at its regular
meeting. The following procedures are routinely carried out in the meeting:
a) The advisors will present to the Committee the summary of the proposal with detailed
ethical considerations and other relevant comments.
b) The Committee members will discuss and make a list of inquiries to be clarified by the
principle investigator.
¢) The Principle Investigator or his/her representative will be invited to give explanation
and answer the questions inquired by the Committee. He/she will be requested to;
- introduce himself/herself

p— =
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- brief about the research proposal
- answer the questions
d) By principle, the Committee will review both on ethical and scientific aspects of the
research proposal.
e) At the conclusion, Principle Investigator or his/her representative will be informed of
the initial result. The official result will be notified to the researcher in due course.

6. The Committee’s considerations will be concluded in one of the following alternatives:
6.1 The research proposal is approved. (without any condition)
6.2 The research proposal is approved with some conditions, i.e. with some recommendations
for the proposal revision.
6.3 The consideration has been pending or the research proposal has not been taken into
consideration.
6.4 The research is not approved.

7. The result of the Committee’s consideration will be reported to the Chairman and the Permanent
Secretary for Public Health respectively. A letter of notification signed by the Permanent Secretary for
Public Health will be forwarded to

7.1 The Principle Investigator

7.2 The responsible organization.

This process will take about 2-3 weeks. However, the overall review process will take
approximately 2-3 months (from the receiving date of the proposal until the final decision is made and
notified to the persons concerned.)

8. Implementation
8.1 If the submitted proposal is approved without any condition, the research can be
conducted at once.
8.2 In case the proposal is approved with some conditions, it has to be revised as
recommended by the Committee and sent back to the secretary for further actions:

a) For the revised proposal with a slight modification, it will be checked by the secretary,
if agreeable, the researcher will be informed to carry out the study.

b) In case modification is made on the main part of the proposal, the secretary will
forward the revised copy to the advisor for comments and then submits further to the Ethical Review
Committee for consideration. The researcher might be invited to give additional explanation, if needed. After
the proposal is approved, the researcher will be notified of the result.

8.3 The research proposal which is pending, and has not been taken into consideration by the
Committee, must be those that need to be totally revised and re-submitted.

9. As soon as the researcher is verbally informed of Committee’s approval of the proposed study,
a copy of the letter of approval will be made available to the researcher, if needed, for further action and also
to enable him/her to process a request for the importation of essential products to be used in the research
work.
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4 Guidelines for the preparation of a research proposal
~ submitted to the Ethical Review Committee for Research on

Human Subjects, Ministry of Public Health

The Thai protocol (original 1 set and 20 copies) is combined with details as follow (English

protocol can attach for review)

1. Title of the project
Title of the project must be stated precisely in Thai language. If an English title is supplemented,
the meaning of both languages should be exactly the same.

2. Name and address of the principal investigator(s) and the institution(s).

3. Project Summary (not to exceed 2 pages).
The full protocol should include the topics 4-14:

4. Introduction
The introductory section should include:
4.1 Background information
4.2 Justification
4.3 Expected benefits from the proposed study

5. Objectives
6. Location and duration of the study

7. Work plans
The work plan to outline the following activities and information:
7.1 Population participating in the study (both the experimental and the control groups) with
the details of sex, age, other characteristics, disease or specific symptoms, and number of subjects.
7.2 Inclusion criteria
7.3 Exclusion criteria
7.4 Discontinuation criteria which include:
a) Discontinuation criteria for participants.
b) Criteria for termination of the study.
7.5 Implementation and monitoring procedures, including data collection and analysis.
7.6 Special considerations
a) If blood examination is required objective, number, quality and frequency of blood
collections must be specified.
b) In case of clinical trial of a drug, the trade name and the generic name of the drug,
manufacturer’s and distributor’s names including the registration number of drug license are required.
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¢) In case of using other non-pharmaceutical products, documents of detailed information
on the products and the results of relevant research must be attached.

d) For research/study that requires an operation or any medical practice, the method of
work must be described.

8. Ethical considerations

The following issues and documents should be prepared:

8.1 Possible risks including preventive or alleviative measures

8.2 Compensation, medical care and other services to be provided to the subjects who many
be affected by any complication.

8.3 Other related ethical aspects

8.4 Human subject information sheet in Thai language, in which physician or hospitalis name,
contact address and telephone number have been included. The information sheet should follow the model
attached.

8.5 Consent of volunteers should be submitted on the form already approved by the Commit-
tee. Other similar forms can be an alternative.

