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support such move. The Court did not lay down its previous rulings. Neithe :
iy

did it propound reasons to deviate from them.

Ultimately, therefore, the decision, being a complete departure fro
established rulings, without sufficient explanation backed by legal basis t}rln
Supreme Court should rethink its ruling and provide sufficient and Ie’galle
supported reasons for its decision, if not reconsider it altogether. It is essenti;i
to recall that the development of the nation rests, in large part, on the
assistance provided by the ADB. The Liang decision, as it stands, jeopardizes
the relations of the Philippines with said international organization, not to
mention its relations with other international organizations which

: 1
important roles in Philippine development. P
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[. INTRODUCTION
The need to formulate and distribute potentially beneficial drugs to the sick as expeditiously as

possible and the need to protect research subjects are competing forces.!

Unethical research is possible even when racism, cruelty or greed is absent as motivating factors
Jor the scientists involved in research.> Experience teaches that the “greatest dangers to liberty
Jurk in insidious encroachment by men of zeal, well-meaning but without understanding.”3

A. Background of the Study
Times have changed, but not for the better.

In 1999, nearly 5.6 million people — or over 15,000 a day — became
infected with HIV, the virus that causes AIDS. At least 95% of these infections
occurred in developing countries. More than 33 million people now live with
HIV or AIDS, 23 million of them in Africa. Despite success in pushing back

1. Wendy K. Mariner, AIDS Reseaich and the Nuremberg Code, in THE Nazt DOCTORS AND

1HE NUReMBERG CODE: HuMAN RIGHTS IN HUMAN EXPERIMENTATION 286, 294 (George J-

Annas & Michael A. Grodin eds., 1992).

2. lleana Dominguez-Urban, Harmenization in the Regulation of Pharmaceutical Research and
Human Rights: The Need to Think Globally, 30 CornELL INT'L-L]. 271 (1997).

3. Olmstead v. United States, 277 U.S. 438, 479 (1928) (Brandeis, J., dissenting).
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the epidemic in some parts of the world, HIV continues its global spread.+ Not
surprisingly, Resolutions from the Security Councils and the General Assembly
of the United Nations® have been issued expressing concern as to the
widespread and seemingly uncontainable spread of AIDS.

The race to find a cure for AIDS seems to have no end in sight. Numerous
clinical trials are being conducted to test new treatments. In the long term,
however, it seems that the best hope for controlling the AIDS epidemic,
especially in developing countries, is through the development of vaccines.?

The Joint United Nations Programme on HIV/AIDS (UNAIDS) recently
released a new set of international ethical guidelines in HIV vaccine research.
The “Guidance Document on Ethical Considerations in HIV Preventive
Vaccine Research” contains guidance points to be considered in HIV vaccine
development activities and vaccine trials. The points are particularly important
for developing countries, where many future vaccine trials are expected to take
place.® These guidelines are an important step towards “our collective
responsibility to ensure that all vaccine trials are conducted under the strictest
possible ethical and scientific standards.”

The guidance document took over two years to formulate. It was based on
a series of consultations organized by UNAIDS with representatives from 33
countries. The meetings took place in Brazil, Thailand, and Uganda (countries
that participate in HIV vaccine trials), as well as in Geneva and Washington.
They involved lawyers, activists, non-governmental organizations, people
living with HIV/AIDS, social scientists, ethicists, epidemiologists, health policy
specialists, and agencies and institutions involved in vaccine development. '

The international ethical guidelines on HIV vaccine research are only one
of the numerous ethical guidelines concerning human subject testing which
have emerged in the last so years, particularly in the last two decades. As
international . attention has been focused on the abuses that could occur in
human experimentation, horrifically highlighted by the-Nazi trials conducted
in concentration camps, '" and the Tuskegee syphilis study, > different

4. UN AIDS Releases New Guidelines on Ethics of HIV Vaccine Research, available at
http://www.unaids.org/ whatsnew/press/eng/geneva_280200.html (last visited Dec. 28,
1999) [hereinafter Guidelines].

5. U.N. SCOR 4172nd mtg, S/Res/1308 (2000).

6. G.A.Res. 54, UN. GAOR, s4th Sess., U.N. Doc. A/RES/54/283 (2000).
. Guidelines, supra note 4.

8. Id

9. Id
10. Id. '

11. See generally Alan M. Brandt, Racism and Research: The Case of the Tuskegee Syphilis Study,
Hastings CENTER REPORT (Dec. 21-29, 1978).

12. Id
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international organizations have come up with different medical codes anq
ethical guidelines to govern the conduct of human research.'3

While there are differences in the ethical principles enunciated in the codeg
whether in terms of language or requirements, all the codes are unanimous in’
at least two requisites. Research involving human subjects is ethical only if: (1)
Informed Consent from the subject has been obtained; and (2) the research
protocol has been reviewed independently of those who wish to conduct the
tests.

Informed Consent lies at the very core of all the ethical principles and
guidelines with respect to human subject testing. It is axiomatic that any
experiment on a human being should be conducted only after he or she has
consented to such. Moreover, this consent must have been obtained after the
prospective participant has been given information as to what the experiment
on him or her would entail. Once both conditions have been met, then
Informed Consent has been obtained.

What is Informed Consent, and how did .this concept dévelop? Having
evolved from ethical principles, what is its value and status under international
law, i.e., is it merely an ethical principle, falling far short of customary norms
or international legal standards?

