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Alan Feuerborn alan_feuerborn@hotmail.com
Peace Corps Volunteer tel: (254) (035) 41574

P.O. Box 133

Kisumu

Kenya

August 21, 2000

President Clinton
The White House
1600 Pennsylvania Avenue
Washington, D.C.

Dear Mr. President and Family,

Jambo! (Hello) My name is Alan Feuerborn and | am a Peace Corps volunteer stationed in

western Kenya in a town named Kisumu. Thank you for allowing me to serve my country in this
role.

East Africa has been hit hard by the AIDS epidemic, poverty, and general decline in industry
since the East African economic community collapsed years ago.

My primary project is computer literacy at the Ramogi Institute of Advanced Technology (RIAT).
I am teaching computer basics to junior college students along with school’s staff.

Secondary projects include working with unwed mothers and street kids to help them learn
computers as well. And | have just begun working with an NGO that is assisting local artisans to
sell their crafts to the West. The focus of this NGO is to develop women and men who otherwise
would be left behind.

With the help of other Peace Corps volunteers, we have been educating all of the above people
about HIV/ AIDS and Life Skills. Last month, Ambassador Carson handed out HIV / AIDS
training certificates to my RIAT students.

Please accept an open invitation for you and your family to visit us here in Kisumu. Your
presence would help promote Information Technology, women in development, and most
importantly AIDS awareness and education. | met Director Mark Schneider during his visit to
Kenya, and he emphasized these topics as priority areas of development.

Any month is a good month to visit — may be even early next year? Weather on the equator is
pretty constant. Bring cool clothes.

Warm regards,

(Ao Frsosr—

Alan Feuerborn

MAIN OFFICE
P.0. BOX 30518, NAIROBI. KENYA
TELEPHONE: (02) 448694,448593/9. FAX: (02) 448722 - ADMIN., 445175 - DIRECTOR
TRAINING CENTRE

P.O. BOX 754 NAIVASHA, KENYA
TELEPHONE: (0311) 20181, 21108. FAX: (0311) 21109
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October 6, 2000

TO: Cheryl Bauerle
ls
From: Ken Berna

Cheryl:

The Europe Directorate suggested that we forward the incoming
correspondence to your office for further action.



Embassy of the United States of America

September 22, 2000

24 Grosvenor Square
London W1A 1AE

The White House

National Security Council
Attention: European Directorate
Old Executive Office Building
Washington, DC 20504

Dear Sir/Madam:

Enclosed please find a paper by Sir Kenneth Stuart that he has requested be sent to the
White House. Ambassador Lader has asked that [ forward it.

Thank you for your co-operation.

Sincerely,
> Y pi s /%,,% .
Louise B. Bigott

Staff Assistant



3 The Garth
Cobham
Surrey KT11 2DZ
Phone: 01932863826
FAX: 01932860427
Email: ken stuart@lineone.net

1 Sept 2000

The Hon Philip Lader
Ambassador of the United States of America

24 Grosvenor Square
London W1A 1AE

S

The statement made by President Clinton in his 19 August introduction to the “Global AIDS and
Tuberculosis Relief Act of 2000” must be the most important call for international action on
AIDS made by any world leader.

The enclosed paper is relevant to and strongly supportive of the President’s statement. 1 think
that the issues raised in my paper merit a wider readership than is likely to be achieved by its
publication in a conventional medical journal.

I trust that you yourself might find it of interest, and I would welcome the opportunity to discuss
with you its publication and how it might be best utilized to promote the objectives set out in the
President’s statement.

ey
Lot Clacs

Kenneth Stuart

_—



The HIV/AIDS Pandemic:

Human Rights, Societal and Developmental Issues

Professor Sir Kenneth Stuart

Chairman, Commonwealth Health Research Inter-regional Consultation

August 2000



Summary
This paper quotes examples from the long list of past and contemporary national accords

that have historically linked health to human rights. It describes the dimensions of the
global threat posed by the current HIV/AIDS pandemic and its continuing global
acceleration in spite of worldwide educational, public health, scientific and research

efforts to contain it.

It draws attention to the likely reasons why these efforts have had only a limited success
in restraining the rate of spread of the pandemic. It suggests, in particular, that it is their
failure to address the associated societal, human rights, educational, poverty and related
issues, against which the pandemic is unfolding, that have accounted for their lack of
success; that it is these societal issues which chart an almost unavoidable route to the
high-risk behaviours which account for HIV infection and spread; and that it is these

issues which constitute the root causes of the pandemic.

It stresses the essential nexus between these issues and the pandemic; it points out that
they are most marked in the countries in which the pandemic is spreading most rapidly;
that concurrent national or international strategies to deal with them would be essential
pre-requisites for the success of any HIV/AIDS control programmes, however well
designed; that these societal issues are outstripping individual national capabilities to

deal with them; that they call for wide international collaboration and responses.

It concludes that, in spite of the urgency of the need for such international action, there
are still roles for special-interest community groups and for governmental and non-

governmental organisations.

And, while recognising that educational campaigns by such groups are liable to run up
against entrenched taboos or conflicting cultural norms, it acknowledges that the
significant drops in infection rates recently achieved in Senegal and Uganda are evidence
that such campaigns, appropriately structured, vigorously administered and promotive of

the appropriate societal transformations, can work.

It recognises likely roles for youth-led peer-directed educational initiatives.



“One cannot, one must not, approach public health without looking for its human rights

component.” Elie Wiesel, Nobel Peace Prize Laureate'

Health and Human Rights

The perception that protecting human rights is essential for promoting health is not new.
Health as a human right had been affirmed by Aristotle’ more than two thousand years
ago: “If we believe that men have personal rights at all as human beings, they have an
absolute right to such measure of good health as society and society alone is able to give
them.” This affirmation has featured in a number of international covenants on political,

social and cultural rights.

Article 25 of the Universal Declaration of Human Rights, which many have ranked as
equal in importance to Magna Carta, specifically emphasised societal responsibility for
health: “Everyone has the right to a standard of living adequate for health and well-being
of himself and his family, including food, clothing, housing and medical care and

necessary social services.”

This concern for human rights is repeated in the American Declaration on the Rights and
Duties of Man (Article XI): “Every person has the right to the preservation of health
through sanitary and social measures relating to food, clothing, housing and medical care

to the amount permitted by public and community resources.”

When the World Health Organisation was established in 1948 its frequently quoted remit
was: “ the attainment by all peoples of the highest levels of health,” health being defined
in its constitution as a “state of well-being and not merely the absence of disease or
infirmity.” This definition not only extended health far beyond medicine, it openly
acknowledged that, despite the public belief to the contrary, medical care, important is it

clearly is, may be outweighed by societal factors as a contributor to health.

That there is a strong moral responsibility for national governmental address to the social
factors that adversely affect health was implicit in Sir Douglas Black’s seminal study on
socially stratified inequalities in health in Britain in 1980* and in Sir Donald Acheson’s

follow-up inquiry on the same subject in 1998". It was equally implicit in the 1988 report



by the United States Institute of Medicine®, which defined the mission of public health as

“ensuring the conditions in which people can be healthy.”

In spite of this long historical concern about societal obligations and social influences on
health, national health planners world-wide have nearly always placed greater emphasis
on medical interventions than on societal influences which operate upstream of medical

interventions.

HIV/AIDS: Its accelerating global threat

HIV/AIDS is a global problem of a new order. Early on it was recognised that it was
calling into question fundamental aspects of personal and social life. It was called a
challenge to the moral capacity of our societies; it was predicted that how we responded
to it would be the standard by which we would be judged by history; WHO declared, and
current indications still are, that the personal and collective response to the pandemic

would be more determining of its future than any narrowly defined scientific response.

With its more recent spread to India, China, and Eastern Europe, it is now present in or
threatens nearly every country in the world. Its containment already defies and is causing
seismic shifts in all our accepted paradigms of public health management and disease
control. The latest estimates by UNAIDS and WHO are that more than 33 million
people were living with AIDS at the end of 1998. It causes 2.5 million deaths a year,
more than twice as many as the million deaths from malaria; it is outstripping national
abilities to cope with it and is already outpacing international responses. And yet some

experts say we are only a tenth of the way into the epidemic.

With more than 95% of AIDS infected people living in the developing world, which has
also experienced 95% of all AIDS-related deaths, AIDS has become a poor person’s
disease — taking a heavy toll on life expectancy and in many countries reversing the gains
of the past three decades. A loss of 17 years’ life expectancy is projected for nine
countries in Africa with an HIV prevalence of 10% or more — Botswana, Kenya, Malawi,
Mozambique, Namibia, Rwanda, South Africa, Zambia and Zimbabwe ~ down to 47

years in 2010, back to the life expectancy of the 1960’s.



Although not so rapid its continuing spread in the developed world has also brought a

distinct, at first muted, but now rapidly deepening sense of foreboding, a foreboding

fuelled by the fact that, in spite of international efforts and enormous expenditures of

money, the gap between the expanding pandemic and global responses is widening

rapidly and dangerously. In addition, the lethal partnership that has been formed

between AIDS and tuberculosis, the growing emergence of drug resistance by both and

the ease with which they can be spread worldwide by international air travel add even |
more threatening dimensions to the hazards that each of these disorders already presents |

individually to global public health.