8.6 In case the researcher considers that there is no need for the information sheet or the con-
sent form, the researcher must propose the rationale for approval from the Committee.

9. Detail Budget and Source of Funding.

10. References.

11. Curriculum vitae of all researchers (may be submitted on a separated sheet)
12. Letter of approval from the implementing institution.

13. Result of ethical or human right review by an ethical committee of the studying institution (if
available)

14. The research proposal has to be signed by the principal investigator(s) or project team leader
and all participating researchers.

15. Total Questionnaire/ data collection in research

16. The letter signed by a principle investigatoris supervisor.

17. For the international project, Thai and foreign Principal investigator in each side is required
18. The Ethical Review Committee for Research in Human Subjects, Thai

Ministry of Public Health had reviewed both Thai and English protocols. In ethical concern, the committees
has reviewed and approved for implementation of the research study mention above, therefore the Thai
protocol will be mainly conduct.

19. Material transfer agreement need for transfer blood or biomedical sample
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Estimated Expenditure per year

Project Title @ .ot

Budget Justification :

1. Salary:
1.1 full time staff .............. duration ............ month (s)
.......................... Baht (s)
1.2 part time staff .............. duration ............ month (s)
......................... Baht (s)
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Instruction

1. The information sheet should provide essential information for prospective
research subjects. The information should be complete, concise and in language that he or she is capable of
understanding.

In case a volunteer is the minority who cannot read Thai language. Translation to their
language is required. Thai version must be used as the original for translation and a translated document must
be submitted in the same time as submit the protocol in the beginning. The translator who registers at the
court or Ministry of Foreign Affairs may be obtained.

2. For the sake of completeness and easy to read, the information sheet should be written in

structured form.

3. The information sheet and informed consent certificate can be combined or separated. In case
of'a combined form, the consent certificate should be clearly separated in the latter part.

4. The information sheet and a copy of consent certificate should be kept by each participants. The
investigator should hold the signed consent certificate.

st sk sk sk sk sk sk stk stk skok ok skokoskoskok ok

Note : Please follow Thai version
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1. Title of Protocol
2. Name and title of principle investigator
3. Office:

Address

Telephone No.
- Office
- Home
- Mobile

Fax.

Pager

4. Essential Informations include :

4.1
4.2
43
4.4
4.5
4.6

4.7
4.8

4.9

4.10

4.11

4.12

4.13

4.14

4.15

Rationale for research.

Purpose of research.

Methods of the research.

The expected duration of the subject’s participation.

The benefits that might reasonably be expected to result to subject or to others as an
outcome of the research; when there is no direct benefits to the subject, the subject should
be made aware of this.

Any foreseeable risks or discomfort to the subject, associated with participation in the
research, both physical and psychosocial risks.

Prevention of anticipated risks and measures prepared to cope with problem.

Any standard or alternative procedures or courses of treatment that might be as advanta-
geous to the subject as the procedure or treatment being test.

The extent to which confidentiality of records in which the subject is identified will
be maintained.

The extent of the investigator’s responsibility, if any, to provide medical services to the
subjects.

The therapy to be provided free of charge for specified type of research related injury.
The anticipate prorated payment, if any, to the subject.

Whether the subject or subject’s family or dependants will be compensated for disability
or death resulting from such injury.

That the individual is free to refuse to participate and will be free to withdraw from the
research at any time without penalty or loss of benefits to which he or she would other-
wise be entitled.

Name, address, telephone numbers of physicians or other research team to be contacted
conveniently 24 hrs. both during on or out of duty in case of need or emergency.
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Ethical Criteria

Ministry of Public Health, Thailand
(Revised 2007)

. The Ministry of Public Health (MOPH) is responsible for reviewing ethical issues in the

medical research which meet the following criteria :

(1) Conducted by the MOPH’s personnel or organizations, or conducted in geographical areas
under responsibility of the MOPH.

(2) Requested by other organization for ethical review.

(3) Requiring national authority approval.

The submitted proposals should

(1) be based on Thai legislation, notification and merit consideration ;

(2) be conducted by Thai investigator(s) or at least 1 Thai investigator in the team;

(3) have at least one competent medical officer to treat any effect incurred upon the subject’s
physical or mental health as the result of the study ;

(4) state specific and achievable objective (s) ;

(5) justified the needs to do the study on human subject ;

(6) lead to new and useful findings and knowledge ;

(7) be restricted to the minimum number of subjects as determined by statistical techniques ;

(8) be translated into Thai (for proposal originally in foreign language) ;

(9) transmit 3 copies, both Thai and English, of continuation Report to the Ethics Committee
within 6 months or 1 year after approval protocol.