Up until three years ago, some publicists claimed that none of the pertinent
documents or instruments on human subject testing embodied a codification of
a universal standard, neither did they constitute binding law.™ However,
considering (1) the birth and proliferation of all these ethical principles
espousing Informed Consent in human experimentation, and (2) its practice by
States, albeit in differing interpretations, can the same conclusion still be
reached? Moreover, if Informed Consent has attained the status of a custom,
how is it defined under international law, i.e., what are the minimum standards?

B. Significance of the Study

The pharmaceutical industry is becoming a global enterprise both in marketing
prescription drugs and in conducting the human research necessary to establish
the safety and efficacy of those drugs.’s The industry makes a significant

13. See discussion Chapter LA 1,infra.

14. See generally International Summit Conferences on Bioethics, Towards an International
Ethic for Research with Human Being (1987) [hereinafter Towards an International Ethic].
See also WHO Guidelines on GCP, Pharmaceutical Bus. News, Feb. 8, 1993, cted in
Urban, supra note 2, at 268. -

15. Urban, supra note 2, at 245.
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contribution to health care, as most important new drugs in the past forty years
have come from private pharmaceutical companies.'S

Human experimentation is a vital aspect of pharmaceuticals research.'7
While new treatments and drugs are usually developed in the laboratory, and
then first tested on animals, inevitably, treatments such as vaccines must be
tested on humans. There is no other way to ensure their efficacy, for products
that work in the test tube and on other animals do not always produce the
desired results in the human body.'®

In the past, medical research on human subjects were conducted in
developed countries because of economic and technological resources. Over
time this changed. Now research is being conducted in developing countries.
Undoubtedly, research in developing countries is necessary due to certain
apparent problems: uncontrolled population growth, widespread malnutrition,
and the high morbidity and mortality due to communicable diseases.’” Some of
the reasons for the change in venue of testing are laudable, i.c., some health
problems are peculiar to certain regions and in order for researchers to
understand them, the conditions prevailing must be analyzed; conducting
biomedical research in developing countries makes it possible to reduce costs
and effectively the price of the treatment itself. 20

A serious cause for concern, however, is that the move to test in
developing nations may have been prompted by the desire to avoid the rules
and requirements that are overly complex in the researcher’s country of origin.
For instance, many Third World countries may not have legal provisions
providing for ethical surveillance of biomedical research on human subjects, or
if they do, the doctors may not be properly trained.2' The current regulatory
climate in developed nations leaves room for the possibility that pharmaceutical
companies and other researchers will be testing drugs on humans in countries

16. SILVERMAN ET. AL., BAD MEDICINE: THE PRESCRIPTION DRUG INDUSTRY IN THE THIRD
WoRLD 187-88 (1992).

17. Michelle D. Miller, The Informed-Consent Policy of the International Conference on
Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use:
Knowledge is the Best Medicine, 30 CORNELL InT'L LJ. 209, 212 (1997).

18. Id.

19. Perla D. Santos Ocampo, Research on Subjects Incompetent to Consent: Children, in COUNCIL
oF INTERNATIONAL ORGANIZATIONs OF MEDICAL ScieNcEs (CIOMS) PROTECTION OF
HuMAN RIGHTS IN THE LIGHT OF SCIENTIFIC AND TECHNOLOGICAL PROGREsS IN BroLocy

AND MEDICINE, $TH CIOMS Rounp TaBLE CONFERENCE 89 (1974) [hereinafter Ocampo].

0. Diana Serrano La Vertu & Ana Maria Linares, Ethical Principles of Biomedical Research on
Human Subjects: Their Application .and Limitations in Latin America and the Caribbean, in
BrogTuics: Issues AND PErspECTIVES 107 (Susan Schrelle Conner, et al, eds., 1990)
[hereinafter La Vertu].

21. Id.
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where protection for human subjects is non-existent or enforcement is lax.22 A
number of cases suggest that investigators conduct research in developin
countries because it is easier to get approval.?? Another reason why develoPing
countries might be preferred is the decreased exposure to liability, e.g., product
liability .24

In like manner, the advent of HIV infection and its subsequent dramatic
incursion into the sexually active population of countries in both the
developed and developing world have provoked many questions that have
forced a re-examination of the basic principles and ethical implications of
clinical drug assessment. No country in the world has been spared by the AIDS
epidemic,?s and the anxiety to ensure that promising new antiretroviral drugs
become accessible to everyone in need of them at the earliest possible
opportunity has given rise to pressure for “accelerated approval” by drug
regulatory authorities.?6

The need to determine the status of Informed Consent is further
highlighted by the fact that many countries lack domestic regulatory regimes
governing human experimentation. Even in countries that have legislation in
place, many lack the resources to properly enforce applicable provisions.>? If
Informed Consent is merely an ethical principle, then its status relies
predominantly on national regulatory efforts and, on the international level, the
enforcement mechanisms created by human rights and humanitarian
instruments.?® On the other hand, if it has attained the status of a custom, then
its observance is required regardless of the laws in place in the country where
the testing takes place.

The determination of the status of Informed Consent is particularly
significant for the Philippines, as it currently has no statute governing the
conduct of human experimentation. While the Bureau of Food and Drug
requires compliance with the ethical principles enunciated in the International

22. Urban, supra note 2, at 270; See also Kevin M. King, Note, A Proposal for the Effective
International Regulation of Biomedical Research Involving Human Subjects, 34 STAN. J. INT'L L.
163, 185 (1998).

23. See Peter Lurie et al., Ethical, Behavioral, and Social Aspects of HIV Vaccine Trials in
Developing Countries, 271 JAMA 295, 296 (1994) [hereinafter Lurie]; See generally Steven
Dickman & Peter Aldhous, WHO Concern Over New Drug, 347 Sc1. 606 (1990).

