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SUMMARY/ABSTRACT:
In spite of the inherent lofty ideals of clinical trials, history has chronicled rather unsavory incidents of fraud and insincerity to human values. It is therefore imperative to integrate commerce and science with well-intentioned legal, ethical framework, strengthening of existing regulatory mechanism with suitable “checks and balances”, devising appropriate alternative models in an ambience of trust and transparency to address overriding human concerns in the society. Then and only then “Clinical Trial” can be thought to be invested with the all important “holistic human face” creating a happy ambience when its means and end will be in sync to scale newer heights of scientific excellence concurrently preserving the essence of basic human rights which per se overrides all other considerations in modern human society. However new frontiers of biomedical research that have been conquered with superior human intelligence have to be utilized for overall human good by harmonious integration of clinical research, preservation of human values and rights, suitable regulations, laws and enforcement there of with sincerity and  universal consensus.
PROLOGUE:
Clinical trials are essentially research studies to find new ways of alleviating human disease, suffering and misery at large. As we consider our gen-next clinical researchers, we are to chalk out an appropriate trajectory of innovation of doing “right things” with a preponderant human face. That will ensure integration of excellence fundamentals with human rights, fairplay and justice. After all when clinical trials are normally meant for humans only, how can its basic human face be lost sight of? Therefore research involving human subjects should be based on a moral commitment to advancing human welfare, knowledge and understanding and for exploring cultural dynamics. This is a field where different fundamental human rights and diverse social interests tend to converge. The guiding principles of ethics include human dignity,autonomy,informed consent, vulnerable persons,confidentiality,lack of having maximum benefit and justice among other things which should be judiciously but consciously interfaced with the process of clinical research. The achievement of an international consensus regarding principles ruling biomedical or clinical research is essential to bring in harmony in this concept particularly at the ethical and human right perspective. “Convergence in general ethical values or principles need not imply agreement and indeed may obscure deep disagreement in the determination and concrete application of these fundamental principles in particular cases”. High scientific expectations and aim of universalization of clinical trials have also been heightening tension between the aspirations to universality of ethics-driven regulations and emerging reality of diversity in moral cultures of democratic societies. This plurality can be found both within a certain democratic society and among societies despite their shared values in democratic traditions.Altough modern biomedical research ethics started in the mid 1960s as a result of pioneering works of Beeches (USA) and Popworth (UK), the subject has since traversed a long way amidst complications of law, ethics, scientific reality and human values and is still being hotly debated.
PUBLIC HEALTH POCICY & INITIATIVES:
The starting point of every health or clinical research is naturally the Public Health Policy and strategy there on.However,public health policies are sometimes promulgated without careful consideration of the goals of the policy, whether the means adopted will achieve these goals and whether intended health benefits outweigh financial and human rights burdens. In particular, public health policies are seldom crafted with attention to their impacts on human rights or the norms of international human rights law. Few public health officials are familiar with human right doctrines and even those who are may lack the skills and knowledge to assess a policy from a human rights perspective. With this scenario as the backdrop, there is an imperative need to develop suitable infrastructure for training of public health officials with special reference to human rights aspects. The other innovative approach is the” Human rights Impact Assessment”  which should be made mandatory before embarking on a clinical research initiative more or less on lines of “Environmental Impact Assessment” before starting a power, rail road, chemical factory or some such public utility project. This assessment involves a series of questions designed to balance the public health benefits of a policy against human rights burdens. The entire process can be split into two steps:

Step I: To clarify public health purpose:-

This involves clear articulated goals to identify the true purpose of the intervention, facilitate public understanding and debate amongst affected parties around legitimate health purposes and reveal prejudice, dogmas, stereotyped attitude or irrational fear.

Step II: To evaluate likely policy effectiveness:-

Public officials carry the burden of showing that the means used are reasonably likely to achieve the avowed and shared objective. This requires an honest, rigorous investigation into policy’s potential effectiveness for general human welfare. This again also requires an impartial and careful examination of facts and expert opinions as well as consultations with affected individuals and groups.