(10) transmit 3 copies, both Thai and English, of Final Report to the Ethics Committee within
6 months after project completion/or not.

. Research involving human subject must have adequate and qualified evidences to substantiate

its safety based on animal experiments or previous knowledge.

The subject or his/her legal guardians must have agree to the study by signing the consent form
after being properly informed. The consent from should follow the MOPH requirement.

Research activities must be conducted by qualified and experienced investigator(s) who
understand the research process, benefits and potential harmful effects. Command facilities
required for the safe and efficient treatment of the subject when needed.

Principal Investigator(s) have to explain clearly to potential subjects, as follows :
(1) plan and method of studies ;
(2) potential hazards or discomfort that may occur and preventive measures ;

mnmanaz el finlumsiiduluay
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(3) benefit to themselves and to the country ;

(4) their rights and freedom to withdraw from the studies ;

(5) any other information as required by potential subjects to ensure full agreement and avoid
misunderstanding from the potential subjects.

7. Principal Investigator(s) should select methods of study which will cause minimal impact on
the subject’s physical and mental health.

8. Each activity involving human subjects must be conducted under caution based on medical
standard. Any methods found to indicate potential hazards to the subjects must be ceased
immediately.

9. Principal Investigator(s) must report to the Committee or the Monitor/DSMB in case of serious
adverse reaction as determined in the Guidelines for Good Clinical Practice [GCP].

10.Subjects or their legal guardians are free to withdraw the consent to participate in the study. The
withdrawal will not affect any entitlement to those treatment that may be required under normal

circumstances.

11.The Ethics Committee has the right to set any future guidance or regulation as deem necessary.
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Ethical Considerations for conduct of
AIDS Vaccine Trials/Studies in Thailand
he Ethical Review Committee for Research in Human Subjects
Ministry of Public Health, Thailand 1993

The Ethical Review Committee for Research in Human Subjects Ministry of Public Health,
Thailand has realized the necessity of promoting research on AIDS vaccines. The Committee has developed
guidelines for AIDS vaccine studies which will serve to :

1) Increase understanding by Principal Investigator(s)/institutions involved with regards to the
ethical assessment of research proposals.

2) Facilitate the review process.

3) Ensure protection of volunteers/subjects in terms of health, human rights and compensation.

The details of criteria are as follows :
1. A submitted proposal shall be attached with documented evidences showing the following :

(1) Approval for studies in Phase I, Phase II or Phase III issued by the national authorities dealing with
vaccine trials and development in the country of origin such as Investigational New Drug (IND), Food and
Drug Administration (FDA), or National Institutes of Health (NIH).

(2) Certificate of Good Manufacturing Practice (GMP).

(3) Approval and agreement for the studies issues by the institution where the Principal Investigator(s)
are working and other collaborating institutions.

(4) Detailed list of budget and itemized expenditure as well as sources of funds using the attached form.

(5) Measures to safeguard the following ethical aspects ;

- confidentiality concerning personal information on volunteers/subjects;

- methods of data collection, processing and dissemination ;

- researcher’s responsibility to volunteers/subjects ensuring adequate medical treatment and care
resulting from adverse effects or reactions which, in some cases, may be fatal; and preventive
measures against such events and also protection form social discrimination ;

- provision of appropriate compensation to be given to the volunteers/subjects or to his or her heirs
in the event of harmful effects;

- provision of regular counseling services and health education to avoid risk behavior ;

- informing the subjects of his or her rights and freedom to withdraw from the project at any time.

(6) Clear statement of the benefits of the study to the investigators, institutions and the nation.

(7) Submission of a sample consent form.

2. The existing ethical criteria currently used to assess proposals for biomedical research in human subjects
will also be applied to deliberate AIDS vaccine proposals.
3. The Committee will meet at every twice time/months to consider all proposals. The result of the Committee’

s deliberation will be reported to the Principal Investigator(s)/institutions within 3 months after initial

consideration.

x ' mnmanaz el finlumsiiduluay
(ﬂmzﬂ‘s‘5Nﬂ]iﬁﬂ1im1ﬂ1iﬁﬂﬁ1§%’fﬂuﬂu NITNII 15198 Qﬂl)




1.

10.

11.

12.
13.

14.