24. Lurie, supra note 23, at 296.

25. G.A Res. 54, UN. GAOR, s4th Sess., U.N. Doc. A/RES/54/283 (2000).

26. John Dunne, Drug and Vaccine Trials: Scientific, Ethical and Legal Considerations, in HIV
Law, Etaics aND HumaN RiGHTS 223 (JC Jayasunya, ed., 1995).

27. King, supra note 22, at 185.

28. Id.
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Conference on Harmonization-Good Clinical Practice (ICH-GCP),» the
requirement merely stems from an administrative regulation. If Informed
Consent is a binding obligation under international law, then the Philippines
should consider enacting legislation to fully comply with this obligation, as
“Government’s responsibility for a safe health care environment is
undisputed... and [among other things, they have the obligation to ensure the]
safety of medical and pharmaceutical technology... which should be in
compliance with professional standards.”3°

C. Theoretical Framework

The status of Informed Consent under international law can only be
determined through a juxtaposition of the principle against Article 38(1) of the
Statute of the International Court of Justice (IC]), the latter being the widely
recognized and the most authoritative statement as to the sources of
international law.31 Article 38(1) provides that:

The Court, whose function is to decide in accordance with international law such
disputes as are submitted to it, shall apply:

(a) international conventions, whether general or particular, establishing rules
expressly recognized by the contesting states;

(b) international custom, as evidence of a general practice accepted as law;
(c) the general principles of law recognized by civilized nations;

(d) subject to the provisions of Article 59, judicial decisions and the teachings of the
most highly qualified publicists of the various nations, as subsidiary means for the
determination of rules of law. :

1. Treaties

The 1969 Vienna Convention on the Law of Treaties defines a treaty as “an
international agreement concluded between States in written form and
governed by international law, whether embodied in a single instrument or in

29. Nelia P. Cortes-Maramba, Requirements of Informed Consent of Subjects in the Philippines, in
CouUNCIL OF INTERNATIONAL ORGANIZATIONS OF MEDICAL SciENces (CIOMS)
PROTECTION OF HUMAN RIGHTS IN THE LIGHT OF SCIENTIFIC AND TECHNOLOGICAL
PROGRESS IN BIOLOGY AND MEDICINE, 8TH CIOMS ROUND TABLE CONEERENCE 89 (1974).
The ICH-GCP is constituted by members of the drug authorities and the pharmaceutical
industry of the European Communities, the USA and Japan, with the aim to harmonize
the technical requirements for registration of pharmaceuticals for human use. See Chapter
LA.1. infra.

30. Other areas of responsibility include quality of health care services and appropriateness of
medical care delivery. This responsibility incumbs upon States irrespective whether the
healthcare delivery is public or private. Id. at 381-82. Henriette D.C. Roscam Abbing,
The Convention on Human Rights and Biomedicine: An Appraisal of the Council of Europe
Convention, 5 Eur. J. HEaLTH'L. 5: 377, 381 (1998)-

. See e.g., 1aN BROWNLIE, PRINCIPLE OF PUBLIC INTERNATIONAL LAW 3 (4th ed. 1990) cited in
Marcorm N. SHAW, INTERNATIONAL LAaw (2d ed. 1986). :
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two or more related instruments and whatever its particular designation 1.
Although no hierarchy was intended by the enumeration of sources in Artici
38 (1) of the Statute of the ICJ, the priority given to treaties has beee
construed to mean that they must be applied to the party at the first instance xr:
Aside from operating as a contract between the State parties, treaties may al;
create general norms for future conduct of the parties in terms of Je ;3
propositions, depending on several factors, including the number of the partiis
expli'cit acceptance of rules of law and the declaratory nature of the,
provisions.34

2. Custom

The Statute of the IC] defines custom as “evidence of a general practice
accepted as law.” What is sought is a general recognition among States that 5
certain practice is obligatory.3s This phrasing has been criticized because “it is
the practice which is evidence of the emergence of a custom.” 36
Notwithstanding its phraseology, the definition contains the two most
important elements of custom: general practice by States and acceptance as
aw.37

1. State Practice

There are two views on what constitutes State practice. On one hand, State
practice may be limited to physical acts.3® This position finds support in Judge
Read’s dissenting opinion in the Anglo-Norwegian Fisheries Case, in which His
Excellency wrote that “[t]he only convincing evidence of State practice is to
be found in seizures, where the coastal State asserts its sovereignty over
trespassing foreign ships.” On the other hand, the more popular view would
consider any act, statement, or behavior by a State from which its conscious
attitude regarding its recognition of a customary rule can be inferred.39

Under the latter view, both the acts and statements or physical and verbal
acts of a State constitute state practice. It includes treaties, decisions of

32. Vienna Convention on the Law of Treaties, art. 29, U.K.T.S. No. §8 (1980), Cmnd. 7694;
reprinted in 1155 UN.T.S. 331, 8 LL.M. 679 (1969) [hereinafter Vienna Convention].

33. HENKIN, ET. AL., INTERNATIONAL LAW: CASES AND MATERIALS 679 (1987).
34. BROWNLIE, supra note 31, at 12.

35. LAUTERPACHT, THE DEVELOPMENT OF INTERNATIONAL LAW BY THE INTERNATIONAL COURT
368-93 (1958); BROWNLIE, supra note 31, at 4.