Public Health, Behavioural and Related Issues

When the challenge of HIV/AIDS was presented to an unprepared world in the early
eighties the response of WHO and the international community was based on what was
then known of HIV/AIDS and on the then generally accepted public health practices.
The three central elements of this response were information and education, health and
social services, medical procedures and scientific research — on vaccine preparation and
drug manufacture. A fourth element, not yet part of the standard lexicon of public health,
but added later, was the need to ensure that HIV infected people and people with AIDS
were not discriminated against®. These strategies became the template on which national

AIDS programmes were implemented, monitored and evaluated.

Another difficulty that countries had to face was the coordination of national action on
HIV/AIDS, which was for some time a ‘homeless’ problem. The ministry of health,
almost invariably the lead ministry in national AIDS programmes, lacked both the skills
and the mandate for either studying or addressing the non-medical societal issues that
relate to AIDS - youth, education, finance, housing, social services — all of which lie
outside the normal areas of responsibility of the ministry of health and within sectors that
had no primary responsibility for health. The ministry of health could raise but could not

answer the question of “What must be done?”’

WHO and national AIDS strategies admittedly experienced a number of successes.
Imaginative educational and informational programmes were introduced; high-risk
behaviour was modified in many countries — most of which set up effective inter-

ministerial and interdisciplinary AIDS committees. It soon became evident, however,



that standard public health approaches, epidemiological studies of high-risk behaviour,
and advice against such behaviour, important as they clearly are, were not enough. The

pace of spread of the disorder, far from being slowed, was accelerating.

The main reason why strategies for dealing with the behavioural aspects of the pandemic
have had only limited success is that they were developed in almost complete isolation
from the societal issues against which the pandemic was unfolding. The perception of
human behaviour and human values as essential elements in the complex calculus of
health is critical. Even with non-infectious diseases like heart disease, obesity, the
consequences of smoking, hypertension, it is likely that it is the failure of world health
planners to come to grips with their social or human behavioural aspects which has

accounted for their relentless global spread.

Scientific Advances and Limitations

The greatest successes of international AIDS programmes have been in the scientific
field. A vaccine (maybe more than one) is near; and advances in treatment have
transformed what, for those who could afford or would receive it, was an almost

invariably early fatal condition into an essentially chronic disorder.

But, at least with respect to the scientific studies of AIDS, what Leo Tolstoy had to say
about science is probably relevant: “Science is meaningless because it gives no answer to
our question, the only question important for us: what shall we do and how shall we be?”
Nobel Laureate Macfarlane Burnett® has also commented on the limitations of science.
While acknowledging the importance of laboratory sciences and the way they helped to
control disease, he has emphasised that the major health issues of the future would be
influenced not by laboratory medicine and basic science but rather by observational and

social studies.

WHO has recently negotiated with a number of pharmaceutical companies a substantial
reduction in the costs of HIV/AIDS drugs to developing countries. This will clearly bring
significant benefits to the countries concerned and to those individuals who are fortunate
enough to receive treatment. It is already evident, however, that for many reasons —

personal and national unavailability of drugs even at reduced costs, problems of



distribution, monitoring and health services infrastructure — reduction of drug costs per se

is unlikely to significantly influence the course of the pandemic.

Human Rights, Societal and Developmental Issues

It was Jonathan Mann®, Director of WHO'’s initial Global Programme on AIDS, who
first put the spotlight on the human rights and societal issues with which the HIV/AIDS
pandemic is linked - pointing out that they were highly specific within each society and
yet fundamentally similar around the world. “The major societal risk factor for
vulnerability to HIV is to belong — before AIDS appeared — to a group which was
discriminated against, marginalized, stigmatised and excluded from society.” He also
emphasised that “we are not speaking here about discrimination against HIV-infected
people with AIDS, we are identifying discrimination as a cause — at the very root of the
pandemic.” And it has been repeatedly shown that it is poverty and its associated lack of
education which are the twin factors that particularly account for discrimination and the
exclusion of increasing numbers of individuals and groups from the global conversation -
from being able to make and carry out free and informed choices about their behaviour.
And dying before your time must surely be the ultimate form of social exclusion and

choice limitation.

In the countries in which the HIV pandemic is spreading most rapidly it is poverty and
the infringement of human rights that stem from it which are key. The need, for
instance, for men to leave their homes in large numbers to work on farms, in copper, gold
and diamond mines; for women deprived of male personal and financial family support
to have to become sex-workers also in large numbers in order to feed themselves and
their children, are compelling determinants for the behaviours that predispose to HIV
infection and spread. There are several other examples of societal factors — economic,

socio-cultural, political - which predispose to or cause high-risk behaviours.

Recognising the role of poverty in HIV infection and spread, UNDP’s 1999 World
Development Report' points out that poverty is spreading rapidly worldwide — in spite of
the burgeoning wealth of individuals (the assets of the world’s three richest billionaires
exceed the combined GNP of the 48 least developed countries) and nations. The number
of extremely poor people in the world has doubled since 1975 and now stands at a

staggering 1.3 billion - a not surprising outcome as official development assistance has



been reduced by almost a fifth in real terms since 1992. Mahatma Ghandi called poverty

the ultimate form of violence. Indira Ghandi called it the ultimate pollutant.

In industrial countries, too, human poverty and exclusion, the Report adds, are hidden
among statistics of success, revealing enormous disparities within countries: “Measured
by the human poverty index (HPI-2) one person in eight in the richest countries of the
world is affected by some aspect of human poverty: long-term unemployment, a life
shorter than 60 years, an income below the national poverty line, or a lack of literacy

needed to cope in society.”

Nearly 30 years ago the Pearson Commission'' began its report with the recognition that
“The widening gap between the developed and developing countries has become the
crucial broblem of our times”. But over the past three decades the income gap between
the fifth of people living in the world’s richest countries and the fifth of people living in
the world’s poorest has widened markedly. It was 74 to 1 in 1997, up from 60 to 1 in
1990 and 30 to 1 in 1960.

The more the gap widens between rich and poor, educated and uneducated - in
developed and developing countries alike — the greater the number of people that are
being constantly left stranded in the backwaters of progress; and with this gap comes
conflicts, human rights infringements and other problems rooted in poverty and

inequality. And HIV/AIDS has clearly emerged as one of the greatest of these problems.

A number of conclusions are now inescapable: that an effective strategy for reducing
vulnerability to AIDS must have a dual approach — one in which current public health,
educational, behavioural and scientific efforts are strengthened and the other in which the
underlying societal causes are also directly addressed; that none of these causes —
marginalisation, human inequality and insecurity - is inevitable; that with political will
and commitment in the global community they can be reversed; that human rights
values, on which the Charter of the United Nations and the Universal Declaration of
Human Rights are based, could be guidelines for a global strategy to reduce vulnerability
to HIV/AIDS.



In this regard it has been gratifying that the new UNAIDS programme has adopted and
is beginning to explore how this kind of vulnerability analysis and approach might be
applied to HIV prevention worldwide. Indeed, beyond HIV/AIDS, a new movement
linking health and human rights has been catalysed, as it is being increasingly recognised
that human rights issues provide a better framework for analysis and response to the
societal preconditions for health in its broadest sense than any inherited from the
biomedical or public health tradition. It brings a new challenge and a new responsibility
to public health — beyond its recognised duty “to ensure the condition in which people
can be healthy.” It broadens its remit to include the civilising role of promoting universal

respect for human rights and its related societal transformations.

Calls for International Action

It is these growing global inequalities which are the realities behind the spread of the
HIV/AIDS pandemic, and which motivated President Clinton’s appeal one year ago for
international collaboration for dealing with it; and it is these realities the global
community will have to grapple with in responding to his appeal. His appeal had been
anticipated by leaders of a number of the world’s major development agencies who had
themselves already recognised the magnitude of the AIDS threat, the societal factors that
underlie it and the urgent need for the international community to come together to
address them. Implicit in these appeals is a call for a “Marshall Plan” for the developing
world, particularly Africa. Kofi Annan says that “Africa needs more: more assistance,
more technology, more investment, more access to world markets, more co-operation

”12

and partnership.

Referring to the enormous advances that globalisation has brought, UNDP’s 1999
Human Development Report® states that “...at a time of such dramatic breakthroughs it
is indefensible that human poverty should persist... Narrowing the gaps between rich and
poor and the extremes between countries should become explicit global goals.”. It
proposes seven key agenda items for securing human development, all requiring national
and international action. An important one, it states, would be a “Joint World Bank /
UN Task Force, which would investigate global inequalities and suggest policies and

actions on how they can be narrowed over the next two or three decades”.



As early as 1992, at the Earth Summit in Rio de Janeiro, the world’s governments had
pledged to “mobilise and clarify national and international efforts against AIDS to

prevent infection and reduce the personal and social impact of HIV infections.”