-

In case of residual blood sample from the study (not the intentional extra-drawn blood) and the additional
blood drawn for further study, the below requirements must be followed:

Definition: Blood means blood and component of blood such as DNA, serum, protein marker etc.
e Duration of blood sample storing must be clarified.
e Specimen storage must be in Thailand . Except there is a necessary reason, however the reason must
be obtained prior to utilizing of these blood samples.
Approval from the committee must be obtained prior to utilizing of these blood samples.
Project plan, which related to the previous study, must be identified.
Approval from the storageis owner must be obtained.
Specify destruction method
Applying for commercial benefits is prohibited.

Benefits to volunteers or communities must be clarified.
e Utilizing is limited only to the previous related projects, no genetic study is allowed.

. Subject’s information must be used in compatible projects, within the exact time frame, and with

emphasizing on subjects’ right when information utilizing is cancelled.

. Serious adverse events must be reported within 10 working days after acknowledgement of these events. The

investigators should analyzed how these adverse events relate, possible/likely, probably related, fatal to their
responsible project. In addition, regulations to protect subjects in Thailand must be identified.

. In case subject age more than 7 years but does not yet reach the age of majority the investigator must prepare

assent form. The assent form should be prepared for a group of subject age 7-13 years old more than 13 to 18
years old. These two groups are categorized by communication difficulty.

. In case the information sheet is more than 8 pages maximum 3 pages of summary information sheet must be

provided.
At lease 2 witnesses, who have not involved with the study must sing in the consent form.
Report of Project status must be performed yearly.

. In case of extension of the project, report of implementation with clearify and request for extension must be

submitted before the study end at least 30 days since the day the office of ethical review committee receive the
protocol.

. When the study end, either complete or unable to continue the study, the committee must be informed with the

explanation.

Any change in the project must be clarified with what, how and why the change occurs with highlight or
emphasizing the information.

Any change or addition of principal investigators or investigators, resume of the new persons together with the
reason of change must be submitted to the committee.

For the new project, revision of the project according to the committee’s suggestion must be done within 1 year.
In case of sending study specimens for testing abroad, material transfer agreement (MTA) form must be
submitted

For HIV vaccine study, the study should be implemented after the study has been approved by the subcommit-

tee on HIV/AIDS vaccine development. o~
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The study involving a lot of Thai volunteers and the volunteers need to bear the risk from the experiment

and the achievement of the study that Thai volunteers play an important role to the success of drug,
vaccine or product development consideration on the fairness of benefit provision the country entitled to
receive should be appropriately done.
Any modifications / Revisions in the project or study information or consent forms:
O Modified Thai version must be submitted again, if a new approval is needed for an English
version, the English version must be submitted too.
O Highlight or underline or italicize the amended sentence (s) or phrase (s)
O Specify the reason of amendment for each issue with support documents or references (if appli-
cable)
O Perform the same manner with the study information and consent form

Investigator has to report any changes in the investigator brochure

. Report

- Report adverse events that are life threatening events and death within 10 working days.

- Immediately report ADRS as an expedited report.
In the case that volunteers have participated in the study, the sponsor must be responsible for all expenses
occurred out of the study and not leaving the volunteers to be taken care of by national health security
or other rights before the sponsor pays for health cost except those the volunteers have paid before
participating.
For research studies in Thailand, Principle Investigators must be Thai citizens and foreign investigators
are prohibited from medical practice. Foreign investigators will only be allowed for

- Directing and coordinating

- Supporting the research

. Investigators are asked to report the status of the project to the committee annually for the renewal of the

project until the end.
Sponsoring company and / or Contract Research Organization (CRO) must be legally registered in

Thailand.
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/;"' Additional Resolution of the Committee (2006)

Approval Of The MOPH Human Research Ethics Committee on 18 fi 19 August 2006 reviewed the

following items :

1. The review related to “Research Project”
1.1 The review related to whether collection of human biomaterial for transportation abroad only will be
approved ( example of biomaterials is blood etc ) and this will be individually reviewed

1.1.1 In the case of single project the following criteria will be followed:

- Follow CIOMS guideline 10 and 12 (distributive justice)

- Response to health needs in local Thailand or not

- Depends on risk / benefit

- Whether or not Thailand will get benefit

- Principle of justice

Examples of Projects that may be disapproved are:-
- Project has been initiated by foreign investigators or institutions and Thai researchers can
not develop or learn more from project participation
- Thai researchers do not play an important role in the research methodology
- Can be studies elsewhere ( except that the answer could only be found by only the study in
Thai people)
- Does not get any attention from Thai researchers
1.1.2 As a part of a major project

- Whether or not this responses to local health need of the country

- Depends on risk / benefit

- Whether or not the outcome come back to Thailand

- Justice

Examples of projects that may be approved are :-

- Initiated by Thai researchers but there is no technology to execute or analyse

- Anannex of a major project that needed to be justified whose need it is,are Thai researchers
interested in this project?