36. HENKIN, supra note 33, at 37.
37. Id.
38. D’AmaTto, THE CoNcEPT OF CUSTOM IN INTERNATIONAL LAw 88 (1971).

39. See M. VILLEGER, CUSTOMARY INTERNATIONAL Law AND TREATIES 4 (1985); Akehurst,
Custom as a Source of International Law, 47 Brit. Y.B. INT'L. L. 1, 53 (1974-7 s) [hereinafter
Akehurst].
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international and - national courts, national legislation, 4 diplomatic
correspondence, opinions of national legal advisers, and the practice of
international organizations. 4!

State practice as a concept may be further broken down into its three
component elements: (1) duration,+ (2) uniformity or consistency of the
practice,4 and (3) generality.4

ii.  Opinio Juris
State practice, by itself, will not suffice to create a customary rule. It is
imperative that the practice stem from a state’s belief that there is a legal
obligation to do so, and if it were to depart from the practice, it would suffer
some form of sanction. In the North Sea Continental Shelf Cases, the
International Court of Justice expounded on this requirement:
Not only must the acts concerned amount to a settled practice, but they must also be
such, or be carried out in such a way, as to be evidence of a belief that this practice is
rendered obligatory by the existence of a rule of law requiring it... The states

concerned must therefore feel that they are conforming to what amounts to a legal
obligation. The frequency, or even habitual character of the acts, is not itself

enough.45

There must be recognition by States of a certain practice as obligatory,4 or
a conception that the practice is required by, or consistent with, prevailing
law.47

The conviction on the part of States is what is termed opinio juris sive
necessitatis. It is the presence of this element that distinguishes whether a certain
practice is a legal obligation or is merely a product of usage, comity, or
morality .48

The definition of opinio juris depends on the kind of rule created. If the rule,
on one hand, imposes a duty, opinio juris would be defined as a belief that a
certain form of conduct is required by international law. To prove the

40. The term “legislation” was used “in a comprehensive sense.... No form of regulatory
disposition effected by a public authority is excluded.” 1950 Y.B.LL.C., II, 368-72.

41. Records of the cumulating practice of international organizations may be regarded as
evidence of customary international law with reference to States relations to the
organizations. 1950 Y.B.LL.C,, II, 368-72.

42. North Sea Continental Shelf (F.R.G. v. Den.; ER.G. v. Neth.), 1969 [.CJ. 3 [hereinafter
North Sea Cases].

43. Fisheries Jurisdiction Cases (Jurisdiction) (U.K. v. Ire)) 1974 L.CJ. 131.

44. See The Paquete Habana, 175 U.S. 677, 700 (1900); North Sea Cases, 1969 I.CJ.

45. North Sea Cases, 1969 1.C J. at 44.

46. BROWNLIE, supra note 31, at GI.

47. Id. at 25.

48. Id. at7.
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existence of this kind of rule, one must establish the following: (1) that Stateg
have acted in a manner required by the alleged rule; (2) that other States have
not protested that such acts are illegal; and (3) that States regard the action ag
obligatory.49

In many cases, the Court is willing to assume the existence of opinio juris on
the basis of evidence of a general practices® or a consensus in the literature, of
the previous determinations of the Court or other international tribunals. st
However, in a minority of cases, the Court has adopted a more rigorous
approach and has called for more positive evidence of the recognition of the
validity of the rules in question in the practice of States.s

3. General Principles of Law

Interpretation as to what constitute “general principles of law recognized by
civilized nations” has not been unanimous. While some view this provision of
the Statute in terms of rules accepted in the domestic law of all civilized States,
others see this source as an “intention to authorize the Court to apply the
general principles of municipal jurisprudence, in particular of private law, in so
far as they are applicable to relations of States.”s3s The latter wiew has been
preferred as “it would be incorrect to assume that tribunals have in practice
adopted a mechanical system of borrowing from domestic law after a census of
domestic systems.”’s¢

A distinction is also made as to Article 38(1)(c) and “general principles of
international law.” The latter may refer to the former, but it may also refer to
customary law, or to a logical proposition resulting from judicial reasoning on
the basis of existing pieces of international law and municipal analogies.ss

D. Scope and Limitations of the Study

There are numerous issues with respect to Informed Consent in human
experimentation; this study will focus on whether populations deemed
vulnerable are capable of giving it. Moreover, the issue of Informed Consent as
a concept is confined to medical research, i.e., clinical trials and human
experimentation rather than medical treatment.

49. Akehurst, supra note 39, at 29-30; Lotus case (Fran. v. Turk.), 1927 P.C.1J. (Merits) (ser.
A) No. 10.

50. See LAUTERPACHT, supra note 35, at 380.

s1. See Gulf of Maine Case, Judgment of the Chamber, 1984 [.CJ 293-94 § 91-93.
52. BROWNLIE, supra note 31, at 7.

53. Id. at 16.

54. Id.

ss. Id. at 19.
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It has been opined that since experimental drugs are usually taken as part of
a treatment protocol, there is often very little practical difference between
research and treatment. In medicine, every intervention by a physician can be
regarded as an experiment because each person is different, and the exact
outcome of medical interventions must therefore remain somewhat
uncertain.s® Further compounding the confusion, the practice of medicine
involves a mixture of techniques (the well-proven, the merely historically
accepted, and the truly novel) and a mixture of motives (to help the individual,
but also to teach the practitioner things of value for future cases).