An Editorial in the 6 May 2000 issue of the New Scientist squarely faces the gathering
threat of HIV/AIDS for the entire world community and the urgency of the need for
action to contain it:; “...what is the bottom line? Without global action and more money,
the whole world — not just the developing part of it - is in trouble. The G7 group of seven

rich countries, urgently needs to draw up a plan to deal with HIV”*,

Parenthetically, it is ironical that there should be need for such urgent appeals for
comprehensive co-ordinated action by the developed countries for promoting the
development of the developing countries, when they (the developing countries) are

already the source of an estimated 90% of the world’s biological resources.

International Responses
During the past two years alone there have been four major international meetings on
HIV/AIDS - two of national and international health planners, scientists and drug

manufacturers and two of leaders of the G8 countries.

The first of the two of the former category was held in Geneva in 1998. Its theme was
“bridging the gap” between the treatment of the disease in the rich and poor countries. A
major late outcome of this Conference was the reduction in drug costs to developing
countries achieved through WHO's negotiations with the pharmaceutical companies
earlier this year. The second meeting in this category, in Durban in July 2000, set as its
goal to “break the silence”. In spite of the controversy about the origins of AIDS which
marked this Conference, probably its most effective contribution towards breaking the

silence was its “shout” to the international community that something can be done.

It highlighted, for instance, the achievements of the HIV/AIDS campaigns in countries
like Senegal and Uganda. Senegal began its campaign in 1981, before the virus had gota
grip. It has managed to keep its infection rate below 2 per cent. Uganda began its
programme in the early 1990’s, when 14 per cent of the population was already infected.

Now the figure is down to 8 per cent and falling. The successes of both Senegal and

10



Uganda have been based mainly on their effective promotion of the wider use of

condoms.

The first of the two meetings of leaders of the G8 countries was in Cologne in 1999. Its
most important outcome was its commitment to a packet of enhanced debt relief for the
poorest countries. The second was in July 2000 in Okinawa. The goal, said their

Japanese hosts, was to set the stage for “greater prosperity”, “peace of mind” and “world

stability” in the 21 century.

In their final communiqué of this meeting, G8 country leaders promised to accelerate
efforts to implement the agreement reached the year before about debt relief and make a
commitment to “tackle the root causes of conflict and poverty... and engage in a new
partnership with non-G8 countries, particularly developing countries, international
organisations and civil society.” They also made a number of specific health pledges: to
cut the number of young people infected with HIV by 25 per cent by 2010, to cut
tuberculosis deaths by 50 per cent and to reduce the “burden of disease associated with
malaria” by 50 per cent by this date. A number of organisations, however, thought that
these commitments, certainly those on debt relief, should be taken with a grain of salt —
particularly in view of their failure to live up to similar assurances given only a year
before. Médicins Sans Frontiéres noted that developing countries spent twice as much a
year in debt repayments as on health and education combined: “We will monitor the G8

to ensure more concrete action and fewer empty promises.”

On 19 August 2000 President Clinton signed into law the “Global AIDS and
Tuberculosis Relief Act of 2000.” In announcing this Act, which has since been termed
“A Marshall Plan for AIDS in Africa” he stated that it was a follow-up of the
interagency initiative launched by Vice-President Gore and himself in July 1999,
“Leadership and Investment in Fighting an Epidemic” (LIFE), for which 100 million
dollars had been appropriated annually for 2000 and 2001 “to expand our funding for
global HIV/AIDS prevention, care and treatment in the worst affected developing

countries.”

Acknowledging that “the UN/AIDS programme would need an estimated 1.5 billion

dollars annually to establish an effective HIV prevention programme in sub-Saharan

11



Africa and an additional 1.5 billion annually to deliver basic care and treatment to people
with AIDS in the region” he considered that the new Act “takes some of the additional
steps to broaden the global effort to combat this world-wide epidemic. It provides
enhanced bilateral authorities and authorizes funding for the Agency for International
Development’s HIV/AIDS programmes...In addition to new funding for UNAIDS
programmes and the international AIDS Vaccine Initiative the new Act authorises the
creation of a World Bank AIDS Trust Fund that is intended to create “a new
multilateral funding mechanism to support AIDS prevention and care programmes in the

most grievously affected countries.”

“The United States”, he continued, “cannot and should not battle AIDS alone. This
crisis will require the active engagement of all segments of all societies working together.
Every bilateral donor, every multilateral lending agency, the corporate community, the
foundation community, the religious community and every host government of a
developing nation must do its part to provide the leadership and resources necessary to

turn the tide. It can and must be done.”

In his concluding comments re-emphasized the urgency he attached to his appeal:
“There is currently no vaccine or cure for HIV/AIDS, and we are at the beginning of a
global pandemic, not the end. What we see in Africa today is just the tip of the iceberg.
There must be a sense of urgency to work together with our partners in Africa and
around the word, to learn from both our failures and our successes, and to share this
experience with those countries that now stand on the brink of disaster. Millions of
lives—perhaps hundreds of millions—hang in the balance. That is why this legislation is
so important...We have come to realize that, when it comes to AIDS, neither the crisis

nor the opportunity to address it have borders.”

Conclusions

Much more is called for than periodic meetings of national or international health
planners, scientists or financial leaders, and their episodic knee-jerk responses as and
when new statistics trigger yet another round of global HIV/AIDS concerns. What is
needed are ongoing strategies for international action across the whole range of issues
that can be shown to impact on the pandemic and issue-specific arrangements for

sustaining them. Nothing less will suffice. Kofi Annan, before President Clinton, had

12



emphasised both the urgency and nature of this need when he said: “Time is not on our

side, but by acting now, and acting together, we will make a difference.”

It cannot be over-emphasised, however, that the range of collaborators that would be
called for has never been mobilised in support of any issue — health or otherwise — in the
world’s history. It will not be easy. A truly unprecedented global response is called for.

It is a response that would certainly call for revisions by world decision makers of deeply
held views and priorities. Can this happen? The answer must be an optimistic yes. As
Barbara Ward said: “ The most important change that people can make is to change their
way of looking at the world.... Change our fundamental angle of vision and everything
changes — our priorities, our values, our judgements, our pursuits.” Such a response
would clearly open a new chapter in international societal relationships. It could also be
viewed as a response, albeit late, to a centuries-old global concern for humanity, equity,
justice and human rights. What might be even more important is that the very survival of

these values worldwide may well be dependent on the nature of this response.

This does not mean that all initiatives to meet the challenge of the HIV/AIDS pandemic
must wait on co-ordinated action by the International community. Individual discrete
efforts of non-governmental organisations or special-interest community groups also have
roles to play — by educating, raising awareness, and promoting societal transformations.
Indeed, any initiative which is likely to favourably influence individual or group HIV-
related behaviour, and has credibility in the special context of people’s daily lives, should

be encouraged and supported.

Admittedly, even the best designed educational campaigns, showing that unsafe sex and
high-risk behaviour can kill, are liable to run up against entrenched taboos and adverse
cultural norms; but the significant drops in infection rates recently achieved in Uganda,
Brazil and Thailand® provide evidence that such campaigns, appropriately structured,

vigorously run and promoting the requisite societal adaptations, can work.

The recent proposal by the UK based Charity, Students Partnership Worldwide (SPW),
for the development of youth-led peer-directed education programmes on HIV/AIDS, is
an example of such an initiative'®. Based on the premises that it is young people who are

at greatest risk, that they are more likely to be favourably guided by the advice of their

13



peers than the prescriptions of adults, and that promoting awareness of the importance of
human rights issues could be an important element in AIDS education programmes for
and by young people, this SPW initiative is already attracting wide international
attention. Demonstration models of such programmes are already being developed by
SPW in co-operation with the governments of South Africa, Uganda, Tanzania and
Zimbabwe. Plans are underway for the development of comparable programmes in other

areas of the developing world.
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ELIZA REHABILITATION PROGRAMME

FOR STREET CHILDREN AND THE HANDICAPPED
RPO. BOX 10507, Natrobi, Kenya, Tel: 02315103, Fax: 02 244082

Email - Elizango@hotmail.com

Your '
Ref: Date: 13" October 2000.

Our Ref:

Sandral Thurman, Director

White House Office of National Aids Policy (ONAP)
736 JACKSON PLACE, NW, SUITE 820
WASHINGTON DC 20503

Phone: 202-456-2439

Fax; 202-456-2438

Dear Sir,

SUBJECT: REQUEST FOR HIV / AIDS EDUCATION & COUNSELLING PROJECT
FUNDS

We are writing to you to kindly requést for your assistance to facilitate the implementation of
our objectives to the needy in HIV/ AIDS project.

As a multifaceted orgnaisation a major component is that of street children, orphans, widows,
widowers and the less fortunate who need HIV / AIDS education, counselling at all level
i_e seminars, workshops in primary, secondary schools and other relevant institutions. The
organisation strives to give more human dimension to aspects of development with social
significance by revitalizing some principles which are disappearing:- dialogue, solidality and
community participation. it seek to champion community based projects as a preferred strategy
for the positive resolution of problems affecting , HIV. / AIDS victims, orphans, windows,
widowers and the less fortunate.