1.1.3 The project that blood collected and other samples will be transported to central lab (guideline

20 of CIOMS).

The MOPH Human Research Ethics Committee points out that blood test or some other tests that
can be done in Thailand ( which are not the end point ) should do so to be in line with the development of
Thai researcher i s potential and Thailand infrastructure

In case that the specimens need to be tested abroad it is the responsibility of the researchers
to specify reasons for necessity, places to send for such test, storage, destruction, access to the information

- o
o | 4
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so that the committee will clearly know the project. The researcher should specify in the information

sheet that which tests could be done in Thailand with standard except which tests that have to send to ....

for .... In addition volunteers have to be informed about specimen storage, destruction and access to

the information too.

1.2

1.3

1.4

In case that the project can be accomplished by having Thai volunteers mainly participating (except
those that have been done by Thai investigators or Thai companies). The committee will scrutinize
by the following bases :

1.2.1 Distributive justice should be clarified to the committee as well as answer why volunteers
have to be Thai.

1.2.2 Appropriate compensation to community or the country should be specified by sponsor
company by showing a clear intention such as by a letter of intent etc. This will lead to
the review to find an appropriate mechanism so that people involved can comply with the
obligation such as to set a sub fi committee to negotiate for the interest which the community
or the country will get or pursue the request etc.

1.2.3 Follow CIOMS guidelines 10 and 20 as reference.

In case that the study is inaccessible by Thai people ( for example expensive drug ) approval or not

will be reviewed by the committee using the following criteria :-

m prices of drugs will not be the basis for approval or not, however academic purposes and
ethics as a whole picture will be the matter.

For genetic or genetic engineering studies the committee will review by the following ground

1.4.1 present a clear proposal, not as an annex or a portion of a project

1.4.2 follow the same regulation as those used for transportation of biomaterial abroad only

1.4.3 for the genetic study related to stem cell, gene therapy etc., the committee will review on the
basis of academic principle and ethics for such studies

2. Review related to “volunteers”

2.1

2.2

23
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Data collection for withdrawn volunteers such as irregular appointment, pregnancy monitoring,

babies that were born after the project participation of the mothers etc. The following criteria will be

used for the committee’s review :-

1. For safety monitoring rather than reasons for the completion of data analysis

2. volunteers give a new consent

Will volunteers that discontinue participation allow researchers to use the information ? The following

criteria will be used for the committee’s review :-

1. Be able to use the information occurred during volunteers’ participation.

2. In case when volunteers do not allow to use information occurred during participation could
cause a problem with the sponsor or not is still inconclusive.

3. The use of information from project A for the study in project B needs to obtain A new approval

The age suitable to give consent for participation will be reviewed by the following criteria

- volunteersi age allowed to give consent for participation by themselves is 18 years old (slide
45 - 48 biological problems) as compared with patientsi right, children’s act, guidelines for
research on reproductive health involving adolescents of scientific and ethical review group
(SERG)
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2.4 Age classification of assent form should be 7 to less than 13 and 13 to not more than 18 years.

2.5 Will minority ethnic group that are not Thai national such as Myanmar, Peguans, Karen get approval
(Since independent approval could not be obtained). The committee will review by the following
basis :-

1. Health need and as it is the principal problem of that community.

2. By reasons and clear need for methodology

3. Risk benefit since the people above are deprived people

4. Representative volunteers or qualified people or native speakers of such languages should re-
view the study too

Follow CIOMS guidelines 9,10,12,13 and individually review the studies

. Media used for obtaining consent should be reviewed to make sure that volunteers clearly under-

stand the study

™ w»

3. Review related to “research methodology”
3.1 Whether not research on placebo can be approved to do, the committee will review by using the
following bases :-
1. Only when it is necessary and can not answer methodology
2. When standard treatment is not available locally
3. Follow guideline 11 of CIOMS
3.2 Whether or not the study that claims the lack of information in Thai people will be approved for
phase III or that the research has been done already, the committee will review by using the
following bases.
- Information can be presented that Thai people could response differently from other groups of
people in the world.
3.3 For comparison to standard drug, whether Thai standard drug or foreign standard will be used the
committee will review by the following criteria :
1. Compare with minimally Thai standard drug
2. When there is no standard drug in Thailand to compare with standard drug of other countries
specified by sponsor which must not be at the standard lower than that of Thailand will be used
3.4 Study in Thailand has to have a Thai as the Principal Investigator and foreign researcher is not
allowed to perform treatment related to medical practice. Foreign physician can only perform
coordinating and directing. The committee will review by using the following bases
1. By following medical practice act 1982 section 4
2. By following medical council of Thailand regulation chapter 6 “Research study and experiment
on human”