This instrument is primarily meant to evaluate the effects of public health policies on human rights, autonomy and dignity. This should help those working in public health domain to develop effective strategies that respect human rights. This will also assist human right organizations and community-based groups in insisting for “incorporation of human right standards into public health thinking and policies”.
A mandatory “human rights clearance” by the statutory regulators of clinical research should be incorporated in the relevant statute before any particular clinical study by CRO or research team of sponsors is undertaken.

Assessment is one of the primary functions of Public health .Careful gathering of all relevant information provided through perspective of various disciplines (e.g. medicine, nursing and social sciences etc.) is a fundamental pre-requisite for effective public policy evolution. Assessment of the human right dimension of the policy requires rigorous and impartial fact finding. Institutions that seek to justify public health strategies may present apparently credible logic based on “hard evidence” although set of so called “facts” presented by Government sources may be indeed incomplete and biased with a pre-determined goal to achieve arising out of sheer political compulsions so common in governance of a sovereign state. Proper fact finding needs broad-based consultation with international agencies, NGO s, community based or advocacy groups and community leaders who can provide valuable perspective regarding how health policies affect human rights in their respective communities. Discussions with individuals affected by the policy and their advocates are particularly important. While consulting these sources, special attention should be given to gather details regarding all view points in order to present a complete, coherent and balanced picture. All medical /clinical research involving human participants must necessarily undergo an independent “ethical review” before the actual research process is homed in. An autonomous accredited “ethics committee” must ascertain that protection of human rights of participating subjects is assured in the evaluation of clinical trial application as per international standards and guide lines. Although the move from ethics-driven regulation towards human rights-driven regulation in bio-medical research” is a landmark achievement which has the potential to bring greater justice to participants in research trials”, further advances are needed to realize full potential of this important gain. On the other hand fundamenta, procedural limitations on enforcement of law and universally agreed standards have to be lifted to ensure that transnational justice is truly achieved in this respect.
HASSLES AND PITFALLS:
A new drug after painstaking research performs perfectly in a test tube or Petri dish. When tested on lab mice, its curative power verge on the miraculous. But the real hurdle is encountered when it is applied to homosapiens. Over the years, clinical trials involving humans have been ridden with uncomfortable controversies and negative public opinions. Large section of people view such experiments with a sense of fear and suspicion wondering if test subjects are indeed treated as “human guineapigs”.While physicians and researchers explain away that clinical research projects involving humans are safe and indispensable elements of innovative medical breakthroughs, the same have often suffered significant “ image problems” in pages of history.
History bears testimony to the sordid Japanese Test of organisms on prisoners in Manchuria in 1930s and shocking truth of Nazi Germany’s horrific clinical programs on human experimentation during 1940s and casts serious doubts about genuine ethical intentions of clinical trials. To add salt to injury, between 1944 and 1974, federally sponsored clinical researchers in USA injected radio active plutonium and zirconium in to thousands of unsuspecting patients and for long forty years with effect from 1932, the Public Health Service’s “Tuskegee Syphilis Study” withheld treatment for 399 African Americans who were kept in the dark about their actual suffering so that effect of syphilis can be experimented on them through autopsies (only eight of them survived).There are many more such instances world wide of ignorance or blanket disregard to the principle of preservation of human right and dignity. Clinical research should not just aim to satisfy scientific curiosity but merge on the fundamental human aspect which it is meant to address. Although the recognized three levels of safeguard in ethical clinical research namely international codes, national measures and local research ethics committee have since been institutionalized, no standards still exist concerning the job description for these committees, who the members should be, their methods of working and so forth. 
Conducting clinical research in accordance with the national and international codes further pose an enormous challenge to CRO,sponsors and research team.Untill a few decades ago, the  “ethical object” was the person i.e. the subject patient or the health volunteer. But now genetic research has come to include whole families comprising three generations in the “ethical object”. The same is true for sub-groups of epidemiological research for instances with common traits of ethnicity, life styles or occupations. The application of results even far away from the participants’ groups might infer a stigmatization of large groups not preventing such research but necessitating careful planning of such research and publication under ethical aspects which differs from the “ traditional scheme :one patient-one informed consent-one perspective of result”. The last aspect of globalization is the non-metaphoric i.e. the geographical one. Nowadays international multi-center projects are common in addition to the traditional intranational, monocenter projects. The international projects can take shape between equal partners in which case they do not represent severe ethical problem. This is however the convenience, if projects are joint ventures between developed and developing