For purposes of this paper,

the term research designates an activity designed to test a hypothesis, permit
conclusions to be drawn, and thereby to develop or contribute to generalizable
knowledge (expressed, for example, in theories, principles, and statement of
relationships). Whereas medical practice or treatment uses a proven technique in an
attempt to benefit one or more individuals, research studies a (usually novel)
technique in an attempt to increase knowledge. It includes clinical trials, which is a
carefully designed and executed investigation of the effects of a drug administered to
human subjects.s7

Distinctions between research and therapy are not solely matters of
intellectual curiosity; the label “research” carries with it requirements for
protocol review.s® However, patients (and some physicians) see research and
participation in human testing as therapy (medical practice designed to benefit
individuals).s¢

Research is also further classified into two: therapeutic and non-therapeutic.
In non-therapeutic research there may be no apparent benefit for the human
subjects, while in therapeutic research at least the experimental group may

$6. J. Blumgart, The Medical Framework for Viewing the Problem of Human Experimentation,
DAEDALUS 98, 248-74 (1969); A.C. Ivy, The History and Ethics of the Use of Human Subjects
in Medical Experiments, 108 SCIENCE 1-8 (1948).

57. TaBer’s CYCLOPEDIC MEDICAL DICTIONARY 341 (15th ed. 1985). Pertinently, the World
Health Organization has adopted the following definition of research: “Any proposal
relating to human subjects including healthy volunteers that cannot be considered as an
element in accepted clinical management or public health practice that involves either: (1)
physical or psychological intervention; or (2) collection, storage, and dissemination of
information relating to individuals. This definition related not only to planned trials
involving human subjects but to research in which environmental factors are manipulated
in a way that could place incidentally exposed individuals at undue risk.” Frank Gutteridge,
et. al,, The Structure and Functioning of Ethical Review Committees, in COUNCIL OF
INTERNATIONAL ORGANIZATIONS OF MEDICAL ScIENCEs (CIOMS) PrOTECTION OF HUMAN
RicHTs IN THE LIGHT OF SCIENTIFIC AND TECHNOLOGICAL PROGRESS IN BIOLOGY AND
MepiciNg, 8T CIOMS Rounp TasLe CONFERENCE 206 (1974) [hereinafter Gutteridge].

. A.M. Capron, Human Experimentation, in MepIcAL ETHiCs 135, 141 (Robert Veatch, ed.,
2nd ed. 1997).

. Carol Levine, AIDS and the Ethics of Human Subjects Research, in AIDS AND‘ETHICS 90
(Frederic G. Reamer, ed., 1991) [hereinafter C. Levine, AIDS and Ethics).
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benefit. In therapeutic research, the question arises as to the right of the
participant to request placement in the experimental group so that potentia]
benefits may be obtained. For the purpose of this study, Informed Consent ig
deemed required in both therapeutic and non-therapeutic research as “the line
between non-therapeutic research and therapeutic research is a formg]
distinction lacking substantive support.” ¢ A person’s right to self.
determination, and therefore the need for Informed Consent, should not
change with the label attached to the bodily invasion, whatever its goal.¢2

E. Oiganization

This study is divided into five parts. Chapter One is an introduction which
provides the theoretical framework for the study. Chapter Two explains
Informed Consent: its origins and development, the principles underlying it,
and its relation to populations deemed vulnerable and given special protection
under international law. Chapter Three consists of a two-pronged analysis: (1)
the status of Informed Consent under international law, based on the Sources
Doctrine on treaty, custom, and general principles of international law, and the
scope of public international law; and (2) how Informed Consent is defined
under international law, i.e., what are its minimum standards generally.
Chapter Four will contain a summary of the findings and conclusions. Chapter
Five contains the author’s recommendations.

I1. INFORMED CONSENT
Ironically, the only Western nation which had a guarantee of research subject’s
rights before the Nuremberg Code was Germany.®3

A. Origins and Development

The advances in the field of medical science have not been without its price.
1. History of Informed Consent

i. Development of Ethical Guidelines in Human Research

The Hippocratic Oath is probably the oldest and most universal code of ethics
governing the conduct of all doctors all over the world. It states: “I will apply
dietetic measures for the benefit of the sick according to my ability and
judgment; I will keep them from harm and injustice...” This is probably the
most important line in the Hippocratic Oath. It is thought that many modern

6o. James ]. NEUTENs & LAURNA RUBINSON, RESEARCH TECHNIQUES FOR THE HEeALTH
Sciences 30 (2nd ed. 1997).

61. Miller, supra note 17, at 210.
62. Id.
63. Id. at 209.
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physicians carry with them the essence of the Hippocratic ethic. They expand
it beyond its original literal dietetic application to apply to all forms of medical
treatment, in fact, to all behaviors affecting the patient.* But while it certainly
covers the ethics of basic medical treatment, many believe it inadequate in
terms of guiding modern medical research and experimentation. The
Hippocratic Oath does not mention consent of the patient as an ethical
demand.5s

The issue of requiring Informed Consent in human experimentation had
already appeared as early as the 1930s in the Unites States case of Fortner v.
Koch,% where the Supreme Court of Michigan ruled that doctors could only
perform human experimentation with the knowledge and consent of the
patient. But it was only in the aftermath of World War II that the legal issues
surrounding medical experimentation first came to the attention of the world.67

The trials of the Nazi doctors at Nuremberg in 1945 marked a turning
point in the modern concern about the ethics of research.6® The revelation of
the experiments performed on concentration camp inmates by Nazi physicians
in the name of medical science, dramatically forced the issue of Informed
Consent to the attention of the world,® and led to the passage of the
Nuremberg Code.7

The Nuremberg Code is part of the judgment of a U.S. Tribunal against
twenty Nazi doctors and three Nazi medical administrators involved in human
experimentation in Nazi camps during World War II. The Code details the
legal requirements of permissible medical experimentation.”” The Code

64. Robert M. Veach, Medical Ethics: An Introduction, in MEDICAL EtHICS 7 (2nd ed. 1997).

6s5. William J. Curran, Subject Consent Requirements in clinical Research: An International
Perspective  for Industrial and Developing Countries, in. COUNCIL ‘OF INTERNATIONAL
ORGANIZATIONS OF MEDICAL ScIENCES (CIOMS) ProTECTION OF HUMAN RIGHTS IN THE
LicHT OF ScCIENTIFIC AND TECHNOLOGICAL PROGRESS IN BroLoGy AND MEDICINE, 8th
CIOMS Round Table Conference 38 (1974) [hereinafter Curran].