3. Each researcher must have their own assignment sheet.

4. Review related to “Biomaterial”
Storage of excess blood for future use the committee will use the following criteria:
- The committee will approve a period of 5 years at a time starting from the approval date
- Duration of blood Sample storing must be clearified
- Specify the sharing of benefit (if any) that may arise in the future
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- Storage site must be in Thailand except when necessary and clear supportive reason
- Specify destruction method

- Who can access the information

- Committee i s approval is needed before use

- Specify project that is supported by former project

- Permission must be obtained from the storage owner

- There will be no application that will give rise to commercial interest

- Future benefit that volunteer and community will get

- Research can only be related to former project except for genetic study

- Material transfer agreement must be made

5. Review related to other subjects
5.1 Duration ( in years ) that the project is approved will be reviewed by the committee using the
following bases :-
5.1.1 The committee will approve by the duration specified in the project but not more than 5 years
at a time starting from the approval date
5.1.2 Renewal of the study has to be made with prior before expiration (at least 30 days) which
starts from the date of document submission to the office of ethical review committee receive
the protocal
5.1.3 Study status has to be reported annually (or every 6 months as the case may be). Fail to report
may lead to approval withdrawal
5.1.4 After study is finished complete project report must be submitted to the committee within
6 months
5.2 Which study version will be approved ( Thai or English )
5.2.1 The committee will only approve the Thai version
5.2.2 In case that there is only an English version approval will only be done when the English
version is in agreement with the substance in the Thai version that has been approved.
5.2.3 Thai version that has been amended must be submitted with the amendment request
5.3 Sponsoring company and / or contract research organization (CRO) must be a legally registered
company in Thailand. The committee will review by using the following bases
- CRO and sponsor must be a registered juristic entity in Thailand before acceptance for review
can be made (with exception as the case may be).
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Aae19 MTA

MATERIAL TRANSFER AGREEMENT

1. The parties to this agreement are:

1.1. Department of Medical Sciences, Ministry of Public Health, 88/7 Moo 4 Tiwanon Road. Muang,
Nonthaburi 11000, Thailand (hereinafter referreed to as DMSc);

1

(hereinafter referred to as the RECIPIENT) and
1.3. The RECIPIENT includes RECIPIENT’s Scientists as well as Principle Investigator/ Laboratory
Supervisor! Instructor
DMSc agrees to provide the RECIPIENT with MATERIAL, as hereinafter defined, for use in

accordance with the terms and conditions of this agreement.

2. In this agreement:
Material: means original material, progeny, and unmodified derivatives.
Progeny means unmodified descendant from the MATERIAL, for example, virus from virus,
cell from cell, or organism from organism.
Unmodified Derivatives mean substances created by RECIPIENT, which constitute an
unmodified functional sub-unit or at. expression product of the original MATERIAL, such as
purified or fractionated sub-sets of the original MATERIAL, sub-clones of unmodified cell lines,
monoclonal antibodies secreted by a hybridoma cell line, proteins expressed by DNA RNA

supplied by DMSc, sub-sets of the original MATERIAL, for example, novel plasmids or vectors.

Modifications mean substances created by Recipient, which contain or incorporate the
MATERIAL (Original Material Progeny or Unmodified Derivatives).

Commercial purposes mean the sale, patenting, obtaining or transferring Intellectual property
rights or other tangible or intangible rights by sale or license, product development and seeking

premarket approval.
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3. The MATERIAL covered by this agreement includes:
3.1 All biological materials, living or dead, originate from within the Kingdom of Thailand / or else
where as listed in Attachment A
3.2 Any associated know-how, data and infermation
3.3 Any Progeny, Unmodified Derivatives and Modifications

3.4 Any cells or DNA. molecules replicated or derived there from

4. The RECIPIENT agrees that:
4.1 The MATERIAL is the property of DMSc and is we used by the RECIPIENT solely for
(check only one that applies)
( ) research purposes.
( ) test, reference, bioassay and control {covering only their use within the framework of
corresponding official international test, bicassay and control protocols)
( ) training and teaching purposes
at the RECIPIENT's institution and only under the direction of the RECIPIENT.
The research / test to be conducted by the. RECIPIENT is restricted to the project’ test
described in Attachment A,

entitled

4.2. The MATERIAL will not be used in human subjects or in clinical trials involving. human

subjects without the written permission of DMSc.