As much as we would like to continue caring for them, resources are becoming scarce times
are hard and there is a need to rehabilitate, educate and counsul them about, and be aware
of HIV / AIDS catastrophy. And having already established a rapport with the children the
less fortunate most of whom are a product of HIV / AIDS catastrophy, we have resolved to
appeal to your organisation to kindly assist us for the purpose to release us from this
strenuous efforts, and having our orgnaisation registered as a NON - PROFIT MAKING
COMMUNITY BASED NON-GOVERNMENTAL ORGANISATION, based in Down town
River Road. We have pleasure therefore to submit this appeal to you and we shall be more
than grateful if you can assist us towards the needy people.

Hoping to hear from you and thanking you in advance.

Yours Sincerely,

James Kihara Warui
Programmes Administrator.

Blessed is he who considers the poor, The Lord will deliver him in time of trouble (Psalms 41:1)



November 2, 2000

Mr. Amador Rodriguez, #669226
2101 FM 369 N.
lowa Park, TX 76367

Dear Mr. Rodriguez:

Thank you for your recent letter. | apologize for the delay in a response. | do
believe that life is indeed precious and very valuable.

We have come a long way in having created effective vaccines to combat the AIDS
pandemic, as well as reliable health care opportunities with people living with
HIV/AIDS.

Thank you again for your interest.

Sincerely,

Sandra L. Thurman
Presidential Envoy on AIDS &
Director, National AIDS Policy Office
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November 2, 2000

Mr. Charles Sloan

P.O. Box 43843

Washington, DC 20010

Dear Mr. Sloan:

Thank you for your recent letter. | apologize for the delay in a response. Your
suggestion regarding Sustiva for treatment for AIDS vaccine will be directed to the

appropriated channels.

We have come a long way in having created effective vaccines to combat the AIDS
pandemic, but we are far from eradicating this devastating disease.

Thank you again for your interest.

Sincerely,

Sandra L. Thurman
Presidential Envoy on AIDS &
Director, National AIDS Policy Office
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Once Daily

USTlvA
efavirenz

Efficacy

In Study 006. SUSTIVA, in combination with nucieo-
side analogues (AZT + 3TC) resulted in 75% of
patients achieving viral loads below quantifiable levels
(BQL. <400 copies/mL), compared to 56% of patients
receiving a protease inhibitor regimen (IDV + AZT + 3TC)
at 24 weeks.* These dlfferences in the percent BQL
were predominantly the result of more patients who
received IDV + AZT + 3TC discontinuing the study
prior to 24 weeks compared to patients receiving
SUSTIVA + AZT + 3TC. These differences in discon-
tinuation rates were predominantly the result of
adverse events in the IDV + AZT + 3TC arm. It is
difficult to assess the relative efficacy of the treatment

arms given the disproportional discontinuations in an
open label study.

Flexibility

Combined with nucleoside analogue RT inhibitors
and/or a protease inhibitor:

Pregnancy

Pregnancy should be avoided in women receiving
SUSTIVA. Barrier contraception should always be used
in combination with other methods of contraception.

Convenience

Once-daily dosing, with or without food; high fat meals
should be avoided. Bedtime dosing is recommended
during the first two to four weeks of therapy.

Reliability

Long half-life (40-55 hours) for sustained plasma levels.

Tolerability

SUSTIVA is generally well tolerated. The most
common side effects with the SUSTIVA + AZT + 3TC
regimen were: nausea (12%), rash (1 1%), dizziness (10%),
impaired concentration (9%), fatigue (7%), vomiting (7%);
insomnia (7%), headache (6%), diarrhea (5%). and
abnormal dreams (4%).

Patients should be counseled that nervous system
symptoms and rash may occur early in treatment and
generally resolve within two to four weeks with continued
therapy with SUSTIVA. In controlled clinical trials, 52% of
patients experienced nervous system symptoms and 2.6%
discontinued therapy as a result. Similarly, 27% of patients
experienced rash and 1.7% discontinued therapy as a '
result. Patients should be cautioned not to operate
hazardous machinery or drive automobiles if they experi-
€nce nervous system symptoms.

EFFECTIVE THERAPY YOU CAN COUNT ON.

SUSTIVA (efavirenz) in combination with other
antiretroviral agents is indicated for the treatment of
HIV-1 infection. This indication is based on analyses
of plasma HIV-RNA levels and CD4 cell counts in
controlled studies of up to 24 weeks in duration.

At present, there are no results from controlled

trials evaluating long-term suppression of HIV-RNA
with SUSTIVA.

Resistant virus emerges rapidly when non-nucleoside
reverse transcriptase inhibitors (NNRTIs) are adminis-
tered as monotherapy. Therefore, SUSTIVA must

not be used as a single agent to treat HIV or added

on as a sole agent to a failing regimen. SUSTIVA therapy
should always be intiated in combination with at least
one other antiretroviral agent to which the patient

has not been previously exposed.
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Robert W. Eisinger, Ph.D.
Health Science Administrator

Building 2, Room 4W17
Two Center Drive

MSC 0255

Bethesda. MD 20892
TEL: 301 496 8653
FAX: 301 402 7769
E-mail: bedyiwnih.gov
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Mr. Charles Sloan &l > w‘w ﬁw =8

P.O. Box 43843

Washington, D.C. 20010 z % ﬁ z

Dear Mr. Sloan: f“'ﬂ .
A luw

This is in response to your recent letter concerning the use of antiretroviral

agents for the prevention of HIV infection.

The National Institutes of Health (NTH) continues to support studies to
develop more effective means to prevent HIV infection and AIDS. These
studies include efforts to develop improved behavioral interventions, vaccines,
therapeutic regimens, and microbicides. Since antiviral drug combinations
can have serious side effects, the use of them for preventing HIV infection is
not viewed as the most promising method, except when an individual is
known to have been exposed to HIV, such as when a health care worker is
exposed via a needle stick. The NIH has supported research evaluating the
use of anti-HIV agents as post-exposure prophylaxis. For instance, NTH-
sponsored researchers at the New York Blood Center are using 2 mouse model

to evaluate the post-exposure use of antiviral agents and human antibodies to
prevent HIV infection.

If you would like up-to-date information on current AIDS clinical trials, please
contact the AIDS Clinical Trials Information Service through its toll-free
number (1-800-874-2572) or visit its web site (www.actis.org).

I hope you find this information useful and thank you for your continued
support of the NIH AIDS research program.

Sincerely,

— g ,. : . ﬁ
Don Luckett o %—’g @ (&
Program Analyst ?— E - 0
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William E. Paul, M.D.
Director

Building 31. Room 4C02
31 Center Drive

MSC 2340

Bethesda, MD 20892
TEL: 301 496 0357
FAX: 301 496 4843
E-Mail: wepiaul @nih.goy
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Thank you for your recent letter to Dr. William Paul. [ am Pleased to hear

thhne - d e tha + Aa
wiat you arc cncouraged by the recent advances made in AIDS research.

Mr. Charles Sloan
P.O. Box 43843
Washington, D.C. 20010

Dear Mr. Sloan:

The National Institutes of Health (NIH) continue to support efforts to
develop and evaluate new combination therapies for HIV infection. The
NIH also is involved in a collaborative effort with researchers, physicians,
community members, and others outside and within the Public Health
Service to review the data accumulated to date on combination therapies for

of HIV infection. This effort has been given a high priority so that patients
and physicians receive the most up-to-date information for choosing the best
treatment regimens. The NIH also continues to support the develo
evaluation of multiple HIV prevention Strategies, including vaccines,

._behavioral interventions, and other interventions involving the Prophylactic

use of antivirals and other agents.

Thank you again for your interest in and support of the NIH AIDS research

progranm
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Sincerely,

Don Luckett
Program Analyst
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Ottice of Communications

National institutes of Health
Bidg. 31, Room 7A-50 National institute of Allergy
(301) 496-5717 : and Infectious Diseases
Fax (301) 402-0120 * Bethesda, Maryland 20892
Press Line (301) 402-1663
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Charles Sloan W
PO Box 43843 -F‘“ dz@‘

Washington. DC 20010

et s Vaduwt e

Your letter dated May 4, 2

000 to Donna Shalala, Secretary of the Department of Health and Human
Services was forwarded to the National Institute of Allergy and Infectious Diseases (NIAID) for
reply. The NIAID is the NIH institute with primary responsibility for research on HIV infection

and AIDS. We apologize for the delay in our response. Your letter just recently arrived in our
office.

Thank you for vour suggestion regarding Sustiva for treatment for HIV infection.

For information on approved treatments for HIV infection you may contact the HIV/AIDS

Treatment Information Service (ATIS). The address. telephone number, and Web site for ATIS
follow:

HIV/AIDS Treatment Intormation Service
P.O. Box 6303

Rockville, MD 20849-6303
1-800-448-0440

http:/www . hivatis.ore

With the dedication of medical researchers aroun

d the world. we hope to find ways to prevent, treat,
and cure this devastating disease.