countries, in such cases no ethical codes are necessary in order to present exploitation of the developing partner and its population. More important issue these clinical trials raise is the question of whether they should be done at all. Specifically when is clinical research ethically justified in developing countries those do not have adequate health services (or on US population that have no access to basic health care)?Globalization of clinical research has incidentally introduced” export of clinical trials to under developed countries” through “ethical imperialism” and this menace needs to be effectively tackled. New international and regional ethical guide lines on research in developing countries and their compatibility with fundamental principles of human rights within the frame work of controversial medical trials in these developing states should be carefully addressed. Biomedical research should not be conducted just to satisfy scientific curiosity but to be utilized for the overall welfare of humanity with due care for individual dignity, autonomy and fundamental human rights. Fundamental principles of equal dignity of every human being and prohibition of discrimination have to be scrupulously followed. There have been breath-taking breakthroughs in clinical science frontiers and spectacular intrusions into natures hither-to closely guarded secrets in the form of genome mapping, assisted reproduction technology, stemcell research, human cloning, tissue culture and human organ transplantations and so forth which have added immensely to the intricacy in safeguarding human rights, autonomy and moral values. In such a complex context though the adoption of an international legal instrument which aspires to capture fundamental values constitutes a highly significant step, the remaining problem to uniformity is the diversity of norms and forms of regulations among different countries is diluting the fundamental rights of individuals which can be effectively addressed by consensus through an universal scientific bio-medical forum and charter. It is in this context that “right of the dead” assumes as much significance as that of “right of a living human”. The multiplicity of available codes of clinical research is another hurdle. Even if all ethical demands of clinical research are still not covered, the number of existing codes is disturbingly high and as a consequence confuses research personnel actively engaged in research leading to bypassing of important human rights requirements.
SUBJECT RECRUTMENT-----How far well-intentioned? :
During the process of subject recruitment for clinical trials, although the CRFs are said to be  ethically designed based on subject’s informed consent, the highly specialized nature of most experiments go beyond the normal comprehension of gullible patients and they are invariably taken for a ride. Clinical trials are indeed embroiled with emotive issues for a large section of people and the sponsor along with the research team have to be really sincere in their message and should deliver what they promise. The stereotyped informed consent should be much more than mere consent signature authenticating voluntary participation. This aspect will be specifically relevant in under- developed and developing countries where invariably poor subjects are coerced and exploited by affluent and influential multinational bio-pharmaceutical corporate houses to reap unfair advantage at the expense of the poor, unpreveleged/under-preveleged mass. The benevolent goal of giving bio-ethics a human face should be kept uppermost in mind of law-makers and regulators In addition to putting in place a frame work where the research subjects must receive fair and just benefits, an alternate ethical frame work must be visualized and constructed especially for poor and under privileged subjects of third world countries keeping in view the much broader aspect of preservation of basic human rights. The central issue involved in conducting clinical research with impoverished population is “exploitation”. It is held that “trials that make use of impoverished population to test drugs to use solely in developed countries violate our most basic understanding of ethical behaviour”.Ethics and basic human rights principles require not a hollow promise but a real solid plan as to how this intervention will actually be delivered. There should be a comprehensive debate encompassing professionals, allied intellectual community, core stake holders of the clinical trial and the lay population in general who are intended to be served to formulate a universal standard of care of trial subjects relating to clinical research with special emphasis against a background of under developed or developing infrastructure to cope with. While fixing such a uniform universal bench mark special focus should be concentrated on the application of specific principles including the imperative need to respect the dignity of individuals. World Medical Association’s “Declaration of Helsinki (2000 revision)” SHOULD and MUST be followed in letter and spirit without remaining merely of elitist academic interest. More detailed and comprehensive guidance on the ethical conduct of clinical research drafted by the Council of International Organization of Medical Science (CIOMS) is essentially required to preserve the core aspect of basic human rights in an otherwise complex scientific scenario involving unintelligible and seemingly unpredictable outcomes for the lay population whose concerns need to be addressed on priority. Provision of criminal prosecution of physicians and researchers  failing to follow such laid down guide lines, rules and procedure need to be put in place along with legal protection of human research subjects and institutional checks and balances to take due care of their “risk perceptions” during and after clinical trials.
       Another valid question tends to confuse the lay population, “Is the screening program before a clinical trial appropriate and accurate?” Indeed no screening test is 100% sensitive. Several important sources of potential errors creep up like:
1. Human error including improper manufacture or storage of laboratory reagents