5. The RECIPIENT agrees not to transfer the MATERIAL to anyone who does not work under his
or her direct supervision at the RECIPIENT's institution without the prior written consent of
DMSc. The RECIPIENT shall refer any request for the MATERIAL to DMSc.

6. The RECIPIENT agrees to use the MATERIAL in appropriate containment facilities by fully

trained and competent staff.
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7. The RECIPIENT will notify DMSe of all research results related to the MATERIAL in writing
within one year after completion of the research project.

8. The RECIPIENT agrees to acknowledge DMSc as the source of the MATERIAL and data in any
and all publications and patent applications baed’ on or rclating to the MATERIAL, replicas, or
derivatives thereof and any research thereon.

9. The RECIPIENT acknowledges that the MATERIAL is or may be the subject of a patent
application. Except provided in this agreement, no expressed or implied licenses or other
rights are provided to the RECIPIENT under any patents, patent applications, trade secrets or
other proprietary rights of DMSc, including any altered forms of the MATERIAL made by
DMSc. In particular, no expressed or implied licenses or other rights are provided to use the
MATERIAL. modifications, or any related patents of the MATERIAL for commercial purposes.

10. If the RECIPIENT desires to use or license the MATERIAL or Modifications for commercial
purposes. DMSc AGREES, IN ADVANCE OF SUCH USE, TO NEGOTIATE IN GOOD FAITH
WITH RECIPIENT TO ESTABLISH THE TERMS OF A COMMERCIAL LICENSE.

11. The RECIPIENT will use the MATERIAL in compliance with all his/her national and
international laws and regulations, including Pathogens and Animal Toxins Act BE. 2525 as
amended by Pathogens and Animal Toxins Act (No2) B.E. 2544. The MATERIAL is
experimental in nature and it is provided by DMSc without warranty of any sort, expressed or
implied. DMSc makes no representation that the use of the MATERIAL will not infringe any
patent or other proprietary right The RECIPIENT will indemnify DMSc and its employees and
hold DMSc and its employees from any CI3imns or liabilities which may arise as a result of the
use of the MATERIAL by the RECIPIENT.

12. The MATERIAL is provided at no cost, however, fee is requested solely for its preparation
and distribution cost. The amount shall be indicated in Attachment A

13. The RECIPIENT shall promptly return or destroy ill information and the MATERIAL upon
demand there for by DMSc.

14. The agreement shall be effective on the date of last signing below, apply to all information
and the MATERIAL received from DMSc and terminate on completion of the RECIPIENT's
current research with the MATERIAL ( within............ years after the effective date ) unless

the parties agree in writing to extend the agreement
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. DMSc and the RECIPIENT shall use their best efforts to settle in a fair and reasonable manner

any disputes arising in ‘connection with this Agreement. If such dispute cannot be settled by

the parties between themselves, it shall be first submitted to mediation by a mediator chosen

jointly by the parties.

In the event that mediation does not bring a resolution of the dispute within 30 days, the

dispute shall be submitted to arbitration before a single arbitrator pursuant to the Arbitration Rule

of Thailand. Any such arbitration will be subject to such rules.

Signed for and on behalf of the RECIPIENT

86
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Attachment A
Material Transfer Record
Department of ..., agrees te transfer the following material to.......................
................................................................................................ as follows :
DMST Identification
No Material Remark
No. No.

1.

2.

&

4.

6%

6.
Remark: DMST = Department of Medical Sciences Thailand Culture Collection
Preparation costs............. Baht/............o unit  Total.....ooe Baht
Distribulion fees........cooocoiiiiii Baht
() The materials will be picked upon/......../......... ........ (Please notify......... days/weeks in advance.)

(} The materials are requested to be shipped to

Note : Materials found to be non-viable due to shipments will be replaced within 14 days without charge.

For Material Transfer Officer (On the day of materials pick-up}

Institute/Bureau/Division/

has lranslerred the malerials as requesled.

Name........ooovvviiiiinenenn Materials Transfer Officer Name.....ooocoiii i, Appraver

(o ) (o )
POSILION. ..o Posilion.......ocoooii
Date.. Date

For the one who picks up the materials.
| have received maicrials as specified in this document.

Name.. .o Person authorized to pick up the materials
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Material Transfer Agreement
[Unit and or Department]. Faculty of Medicine Siriraj Hospital,

Mahidol University, Bangkok, Thailand.