NIAID Correspondence Specialist : df @ '
Office of Communications and Public Liaison #‘

v

Sincerely,



Professor cautions

AIDS may spread

in U.S. like Africa

t By Robert Stacy McCain

THE WASHINGTON TIMES

Citing UN. data on HIV infec-
tion rates, J. Philippe Rushton, a

. psychology professor at the Uni-

versity of Western Ontario whose
studies of race, behavior and ge-
netics have been attacked by left-
wing academics, told a Washington
press conference yesterday that
blacks in the United States and
Canada “are on the brink of an
AIDS epidemic” comparable tothe
crisis in Africa.

A “taboo on discussing the evi-
dence” of racial differences in sex-
ual behavior “tragically . .. is kill-
ing people,” Mr. Rushton said.

“Right now, about 2 percent of
US. blacks are living with HIV/
AIDS,” Mr. Rushton said at the Na-
tional Press Club. “That was the
level of AIDS infection in Africa
just 1S years ago. Now African
rates are between 8 percent and 20
percent.” -

If the HIV infection rates for
U.S. blacks continue to mirror the
spread of the virus among blacks
in Africa, Mr. Rushton said, “we
are faced with the threat of an Af-
rican AIDS epidemic within large
sections of the black population of
the United States, and also in the
Caribbean.” C

As early as 1989, Mr. Rushton
said, he “predicted the very situa-
tion [of HIV infection among US.
blacks] we've got today.”

The warning came as U.S. health
officials convening in South Africa
— which has seen an exploding
rate of HIV infection in recent
years — warned of the global con-
sequences of the AIDS epidemic.

Last month, Health and Human
Services Secretary Donna E.
Shalala announced the formation
of Crisis Response Teams “to help
combat the spread of HIV/AIDS
among racial and ethnic minority
populations.”

AIDS is the leading cause of

'- death for black men ages 2544 in
" the United States, according to the

federal Office of Public Health and
Science, while the disease is also
the country’s third-leading cause
of death for black women ages
25-44.

Mr. Rushton’s research has been
attacked as “academic Nazism”
and “racial pornography”.by
Hampton (Va.) University sociolo-
gist Steven J. Rosenthal.

“Rushton is dead wrong” John
Moore, chairman of the anthropol-
ogy department at the University
of Florida, said in 1997. .

Rutgers University’s Transac-
tion Publishers, citing protests,

“has stopped distribution and de-

stroyed 55,000 copies of a special

abridged edition of Mr. Rushton’s

1995 book, “Race, Evolution, and
Behavior,” after review copies of
the 106-page booklet had been
mailed to scholars around the
country. -

One chapter of that booklet —
titled “Sex, Hormones, and AIDS”
— addressed behavior-related ra-
cial disparities in rates of infection
for sexually transmitted diseases
(STDs), which Mr. Rushton attri-
butes to genetic differences.

“Race differences in sexual be-
havior have results in real life”” Mr.
Rushton wrote in the booklet, not-
ing that “the 1997 syphilis rate
among blacks was 24 times the
white rate. ... Racial differences
also show in the current AIDS cri-
sis.’ .
Although he is hesitant to sug-
gest how public policy might apply
his findings — “my job is to get the
truth out there,” he says — Mr.
Rushton suggested, “I would have
thought the greater threat of AIDS
to blacks (would lead to] targeting
treatment to the populations that
are mast at-risk” for infection.

Robert A. Gordon, a sociology
professor at Johns Hopkins Uni-
versity who joined Mr. Rushton
and others at yesterday's press
conference, said efforts to sup-
press Mr. Rushton’s research are
the result of “a dogmatic egal-
itarianism in the social sciences.”
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Pertent Infected '
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6.2
22

1 and bisexual men were tested

357
530
509
. 488
- 541
702
365

.Number tested . .

i

itan areas. The number of men tested and the rate o

Soutce: "HIV Prevalenca and Associated Risks In Young Men Who Have Sax With Men,” Joumal of the

Amencan Medical Association, July 12

HIV infection found in each area are listed below.

HIV IN THE CITIES
A representative sample of homosexua

San Francisco Bay area

Los Angeles
Seattle

Baltimore
Miami

Dallas
New York

Oy ool T

in seven metropo

. From page Al

* John Hylton of the Johns Hop-
-~kins University School of Hygiene
_and Public Health says the results
-are “incredibly significant.”

Mr. Hylton, a coordinator for the
project, says the report’s findings
are “especially important because

- they clearly point to the high level
of HIV among the young. They in-
. dicate the rates of infection are in-
creasing among minority men in
urban areas that aren’t thought of
.| as AIDS epicenters, the way San
-Francisco and New York are”

- “We're talking of men who are
just becoming sexually active —
men who are becoming accultur-
ated into the gay social scene” Mr.
Hylton says, implying that this
bodes ill for the future. ~ e

But the results also are discon-
certing because the study’s par-
ticipants presumably have been
exposed to “HIV/AIDS prevention
educational initiatives while they
were growing up,” the study points
out. The nation became aware of

1 the spreading AIDS epidemic —

about 1981, and the continuing
anti-AIDS campaign began in 1984
.and 1985, when the oldest men in

the current study were about 7 -

years old. ]

Regardless, nearly 1 in 10 (9.7
percent) of the 22-year-old partici-
pants tested positive for the virus.
None of the 15-year-olds was found
to be infected at the time of the
testing, which extended from 1994
to 1998.

“Prevalence of HIV was higher
among blacks, Hispanics, and men
of mixed or other race than among
whites. Among men of mixed race,
HIV prevalence was higher among
those who reported black back-
grounds than among those who did
not,” the study states.

Black people in the study had an
infection rate of 16.9 percent, the
highest recorded. Thus, the find-
ings “display the large racial gap
in the current HIV epidemic in the
United States,” the report contin-
ues.

Forty-one percent of those in the

overall group stated they were en-

-g'aging in unprotected sex, which .

heightens the risk of becoming in-
fected. Researchers called that

_ fact “sobering,” and it led the sci-
. entists to declare:

" “Considering their youth, the
high prevalence of recent unsafe

" sex, and the high HIV prevalence

in [those tested), many of the HIV-
negative men are likely to become
HIV-infected in the near future .

The researchers said the find-
ings underscore “the need to eval-
uate and intensify prevention ef-
forts for young [homosexuals and
bisexuals), particularly blacks,
men of mixed race or ethnicity,
Hispanics and adolescents.”

A team of 14 specialists -and
their staffs from around the coun-
try conducted the study. It was

“sponsored by the federal Centers
.for Disease Control and Preven-

tion. Three state health depart-

--ments plus seven city and county

public health services and three
university medical centers partici-
pated.

Because youths in the age
groups studied are hard to reach
by what the report called “tradi-
tional household-oriented sam-
pling methods,” the researchers
took to the streets of seven major
cities — Baltimore, Dallas, Los An-

‘geles, Miami, New York, San Fran-
. cisco Bay area and Seattle. They
‘scoured dance clubs, bars, busi-

nesses, bathhouses, health clubs,
parks, beaches and social organi-
zations for subjects, often inter-
viewing thousands of embarrassed
and sometimes hostile men before
identifying homosexuals and bi-

- sexuals who fit into the age groups

being studied.

They ultimately discovered that
the rate of HIV-infection among
Seattle’s study participants was
just 2.2 percent, the lowest encoun-
tered. The highest: New York City's
12.1 percent. )

. The “multisite, venue-based”
approach used by researchers in
this study sets it apart from others.
But it is particularly significant
because many of the earlier esti-

.- mates of HIV's pervasiveness that

appeared in the late 1980s were
based on surveys of men 30 years
old or older.
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AIDS could kill millions in southern Africa

By Daniel Q. Haney

ASSOCIATED PRESS

DURBAN, South Africa — Life
expectancy in countries worst hit
by Africa’s staggering AIDS epi-
demic is expected to fall to around
30 years within a decade — the
lowest in a century — as the dis-
ease kills tens of millions more in
its sweep across the continent.

The new estimate, released yes-
terday, is the latest attempt to
quantify the incredible breadth
and effect of the epidemic on sub-
Saharan Africa, where 15 million
have died of AIDS and 25 million
more infected people almost cer-
tainly will die in the next few years.

“It's hard to comprehend the
amount of mortality we will see in
these countries,” said Karen Stan-
ecki of the US. Census Bureau,

which compiled the projections.

Miss Stanecki presented the
new figures at the 13th Interna-
tional AIDS Conference, a high-
profile meeting being held for the
first timme in Africa, ground zero of
the epidemic.

AIDS already has sharply re-
duced life expectancy in many
southern African countries. For
instance, in Botswana, where more
than one-third of adults are in-
fected with HIV, which causes
AIDS, life expectancy is now 39
years instead of 71, as it would
have been without the disease. And
the numbers are expected only to
get worse. )

Miss Stanecki projected that by
2010, life expectancy will be 29 in
Botswana, 30 in Swaziland, 33 in
Namibia and Zimmbabwe and 36 in
South Africa, Malawi and Rwanda.