66. Fortner v. Koch, 261 N.W. 762 (Mich. 1935).

67. See Carel Ijsselmudein & Ruth Faden, Research and Informed Consent in Africa—Another
Look, in HEALTH AND HumaN RIGHTS 361 (Jonathan M. Mann, et. al. eds.. 1999).

68. Robert L. Berger, Nazi Science — The Dachau Hypothermia Experiments, 322 New ENG. J.
MED. 1435-40 (1990) [hereinafter Berger].

69. Maria Woltjen, Note, Regulation of Informed Consent to Human Experimentation, 17 Loy. U.
Cur. LJ. 507, 509 (1986). Some examples of the experiments conducted include
sterilization via irradiation, submersion for hours in ice cold water, injection with malaria
or typhus, exposure to mustard gas, and the collection of skulls for racial comparisons.

70. I Triats oF WaAR CrimINALS BeFORE THE NUREMBERG MILITARY TRIBUNALS UNDER
Contror Councit Law No. 10, 181-82 (1950) reprinted in HEALTH AND HUMAN RIGHTS:
A READER 292 (Jonathan M. Mann et al. eds.; 1999) [hereinafter Nuremberg Code].

71. The Codé set the absolutely essential prerequisite of a voluntary, competent, informed and

comprehending consent for human experiment subjects. Anthony Szczygiel, Beyond
Informed Consent, 21 Onio N.U. L. REv. 171, 194 (1991)
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emphasiges the importance of Informed Consent, with the first principle stating
that “the voluntary consent of the human subject is absolutely essential.”72
Notwithstanding that the Nuremberg Code has been considered “[tlhe most
complete and authoritative statement of the law of Informed Consent to
human experimentation,”73 it was not used as a legal standard for medical
experimentation in the U.S. until more than twenty five years later.74

Highly publicized studies likewise contributed to raising professional and
public consciousness of the need to regulate human experimentation. One of
the most influential was the Tuskegee syphilis study,?s where many of the test
subjects never had the risks of the study explained to them and hundreds did
not know that they were the subjects of an experiment although grave
consequences were suffered as a result.”s Reports of similar ethical violations in
other research studies are numerous, as human rights violations in the name of
science have been widespread and rampant.7?

72. Nuremberg Code, supra note 70.

73. GEORGE J. ANNAS ET.AL, INFORMED CONSENT TO HumAN EXPERIMENTATION: THE
SusjecT’s DILEMMA I (1977)-

74. This delay has been partially attributed to the Tribunal’s misunderstanding of the content
of standard medical practice relating to human-subjects research. “Although the judges
believed that the ‘basic principles” of the Nuremberg Code had long been accepted in
Western medicine, in actuality the American Medical Association did not fashion
guidelines for the conduct of medical research until after the content of the Nazi
concentration camp experiments became clear.” Jay Katz, The Consent Principle of the
Nuremberg Code: Its Significance Then and Now, in THE Nazi DOCTORS AND THE
NUREMBERG CODE 228 (George J. Annas etal. eds., 1992) [hereinafter Katz, Consent
Principle].

75. See Brandt, supra note 9; The study was conducted by the United States Public Health
Service (PHS) in 1932 in Macon County Alabama, to learn more about the natural course
of syphilis. The subjects, all black men, were never told that they had syphilis. The doctors
only said that they were being treated for “bad blood.” In reality, these men were never
treated for syphilis. They were given inducements, such as free physical exam, free
treatment for minor ailments, and a burial stipend for their survivors, to continue to allow
the PHS doctors to draw their blood periodically. As of 1969, at least 28, and as many as
100, of these men has died as a direct result of syphilis, a disease treatable with antibiotics
since the 1940s. James H. Jongs, BAD Broop: Tue TUSKEGEE SYPHILIS EXPERIMENT 1-2, 5

(1993)-
76. C. Levine, AIDS and the Ethics, supra note 59, at 56.

77. For example, placebos were given to 109 military servicemen suffering from streptococcal
respiratory infections as a control group, while another group with the disease was treated
with Penicillin. In another case, effective treatment for typhoid fever, by administering
Chloramphenicol, was withheld from 157 hospital charity patients to determine the relapse
rate without such treatment. A third instance of medical experimentation involved
institutionalized mentally retarded children who were purposely infected with infectious
hepatitis to determine the infectivity of the virus. Other examples include the injecting of
“live cancer cells” into twenty-two chronically ill patients without their knowledge;
prison inmates testicles’ irradiated without their consent; and hospitalized patients injected
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Since the Nuremberg Code, a great number of international and national
rules have been drafted to regulate clinical trials involving human subjects. At
the international level reference could be made in particular to Article 7 of the
United Nations International Covenant on Civil and Political Rights,” the
Declaration of Helsinki of the World Medical Association and its subsequent
amendments, 7 and the International Guidelines for Biomedical Research
Involving Human Subjects adopted in 1993 by the Council for International
Organizations of Medical Sciences (CIOMS) in collaboration with the World
Health Organization (WHO).%