2 .Biological characteristics of the conditions involved

3 .Epidemiological characteristics

Hence screening low prevalence populations leads to substantial potential for false positive tests which ultimately goes in violation of human dignity and basic human rights.
GENERATING MILLEU OF TRUST:
In order to conduct clinical trials with the view to fulfill the inherent lofty ideal eliminating and or reducing human suffering, a conducive environment of trust, transparency and confidence must be assiduously built up as an intangible important infrastructure. Dialogue amongst researchers, community leaders, law makers, religious leaders and broad spectrum of lay people is a MUST to discuss threadbare social, religious and ethical barriers amongst other things for a wider understanding of the goal of the particular clinical trial. Only mutual trust can overcome the lurking sense of fear and suspicion. The subjects can be appropriately explained that they are not only doing something for themselves and their communities but for the future generation as well and what better duty a normal human being can conceive in this mundane world? Have we not been hearing the oft-repeated common adage, “Service to humanity is service to God” ever since our kindergarten days?
The local Institutional Review Board (IRB) must be adequately strengthened and made more objective involving scientists, ethicists and other professionals with proven record of integrity without having any direct or indirect connection with the clinical trial and outcome thereof. The designed protocol should integrate effective interface between IRBs, Government and the industry to foster the element of mutual trust and understanding so that the common goal of achieving human welfare is actually addressed. Possibility of any remote misgiving where by sponsor, research team and other bodies and individuals concerned can get advantages or benefits in either cash and kind whether tangible or otherwise must be removed at all costs. The “Safety Monitoring Boards (SMBs)” should be made more pro-active instead of being casually rule-bound as a mere ritual. Routine monitoring of the clinical trial should be made more innovative with rigorous scrutiny and made perfectly foolproof. A more practical approach would be to proceed with achievable small incremental steps towards better treatment instead of the grand aim of hitting at miracles to gain name, fame and finance. Researchers should never hesitate to act with tough judgments in “going forward” judiciously weighing the contributing parameters of time, expense, attendant risks and traumatic human experience during an ongoing clinical trial. The main idea behind this approach is to go beyond academics and settle in the domain of ethical, social and human correctness in performing routine duty.