Without AIDS, it would have been
around 70 in many of those coun-
tries.

“These are a level of life expec-
tancy that have not been seen since
the start of the 20th century,’ she
said.

Speakers at the meeting strug-
gled for superlatives to describe
the scope of this disease in the
poorest parts of the globe, espe-
cially sub-Saharan Africa, where
nearly three-quarters of all HIV-
infected people live.

Dr. Kevin DeCock of the US.
Centers for Disease Control and
Prevention called the epidemic
“Africa’s worst social catastrophe
since slavery.

Miss Stanecki predicted that by
2003, the populations of Botswana,
South Africa and Zimbabwe will
begin to fall because of AIDS

deaths and dropping fertility re-
sulting from the epidemic. In those
countries, the populations will
drop between one-tenth and three-
tenths of 1 percent. Without AIDS,
they would have grown between 1
percent and 3 percent. .

Miss Stanecki said this is the
first time the Census Bureau has
projected negative population
growth due to AIDS. The pop-
ulation growth of several other
countries — including Malawi, Na-
mibla, Swaziland and Zambia —
will be near zero. !

Experts note that programs to
educate people about condoms and
other ways of avoiding infection
clearly can work in southern Al-
rica. Because of early efforts, the
epidemic never occurred in Sen-
egal, and Uganda has reversed its
high infection level.
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Thurman Tackles Pandemic
Vith Soft-Spoken Bluntness

¥ BarTON GELLMAN
‘ashington Post Staff Writer

NEW YORK—The king of Swaziland shouldered ©

om Rosskirt aside the other day as the White House
seechwriter angled toward Sandra L. Thurman. His
fajesty Mswati IIl wrapped Thurman in a warm em-
race and called her Sandy. Then came President Paul
agame of Rwanda. Then President Jerry Rawlings
f Ghana.

When Rosshirt escaped with Thurman downstairs
'om the Waldorf Astoria’s Palm Room, where Presi-
ent Clinton had just spoken to African leaders about
IDS, the scene replayed. A Zambian stopped to book
spot on Thurman’s calendar for President Frederick
‘hiluba. Then it was the foreign minister of Thailand.

Usually, it is an ambassador who has to work a
om, angling for face-time with heads of state. These
ays, the world is working its way toward Sandy
‘hurman, for the unlikely reason that she is President
ilintson’s personal envoy in the global fight against
IDS.

Clinton plucked Thurman, an Atlanta activist and
iird-generation Georgia pol, to be director of the
Vhite House Office of National AIDS Policy more
1an three years ago. Last month, amid intensified at-
:ntion to the pandemic’s global toll, he added an in-
:rnational portfolio. The scale of the catastro-
he—19 million dead, 34 million dying—has begun
» sink in with world leaders, and Thurman aims to
elp coordinate the global response:

Smart money said she would not get the job. Secre-
ury of State Madeleine K. Albright and Frank Loy,
ndersecretary of state for global affairs, wanted to fill
1e post with a foreign service officer, reporting to
1em. After six months of internal debate, they
10ught they were winning that fight. In July, Loy an-
ounced that the naming of a career ambassador was
nminent. The next day, he called a reporter to retract
ae report.

People have a way of underestimating Thurman,
tho dresses for society, calls most everyone “love” or
Jear” and lets her blond hair drape over her shoul-
ersat 47.

“My daddy used to have a saying that I had the
heck in the bank before most people realized I had a
rain,” Thurman recalled. :

“Time and time and time again” people mistake her

e e e T e——
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Players
Sandra L. Thurman

Title: Director, Office of National AIDS
Policy; presidential envoy for AIDS
cooperation.

Age: 47.

Education: Bachelor's degree, Mercer
College.

Previous jobs: Director, Office of Citizen
Exchanges, State Department; director of
advocacy programs, Task Force for Child
Survival and Development, Carter Center:
executive director, AlD Atlanta.

manners for softness, said James Carville, an old
flame of Thurman’s from their days on former Geor-
gia governor Zell Miller's 1990 campaign. “The State
Department and everybody’s taken a run at her, and
they ain't the better for it. She kind of has a cashmere
glove over a steel fist.”

Carville demurred about their romance, except to
recall that “she dragged me to I don’t know how many
damn fundraisers” for humanitarian causes.

After five years as executive director of AID Atlan-
ta, a community support and care program for people
living with AIDS, Thurman had sweet-talked donors
into tripling her budget. She took leave to serve as po-
litical director of Clinton’s 1992 Georgia campaign,
but stayed in health care advocacy until Clinton’s sec-
ond term.

Thurman is blunter, in her gracious southern way,
than is common among high-level appointees. She
made clear in public, within months of becoming
AIDS “czarina,” that she strongly disagreed with the
president’s decision against funding for needle ex-
;lt';anges to prevent the spread of AIDS among drug

users. :

: BY TOM AI.I.EN—M_WASHINGTON POST
At the White House Office of National AIDS Policy, Sandra L. Thurman also is working on global AIDS efforts.

And she did it without making an enemy of Barry
McCaffrey, her White House counterpart for drugs,
who opposed such funding. Earlier this year, she even’
lured the retired Persian Gulf War general to a soup
kitchen for AIDS patients, where he pronounced the
grub “top 1 percent Army mess hall, which I would
take as a compliment.” :

She describes Air Force One, on which she flew
most recently to Tanzania and Nigeria with Clinton,
as “16 hours trapped with 40 of your co-workers, like a
big bus with wings.”

“Of course I'm hurned out,” she said, in mock ex-
asperation. “T've been doing this for 18 years!” _

But not too burned out to spend her vacation on the
“family disease—politics. Thurman’s mother was a
Georgia Democratic Party chairman, and Thurman
knows where the power is. Her job at the Los Angeles
convention was running credentials. If you wanted
someone in, said Sen. Edward Kennedy (D-Mass.),
“who [were] you picking up the phone to talk with?
Sandy Thurman. She catches you one way or the oth-
er.” :

In her White House office, Thurman has only six
staff members to help coordinate AIDS policies that
spend billions of dollars across a dozen agencies.
Some colleagues in other departments describe her
Jackson Place townhouse headquarters as a black
hole for paperwork. She has a way of missing meet-
ings, or saying the date is no good, that “stops prog-
ress dead in the water” when she does not like the di-
rection her colleagues are going, one of them said.

Thurman said before leaving for Africa last month
that she is “very sensitive to the quality of work that
comes out of this office” and agreed she might not
“move as quickly as people would like.” But when she
came back she took a steelier line.

“The more I thought about that, the more it ticked
me off,” she said. “With such a small staff we operate
in triage mode, so most of our energy goes where the
bodies are dropping fastest. . . . There’s a certain level
of arrogance to folks thinking what is their priority
ought to be [my] priority.”
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Barron GELLMAN

thington Post Staff Writer

'rom a seventh-floor office in Langley some 13
rs ago, Katherine J. Hall kept vigil on the unrav-
g of societies and states.

18 national intelligence officer at large, Hall su-
vised the CIA’s taxonomy of upheaval overseas.
at signs forecast a government’s collapse, an
10my’s ruin, a civil war? Hall and her staff had a
ch that conventional indicators, heavy on poli-
and money, were missing something. In 1990,

: three years of frustrated lobbying, she and

ague Walter L. Barrows got permission to

y the burgeoning growth of AIDS.

iteragency Intelligence Memorandum 91-

)5, distributed in classified channels the fol-

ng July, foretold one of the deadliest calamities

mman experience. Titled simply, “The Global .

DEATH WATCH | The Global Response to AIDS in Africa

AIDS Disaster,” the report projected 45 million in-
fections by 2000—inexorably fatal, the great ma-
jority in Africa. The number beggared comparison.
There were not that many combatants killed in
World War I, World War II, Korea and Vietnam
combined.

Unlike the Black Death in 14th-century Europe,
which took half as many lives, the means of con-
trolling AIDS were known. Yet African and foreign
governments, the report said, were making no
more than a “modest level of effort.” This would

*“have only a marginal effect.”

The same might have been said for IM 91-
10005. The document landed near the top of the
pile of incoming intelligence at the White House
and Cabinet agencies. The reaction, said principal
author Kenneth Brown, was “indifference—that'’s
the right word.” The authors prepared for the flur-
ry of briefings that accompanies release of a major
intelligence product. Save for then-Surgeon Gener-
al C. Everett Koop and a Pentagon medical unit, no

one asked.,

Nine years later, a highly public awakemng plays :
out in the Clinton administration, Congress, for-
eign capitals, the United Nations system and the
offices of drug manufacturers. The premise of their
new commitments on AIDS is that they are con-
fronted for the first time with the magnitude of the
disaster. 'y

Yet for a decade, the world knew the dimensions
of the coming catastrophe and the means available
to slow it. Estimates ranged widely, but the World
Health Organization in 1990 and 1991 projected a
caseload, and eventual death toll, in the tens of mil-
lions by 2000. Individually and collectively, most of
those with power decided not to act.