Europe has gone further in terms of regulating clinical research. In 1996,
the Council of Europe adopted the Convention on Human Rights and
Biomedicine, which entered into force in 1999. This is the first treaty that
explicitly sets forth rules for the protection of human subjects in testing. The
Commission of the European Union (EU) also proposed in 1997 a European
Parliament and Council directive on the approximation of provisions laid
down by law, regulation or administrative action relating to the
implementation of Good Clinical Practice in the conduct of clinical trials on
medicinal products for human use.®> Both the Convention and the proposed
EU directive were meant to bind the States party to them. They require
European countries to adopt specific provisions concerning clinical trials or to
adjust their actual legislation.

with plutonium without their knowledge. Henry K. Beecher, Ethics & Clinical Research,
274 NEw ENG. ]. MED. 1354 (1966), cited in Miller, supra note 17, at I.

78. International Covenant on Civil and Political Rights (Dec. 16, 1966), reprinted in 6 L.L.M.
368 (1967) [hereinafter ICCPR].

79. World Medical Association Declaration of Helsinki: R ecommendations Guiding Medical
Doctors in Biomedical Research Involving Human Subjects, Adopted by the 18th World
Medical Assembly, Helsinki, Finland, June 1964 and amended in 1975 (Tokyo), 1983
(Venice), 1989 (Hong Kong), and by the 48th General Assembly, Somerset West,
Republic of South Africa, Oct. 1996 [hereinafter Declaration of Helsinki].

80. World Health Organization & Council for International Organization of Medical Science,
International Ethical Guidelines for Biomedical Research Involving Human Subjects, reprinted in
ETHICS AND RESEARCH ON HUMAN SUBJECTS: INTERNATIONAL GUIDELINES 231 (Z.
Bankowski & R_J. Levine eds., 1993) [hereinafter CIOMS guidelines].

81. Convention for the Protection of Human Rights and Dignity of the Human Being with
regard to the Application of Biology and Medicine: Convention on Human Rights and
Biomedicine, Council of Europe, European Treaties, opened for signature Apr.r4, 1997,
entered into force October 10, 1999, art. 2, ETS No. 164 [hereinafter CHRB].

82. In 1997, the Commission of the European Union proposed a European Parliament and
Council directive on the approximation of provisions laid down by law, regulation or
administrative action relating to the implementation of Good Clinical Practice in the
conduct of clinical trials on medicinal products for human use [Proposed EU Directive on
Drug Trials] OJ. 97/C 306/10.

83. Dominique Sprumont, Legal Protection of Human Research Subjects in Europe, EUR. J.
HeaLta L. 6, 25, 26 (1999).
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1. Pharmaceutical Regulation: the ICH-GCP

The global concern for the protection of human subjects in testing has also
branched into the increased and stricter regulation of the pharmaceuticy]
industry. This was a result of the realization that most important new drugs in
the past forty years have come from private pharmaceutical companies, 84 anq
that “the pharmaceutical industry is probably the largest single experimenter
with the human subject.” ¥

Historically, pharmaceutical regulation was done through national and
domestic efforts. As the pharmaceutical industry became a multinationa]
enterprise, and research no longer became a local endeavor but actually crossed
boundaries, it became clear that regulation would have to be harmonized. The
costs to pharmaceutical companies of duplicative research trials and unnecessary
regulation results in higher prices, delays in treatment, or the unavailability of
the drug in some markets.*® But harmonization of regulation, i.e., by adopting
a mutual recognition procedure, also creates concern as to the protection of
human subjects. It may be the impetus for the conduct of human research in
developing countries where protection of human subjects is not so strict, or at
the worst, human subjects are not protected at all. Thus, harmonization may
result in lower prices and faster availability of the drug, but it should not lead
to the exploitation of the populations of developing countries and must ensure
the protection of human subjects everywhere.

Good Clinical Practices (GCP) have been established and adopted by
different international organizations, as guidelines on good clinical research
practice. They are meant to assure that the rights, safety, and well-being of all
human research subjects are protected and to enhance the scientific quality of
clinical trials and their results. Among the significant ones are the 1995 WHO
Guidelines for Good Clinical Practice (GCP) for trials on pharmaceutical
product and the 1997 International Conference on Harmonization®” (ICH)-
Harmonized Tripartite Guideline for Good Clinical Practice (ICH-GCP)
between the European Communities, USE and Japan.®8 On this score, it has
been noted:

It ‘is important to realize that the scope of the ICH-GCP goes further than the

protection of human research subjects. As stated in its introduction, it implements a
thorough system of quality control and quality assurance of clinical trials in order “to

84. SILVERMAN, supra note 106, at 188.
85. See generally Curran, supra note 65.
86. Urban, supra note 2, at 245.

87. Sprumont, supra note 83, at 27.

88. For an extensive list of the regulation of human research at the international level, See
“Informal listing of selected international codes, declarations, guidelines, etc. on medical
ethics/bioethics/health care ethics/human rights aspects of health,” periodically updated
by Sev. S. Fluss, c/o CIOMS, WHO, 1211 Geneva 27.
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“Macilitate the mutual acceptance of clinical data by the regulatory authorities” in the
European Union, Japan, and the United States. One can note that indirectly it also
has an influence on the safety and welfare of human research subjects as it prevents
the conduct of poorly designed research which could put human research subjects at
risk for little or no benefit.89

A review of all the documents seeking to guide medical research involving
human subjects reveals that the major emphases of the ethics of human subject
research are the following: %

1. Protecting subjects from risk;

2. Informed consent as a mechanism to ensure voluntary participation;
3. Exclusion of subjects perceived to be particularly vulnerable; and

4. Prior ethical review by a committee including some non-scientists.

Below is a discussion of the principles behind the development of ethical
guidelines in research, specifically, that of Informed Consent.