RESOURCE FOR RESEACH AND ALTERNATIVES:
Adequate and state-of-the –art infrastructure for research should be put in place to bring in transparence and excellence and to ward off apprehension of stake holders of the trial. Often a clinical trial involves not drug as is commonly believed but variation in surgical technique like “radical mastectomy”,” lumpectomy” and sincere efforts be made to explore all possible avenues of conservative treatment which involves minimum risk during clinical trial. Instead of daring to achieve miracles groping in darknes, it would be more prudent to search solutions in a more familiar arena which is lighted with updated professional expertise and proved scientific conventional wisdom by following the less glamorous status-quo approach. Complementary and alternative therapy to a new drug contemplated to establish through a clinical trial should be explored in the first instance. Broad range of healing philosophies, approaches and therapies that Western (conventional) medicine   does not commonly use to promote well-being or treat health conditions can also be considered to avoid conventional clinical trials. These include alternative medicine streams like homeopathy, acupressure, acupuncture, ayurved, unani, herbal applications, fengsui and teletherapy amongst the commonly touted alternative therapies discarding other streams of alternative therapies as outmoded and unscientific simply with unidirectional approach smacks of grave injustice to the basic aspects of human rights. Lastly recent advances in computing, database and IT should be effectively integrated into the entire gamut of research to realize optimum advantage in terms of cost, time and professional excellence which translates in preservation of human dignity and basic rights.
ACCELERATING THE RESEARCH PROCESS:
The entire process of clinical research should be accelerated in all its constituent aspects, Starting from the initial stage of subject recruitment, quickest possible enrollment using modern IT explosion should be aimed at so that the entire process of enrollment is closed within about forty eight hours .Intensive use of computers including advanced 3-D imaging techniques should be profusely used. This will help clinical research not only in quicker transmitting protocols and other relevant data over long distances but also will help create data base of potential volunteers so that the research team remains prepared to respond quickly to recruit subjects without going through the elaborate process of elimination. Effective coordination with Public Health Department and other statutory regulatory agencies should be dovetailed into the system to cut down possible delays and tie up the loose ends. Simplistically speaking, cutting down time duration of the clinical trial not only results in trimming costs which is commercially important but also results in reducing human trauma and suffering so intimately connected with an ongoing clinical trial against the backdrop of the total research matrix. Needless to add that the research protocols should be necessarily designed to be simple and intelligible to the lay person without making them unnecessarily complex and loaded with legalistic jargons.
CREATING ALTERNATIVE MODELS & BUTTRESSING EXISTING REGULATORY INSTRUMENTS:
Entirely novel IRB models can be conceived to streamline and improve functioning of IRB’s.Assessment and final approval of clinical trial protocols by IRB’s can be remodeled with modifications and innovations to be more meaningful,functional,practical,cost-effective and above all incorporating the basic tenets of preservation of crucial basic human aspects of the trial.FDA’s Health & Human Service’s Office for Human Research Protection (OHRP) should be made more pro-active and vigorous to reduce overwhelming volume of redundant use of centralized IRB’s “ Adverse Events Reports”.FDA’s existing “Bio-search Monitoring Program(BiMo)”should be further buttressed making the recommendations more mandatory than merely advisory by using high quality data base.FDA’s “Critical path Initiative” which seeks to make the development of drugs and medical products more efficient and productive should be married with vital human rights considerations to make it more wholesome and foolproof in a lager perspective. International instruments particularly  Declaration Of  Helsinki(2000 revision) and Council of Europe’s Convention on Human Rights and Biomedicine (CHRB) signed in Oviedo, Spain in 1977 should be seriously accepted not simply as points of reference but should be invested with due legal authority by international consensus.  The revolutionary alternate model of “Public financing of Clinical trials” should be given an immediate and sincere trial to avoid conflict of interest of different interest groups which has enormously harmed the humane reputation of clinical trials based on several fraudulent activities and intentions of vested interests in the chronicled tainted past.
EPILOGUE:
The lofty golden aim of clinical trials in eliminating or alleviating human suffering and misery should be made more prominent and resplendent scaling over the mundane requirements of fame and financial gains of sponsors and pharmaceutical companies as well. This is of course easier said than done. But with dedicated determination and sincerity of purpose the stake holders involved in a clinical trial can surely endeavor to invest it with a much benevolent wholesome human face without sacrificing their inevitable commercial interests .The steps and modalities suggested here above can be termed as tip of an iceberg of an otherwise in exhaustive plethora of ideas, thoughts, practices and mechanisms creating enough space for “human values” to scale newer heights in clinical research. The core idea is to merge science and commerce in an environment of heightened scrutiny with enough legal and ethical safeguards so that the much desired essence of the holistic human face is not snuffed out in the muddle of incessant search after intricate scientific breakthroughs.
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