How and why they made their choices is the
subject of this series of articles. It is a story of au-
thentic doubts for a time because the disease con-
cealed itself in years of latency and layers of social

See AIDS, A12, Col. 1

“The botton
that the epic
could rage o
Africa fwhil
could contro
here,” Mann
lamented. “|
the rich Unit.

BY DAVID SAVERMAN — REUTTRS
Jonathan Mann, a leader

in the fight against AIDS,

quit the World Health States L
Organization in g
frustration. need Afiica?
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-AIDS advocates' Orphans
are tlme bomb of epidemic

Pauline Jelinek

" THE ASSOCIATED PRESS

WASHINGTON — Orphans
-are the most. 1gnored victims of
- the AIDS pandemic and will come
- back to haunt the world as unedu-
_ cated, antisocial youths and adults
unless they get help, AIDS advo-
- cates said Tuesday. - :

“There are few consequences'

of the AIDS epldemlc that are so
traglc as orphans. .. so neglected
"~ and. ., so ignored by the interna-
t10nal commumty ” said Peter
~ Piot, head of the Umted Natlons
AIDS program.

“I believe. that no soc1ety can

" really cope with such an enormous"
number of orphans and of desocial-

ized youth,” he told a congressmnal

. br1ef1ng on the subject. “This is .
going to have major consequences

for the stablllty of societies.” " -

- . Officials estimate 16 million
chlldren have already lost one or

- both: parents to the disease and

that:the number could reach 30
e given only about a tenth of that

Their problems usually start
long before their parents die —

~ " when the children leave school to
~care for the sick or get jobs to
support their families. Along with -

the loss of educatlon and income,
the children- lose a loving home
and suffer the trauma of watch-

ing their parents die. :

- Albina du B01srouvray of the

-charlty Francois-Xavier Bagnoud
-Foundation (FXB) said the chil-

dren are “a time bomb” for their -

- countries because,“they will be
unprepared to become productlve
_c1tlzens O '

. The three-hour sess1on organ-

ized by the private Global Health-
Council brought together U.S. gov-
ernmental agencies and. groups:
from around the ‘world that have -

been working on the problem. -

.. Sandra L. Thurman, head of the
. White Hoitise offlce on AIDS policy,
. said thotigh it has been; éstimated -
 that Africa alone needs $3 billion a-
year to fight the disease, the inter- -

i

national commumty has to date |
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November 1, 2000

Bermard A. Kirshbaum, M.D.
125 Clwyd Road
Bala Cynwyd, PA 19004-2302

Dear Dr. Kirshbaum:

Thank you for your recent letter summarizing several journal articles focusing on ozone therapy
as a treatment for HIV infection.

As you know, all drugs seeking approval for treatment of HIV must go through a rigorous
clinical trial process. Only after a drug has made it through the clinical trial process and been
shown to be safe and effective will the Food and Drug Administration approve it for use in the
United States. While this may seem to be a long and complicated process, it is in place to ensure
the safety and efficacy of all drugs approved for use in the United States, not only for treatment
related to HIV, but for all diseases and conditions. This requirement has resulted in the United
States producing the most safe and effective medicines in the world.

While the Office of National AIDS Policy is not able to directly support research or participate in
the development and approval process, we would like to forward your letter to the Office of
AIDS Research at the National Institutes of Health.

Thank you for taking the time to provide us with this information.

Sincerely,

Sandra L. Thurman
Presidential Envoy for AIDS Cooperation
Director, Office of National AIDS Policy



Bermard A. Kirshbaum, M.D.
125 Clwyd Road
Bala Cynwyd, PA 19004-2302

Dear Dr. Kirshbaum:

Thank you for your recent letter summarizing several journal articles focusing on ozone therapy
as a treatment for HIV infection.

As you know, all drugs seeking approval for treatment of HIV must go through a rigorous
clinical trial process. Only after a drug has made it through the clinical trial process and been
shown to be safe and effective will the Food and Drug Administration approve it for use in the
United States. While this may seem to be a long and complicated process, it is in place to ensure
the safety and efficacy of all drugs approved for use in the United States, not only for treatment
related to HIV, but for all diseases and conditions. This requirement has resulted in the United
States producing the most safe and effective medicines in the world.

I will be pleased to providg a copy of your letter to the FDA for their consideration. W 7977
mcerfl e s /ﬂowo(l ML Nih W

Sandra L. Thurman
Presidential Envoy for AIDS Cooperation
Director, Office of National AIDS Policy

Reps/murguia/letter/kirshbaum
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Bernard A. Kirshbaum, M.D.
125 Clwyd Road
Bala Cynwyd, PA 19004-2302

tel: (610) 668-1456 fax: (610) 668-0748
e mail: kirshbaum2@earthlink.net

4 October 2000
Sandra Thurman, Director
Office of National AIDS Policy
736 Jackson Place NW
Washington, DC 20503

Dear Ms. Thurman:

As you know only too well, AIDS is a costly and frustrating
disease. The cost of AZT is approximately $4000 per year to
treat one patient, and it has some untoward side effects which
make it less desirable. Protease inhibitors, although more
effective, are also considerably more expensive, about $18,000
annually per patient, and they also have some known but lesser
side effects.

Vaccines for AIDS are still years away from being available,
and will be expensive. What can we do for those who are
presently infected with this disease?

I would like to propose an agent which is as effective as
protease inhibitors, has no (repeat no) side effects if
administered properly, and is inexpensive -- about 50 cents

per day -- average cost less than $200 per year for each patient
treated. A small fraction of the cost of current medications
being used in the treatment of AIDS.

That modality is medical ozone. Ozone you say?!! Preposterous,
everyone knows it's toxic and you can't use it! -- Please read
on:

The generally held belief is that ozone is toxic, but this is
true only when it is inhaled. What is generally not known is
that ozone can be safely administered into the human body by
all other routes, including intra-arterially, intravenously,
intramuscularly, even intra-spinally, as well as rectally --
with no side effects so long as one stays within pharmacologic
limits. And the results of doing so are highly beneficial.

Ozone is a powerful oxidizing agent which kills a vast array

of bacteria, viruses, and other pathogenic micro-organisms on
contact. This has also been confirmed for Human Immunodeficiency
Virus (HIV), the retrovirus causing AIDS. -- see enclosed copies
of reprints from the journal BLOOD, and ANTIVIRAL RESEARCH.



Sandra Thurman -2- 4 October 2000

Note that both of these papers appeared in October 1991, and
that each group was working independently, without knowledge
of each other, and both papers came to the same conclusion,
namely: that ozone is effective at destroying intra-cellular
as well as free HIV, without damage to the blood cells (no
cytotoxicity), and with no alteration in the proteinaceous
components of the blood.

The last group of pages are laboratory data on 4 patients who
have been treated with medical ozone administered rectally.

The graphs of patients "G" and "T" were presented by Dr. Michael
Carpendale at meetings of the 11th International Congress of
Ozone, held in San Francisco in September 1993, under the
auspices of the International Ozone Association. You will note
that there was a rise in the CD4 cells counts of both these
patients after each course of ozone therapy that they received.
Also, patient "T" turned PCR (polymerase chain reaction) negative
-- i.e. no viral particles detectable in his blood.

Patients "N" and "L" are known to me. Patient "N" was diagnosed
as having AIDS 6 years prior to starting ozone therapy and was
being treated with AZT which was making him "sick" and was not
helping with his disease. Note that his HIV P24 antigen turned
NONE DETECTABLE in his blood (October 11, 1995), 5% months after
starting ozone treatments rectally on May 1st, 1995. I emphasize
1995, because that was the year before protease inhibitors came
onto the market.

Patient "L" also had had AIDS for a number of years and was
taking a "cocktail" of medications without significant benefit.
She stopped those drugs just before having her blood HIV viral
load study on June 2nd, 1999, which was reported as 40,570.

She started rectal ozone therapy 10 days later (June 12, 1999),
and when her blood laboratory study was repeated one month later
(July 14, 1999) her viral load was 16,218 -- a 60% drop in one
month!

Ozone is also an immunomodulating agent and can up-regulate
the immune system, enhancing the formation of interferon and
lymphokines which are of additional benefit in treating AIDS.
I believe that medical ozone, properly utilized, can play a
significant role in the management of AIDS in our own nation,
and in the worldwide epidemic of this disease.

If you would like additional information about these matters,
kindly contact me. I would be pleased to discuss this with
you in greater detail, and can provide additional evidence of
the effectiveness of medical ozone.