( Names of the RFCIPENT and the INStitution)...... ..o oo

(here in after collectively referred as “RECIPIENT”), in consideration of the receipt of biological

materials from ( Names of the PROVIDER scientist / CHNiCIaN ).....ouoeeeeiee e

........................................................... of the ,( Name of the Unit and/or Department).

Faculty of Medicine Siriraj Hospital, Mahidol University Bangkok, Thailand (“Contributor”) hereby

agree to the following terms and conditions:

1. The biological materials to be provided to RECIPIENT are:

(description of the materials to be transferred)

2. The Materials shall be used exclusively for non-commercial, non-military scientific research by
the RECIPIENT. The Materials shall be used only at the RECIPIENT organization and only in
the RECIPIENT SCIENTIST’s laboratory under the direction of the RECIPIENT SCIENTIST or
others working under his/her direct supervision.

3. The Materials are the property of the (Unit and/or Department of the PROVIDER], Faculty of
Medicine Siriraj Hospital, Mahidol University. Ownership of modifications and direct/indirect
derivatives of Materials, and income arising from commercializing the direct/indirect
derivatives of the Materials will be negotiated in good faith by the parties hereto depending
upon (a) their relative contribution to the creation of said modifications and derivatives, and (b)
applicable laws and regulations relating to the inventorship.

4. RECIPIENT shall not sell or otherwise distribute the Materials to a third party for any purpose.
This agreement and the resulting transfer of Materials constitute a non- exclusive license to
use the Materials solely for basic research or other not-for-profit purpose and specifically as
described in the accompanying research proposal prepared by RECIPIENT.( Complete
research proposal with detailed material and methods have to be pros ided with the signed
M1A document )

5. RECIPIENT shall consult with the Contributor prior to the preparation and submission of
presentation/publication materials and patent applications, which involve the Materials,
modification of Materials and direct/indirect derivatives of Materials.

6. RECIPIENT agrees to provide ( Unit and/or Department ) of the Faculty of Medicine, Sirira;

Hospital, with a copy of any publication, which contains experimental results obtained
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from the use of the Materials, modifications of Materials and direct/indirect derivatives of
the Materials. RECIPIENT shall acknowledge ( Unit amid/or Department ) of the Faculty of
Medicine Siriraj Hospital as the source of Materials in all publications containing any data
or information about the Materials, modifications of Materials and direct/indirect
derivatives of Materials unless the ( Unit and/or Department ) of the Faculty of Medicine
Siriraj Hospital, indicates otherwise.

7. This Agreement will terminate on the earliest of the following dates:
a) when the material becomes generally available from third parties, for example, though

reagent catalogs or public depositories or

b) on completion of the RECIPIENT's current research with the MATERIAL, or
c) on thirty (30) days written notice by either party to the other, or
d) on the date specified in an implementing letter, provided that:

[) if termination should occur under 7(a), the RECIPIENTS shall be bound to the
PROVIDER by the least restrictive terms applicable to the MATERIAL obtained from
the then-available resources; and

ii) if termination should occur under 7(b) or (d) above, the RECIPIENT, will discontinue
its use of the material and will, upon direction of the PROVIDER, return or destroy
any remaining material. THE RECIPIENT, at its discretion, will also either destroy the
modifications or remain bound by the terms of this agreement as the apply to
modifications; and

iii) in the event the PROVIDER terminates this Agreement under 7(c) other than for
breach of this Agreement or for cause such as an imminent health risk or patent
infringement, the PROVIDER will defer the effective date of termination for a period
of up to one year, upon request from the RECIPIENT, to permit completion of
research in progress.

Upon the effective date of termination, or if requested, the deferred effective date of
termination, RECIPIENT will discontinue its use of the material and will, upon direction of the
PROVIDER, return or destroy any remaining material. The RECIPIENT, at its discretion, will
also either destroy the modifications or remain bound by the terms of this agreements as

they apply to modifications.
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Accepted by :

PROVIDER SCIENTISTS

10 = LU=

P INIEA NI

LTV =T o ) P
Faculty of Medicine Siriraj Hospital, Mahidol University

DAl

PROVIDER INSTITUTION APPROV

10 = U=
PN e NI Lo e e
LT 3= o |
(Dean or Deputy Dean for Research)
Faculty of Medicine Siriraj Hospital, Mabidol University
DA

RECIPIENT SCIENTIST
SN AU Lt
PN e NI Lo

UNit/ Dept/INStitution addreSS: ...

RECIPIENT INSTITUTION APPROVAL

10 = U=
PN A NI o
(Administralive Position. Name of the Institution )
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