2. Principles of Human Subject Testing: Rights of Test Subjects and
Obligations of Researchers.

Medical progress is based on research that necessarily must involve
Experimentation involving human subjects to improve the management of
“diagnostic, therapeutic, and prophylactic” aspects of disease. 9' New forms of
treatment rarely lead to dramatic, self-evident advances in medicine. They may
be dangerous even if beneficial. Before they can be used with confidence, their
value must be adequately established by clinical trials.922 Almost all, if not all,
countries require research on human subjects as a prerequisite to drug approval
in an effort to avoid placing potentially harmful products on the market.93

The most obvious justifications for any research protocol are  its
contribution to science and social beneficence, i.e., efficiency and reliability. A
review of the documents on human experimentation reveal a consensus that a
research protocol must include considerations of the following: (1) respect for
persons, (2) beneficence, and (3) justice. Just as it is unethical to place subjects
at any risk in a study whose design is so flawed it cannot yield valid data, it is
likewise unethical to ignore subjects’ welfare and rights to conduct a flawlessly
designed study.9s

89. Id. at 28.

90. C. Levine, AIDS and the Ethics, supra note 59, at 8.
91. Ocampo, supra note 19, at 89.
;)z. Dunne, supra note 26, at 202.
93. Urban, supra note 2, at 204.
04. La Vertu, supra note 20, at 107.

95. Carol Levine, et. al., Building a New Consensus: Ethical Principles and Policies for Clinical
Research on HIV/AIDS, in IRB: A ReviEw oF HuMAN SUBJECTS RESEARCH 1 (1991).
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1. Respect for Persons: Autonomy and Bodily Integrityss

It is significant to note that many of the ethical problems in human subject
testing stem from the lack of respect of autonomy (e.g., failure to obtajy
Informed Consent). Until recently, the idea that individual patients must pe
respected as autonomous moral decision-makers was foreign to the medicy]
profession.9” Thus, the different codes of ethics assert that every participant
should have sufficient intellectual capacity, give sufficient thought, and know
enough about the risks, benefits, and options available.98

The principle of Autonomy is premised on the view of an individual as 3
self-governing being capable of giving shape and meaning to his life. Being
autonomous as a person and respecting this autonomy are two different things.
It is this principle from which the concept of Informed Consent is primarily
based. Generally, it seeks to ensure that each individual participating as a
research subject does so with full knowledge and understanding of what is to
be done, what are the consequences, and what is the extent of his right to
choose not to participate in the research and even to withdraw from it after it
has started. It has two categories: (I) elements pertaining to information
(communication and understanding of the relevant information); and (2)
elements pertaining to consent (voluntary consent and the ability to provide
consent).

¢

Respect for persons has two aspects: the respect for the rights of the person
submitting to the research, and for‘the actual person.9 It has been argued that
individual self-determination should always trump medical progress when the
two goals are incompatible. Placing-individual autonomy in the ascendant
position insures that doctors always respect their patients as people.1%°

ii. Beneficence'o!

This principle demands that the objectives of research should be the promotion
of the well-being of human subjects, as provided in the Hippocratic Oath. It

implies that in the conduct of research, care must be taken to prevent injury,

counteract injury, and otherwise promote the good of the subjects. Corollarily,
research must avoid acts that could be harmful or prejudicial. In non-
therapeutic research, the researcher focuses upon acquisition of scientific
knowledge while therapeutic research concerns itself with the alleviation of

96. See La Vertu, supra note 20, at 108.

97. Jay Katz, Informed Consent-Must It Remain a Fairy Tale?, 10 J. ConTEMP. HEALTH L. &
Por’y 69, 86 (1994) [hereinafter Katz, Informed Consent).

98. Nuremberg Code, supra note 70, principle 1.
99. La Vertu, supra note 20, at 108.
100. Miller, supra note 17, at 210.

101. La Vertu, supra note 20, at 108.
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suffering. Whatever the kind of research, the research subject should not be
harmed.

1i. Justice

The principle of justice answers the question of who should receive the
benefits of research and suffer its damages.’2 It rests on the premise that equal
people should receive equal treatment. There is justice if a person is offered
treatment that is fair, due, or deserved; and injustice if there is refusal to offer
some benefit to a person entitled to receive it. This principle governs selection
of test subjects, i.e., determining whether the real reason for selecting one

group of people over another is linked to the type of research itself or to
elements that are purely arbitrary or convenient for the investigators.1°3

The justice principle also directs that subjects should be selected “for
reasons related to the problem being studied” and not because of their “easy
availability, their compromised position, or their manipulability.”+ Thus, the
justice principle is of importance to developing countries as it requires a sense
of “fairness” in the distribution of the burdens and benefits of research.'os For
example, the preamble of the Convention on Biological Diversity of the
United Nations Conference on Environment and Development,'o6 signed by
167 countries, promotes the “fair and equitable sharing of the benefits arising
out of the utilization of genetic resources, including... appropriate funding.”107
Further, Article 15 authorizes the signatories to take all necessary steps “to
ensure that the benefits of research utilizing genetic resources are shared fairly
with the nation of origin.” 108<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>