Bernard A. Kifshbaum, M.D.
Clinical Professor of Dermatology
Medical College of Pennsylvania

Sincerely,
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Inactivation of Human Immunodeficiency Virus Type | by Ozone In Vitro

By Keith H. Wells, Joseph Latino, Jerrie Gavalchin, and Bernard J. Poiesz

A device was designed to deliver a constant source of given
concentrations of ozone to fluids containing human immuno-
deficiency virus type 1 (HIV-1). Ozone was found to inactivate
HIV-1 virions in a dose-dependent manner. Greater than 11
log inactivation was achieved within 2 hours at a concentra-
tion of 1,200 ppm ozone. Similar concentrations of ozone had
minimal effect on factor VIl activity in both plasma and
immunoaffinity-purified preparations of factor Vil treated

UMAN immunodclicicney virus type 1 (HIV-1), the
etiologic agent of acquired immunodelicicncy syn-
drome (AIDS), is a leativirus that compleles its replicative
cycle by budding through the host cell membrane, acquiring
host-derived and virus-encoded componenls in the process.
Subscquent rounds of replication require an intact lipid
cnvelope containing the virally encoded envelope proteins
necessary for receptor binding.' It has been suggested that
perturbation of the HIV-1 envelope may be a suitable
approach to inactivating HIV-1.? Compounds that fluidize
membranes by removing cholesterol (AL721)" or by com-
plexing membranc cholesterol (amphotericin B methyl
cster)* can inhibit HIV-1 replication in vitro. Although their
precise mode of action has yet to be defined, these
compounds may reduce HIV-1 infectivity by perturbing the
cnvelope of HIV-1. We therefore investigated the activity
of another membrane active agent, ozone, on HIV-|
infectivity in vitro.

Ozone, the triatomic allotrope of oxygen, is an cxtremely
potent oxidant that has been shown to possess broad
spectrum antimicrobial activity."" It has been widely used in
sewage treatment, in water purification, and in medicine.""
In particular, ozone has been shown to be cliective against a
number of enveloped and nonenveloped viral species, with
enveloped viruses being more susceptible to ozone inactiva-
tion than those lacking lipid envelopes.*'"? We report on
the in vitro inactivation of HIV-1 in ccll culturc media and
deliberately infected factor VIII preparations at concentra-
tions of ozone that are not toxic to target cells, whilc
maintaining the biologic activity of factor VIIL. We also
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for the same time period. The data indicate that the antiviral
effects of ozone include viral particle disruption, reverse
transcriptase inactivation, and/or a perturbation of the abil-
ity of the virus to bind to its receptor on target cells. Ozone
treatment offers promise as a means to inactivate human
retroviruses in human body fluids and blood product prepara-
tions.

« 1991 by The American Society of Hematology.

investigated the mechanism by which ozone mediates its
antiviral cffect.

MATERIALS AND METHODS

Cells and virus.  The CD4a* T-cell line HUT 78" was main-
tained in RPMI 1640 + 10% heat-inactivated fetal bovine serum
(FBS) + 1% penicillin/streptomycin (complete RPMI: all frov
GIBCO, Grand Island, NY) at 37°C, 5% CO, humiditied atm.
sphere. HUT 78 cells served as the target cells in the HIV-i
inactivation studies. HUT 78/HIV-1,,, is a cell line stably infected
with an isolate of HIV-1 from our laboratory (AAV)." HUT
78/HIV-1,,, served as the source of HIV-1 for the inactivation
studies. Cell-free conditioned media from HUT 78/HIV-1,,,
(HIV-1,,. CM) was harvested by centrifugation (1,200g) and
filtered through a (.45-pm filter (Nalgene, Rochester, NY). This
virus preparation was titrated for production of progeny HIV-1 p21
in FIUT 78 according to the infectivity assay described below.

Factor VIII.  Factor VHI preparations used were cither noncon
centrated, frozen, HIV-1-negative human plasma or immunoaffin-
ity-purified human factor VIII (Monoclate; Armour Pharmaceuti-
cals, Kankakee, IL). Factor VIII activity was determined in a
one-stage assay."

Ozone generation and deliverv.  Ozone was generated from
medical grade oxygen by electrical corona arc discharge in a
commercial ozone generator (Hansler GmbH. Iffezheim-Baden.
Germany). Ozone was delivered into cell culture medium or facte
V111 preparations through a closed hollow fiber system (Fig 1A} o
a stream of ozone/oxygen in carrier nitrogen." The hollow fiber
cartridge, virus reservoir, peristaltic pump, and all connecting lines
were confined to a laminar flow biohazard hood. Figure 1B shows a
closeup diagram of the hollow fiber gas exchange cartridge. The
micropores of the hollow fiber are of suflicient size to allow for
ozone 1o diffuse from the extracapillary space into the liquid phase,
but small enough to prevent liquid from leaking back into the
extracapillary space. Ozone and the liquid phase were pumped in 2
countercurrent fashion with respect to one another to maximiz.
ozone diffusion. Ozone levels in the system were measured using i
Dasibi mode! 1008 ozone monitor (Dasibi, Glendale, CA).

HIV-I inactivation studies.  For this and all studies described,
300 mL of Hanks’ balanced salt solution (HBSS) were passed for |
hour at a flow rate of 100 mL/min through the hollow fiber
cartridge, reservoir. and connecting lines to maisten the fibers and
other components. The system was then drained and 450 mL of
cell-free HIV-1,,, CM containing one-half of an infectious unit of
HIV-1 was added to the reservoir. For our purposes, one-half of ar
infectious unit is defined as the dilution of virus that yields 50% oi
the maximum amount of progeny HIV-1 p24 antigen 5 days
postinfcction in the virus infectivity assay described below. The
titration curve for virus used in these assays is shown in Fig 2. As
can be seen, the detection of expressed V-1 p24 is linearup to a
concentration of 1:4 dilution of input virus. with & maximum
detection of 3,000 pg of HIV-1 p24. Hence, a dilution of approxi-
mately 1:24 of stock virus was used as one-half of an infectious unit.

Biood, Vol 78, No 7 {October 1), 1991: pp 1882-189(
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Fig 1. Schematic diagram of ozone generation/delivery system
(A) and close-up of gas exchange cartridge (B) showing flow of
oxygen, ozone and nitrogen gases, and HIV-1-containing fluids. Note
that the input and exhaust ozone is monitored.

A full infectious unit would be a dilution of 1:12. The CM (final
protein concentration, 35 mg/mL) was then pumped through the
system at a rate of 100 mL/min. Ozone flowed through the
extracapillary space of the hollow fiber cartridge at the concentra-
tions and times indicated. To find a threshold virucidal dose of
ozone, ozone concentrations were sequentially elevated on an
hourly basis (ie, 1 hour at 200 ppm, 1 hour at 400 ppm, etc) (Figs 3A
and 4A). The time parameter (abscissa) is a composite of the total
time of exposure. For N, only experiments, carrier N, alone Aowed
through the cartridge. For pump only experiments, no gas was
introduced into the cartridge, although the cartridge ports were
opened to filtered room air. At the times indicated, 1 mL samples
of treated CM were removed for use in the virus infectivity assay
described below,

HIV- | infectivity assav.  One million HUT 78 cells were pelleted
in 15-cm' sterile tubes and resuspended in 50 pL of HIV-1-
containing CM. Cells were exposed 1o the CM for | hour at 37°C
and 5% CO, in wells of a 24-well plate. Five days postinfection the
CM were sampled and assayed for viral p24 using a commercial
antigen capture assay (Cellular Products, Bullalo, NY).'

In those experiments investigating the degree to which ozone
inactivates HIV-i. the HIV-1 infectivity assay was modificd.”
Serial 10-fold dilutions of nonozonated HIV-1 were introduced
into the assay system while ozone-treated HIV-1-spiked CM or
buman plasma was used undiluted. The cultures were assayed for
HIV-1 p24 twice a week up until day 28, Results are expressed as a
mean of a minimum of six separate experiments, each consisting of
triplicate runs. Results are expressed as picograms per milhiliter

1883

HIV-1 p24 or percent untreated control. The cutofl for positive is
30 pg/mL of HIV-1 p24.

Ozone cytopathic effects. To determine if ozone is causing the
formation of products in cell-free CM that are deleterious to the
target cells used in the infectivity assays. sham infections were
performed. First, cell-free HUT 78 cell culture-CM was filtered
and added to the cartridge. 1t was then treated with either room
air, N,, or 1,200 ppm ozonce for 2 hours. Mock infections were then
performed by placing 10" HUT 78 cells in S0 pL of the above
treated CM versus control for | hour at 37°C. Cells were then
washed and placed into culture at a concentration of 5 x 107/mL.
Four days later, cells were pulsed with 1 pCi ['H]-thymidine.
Eighteen hours later, cells were harvested, washed, and precipi-
tated with 10% ice-cold trichtoroacetic acid for 2 hours on ice.
Acid-precipitable material was collected on Whatman GF/Cfilters
(Whatman Intl Ltd, Maidstone, England), washed. and counted.
Results are expressed as counts per minute incorporated or i
percentage of untreated control. Similarly, cells were assayed for
viability via trypan blue dye exclusion.

To further evaluate any potential effects of ozone-treated media
on the target cells, which would influence their ability to be
infected by HIV-1, we analyzed the eflect of the various treated
CM on CD4a levels on the HUT 78 cells. HUT 78 cells were
exposed for 1 hour at 37°C to media treated as above and were then
stained with fluorescein isothiocyanate (FITC)-conjugated OKT4a
(Ortho Diagnostics, Raritan, NJ) and analyzed on a Coulter
EPICS V Flow Cytometer (Coulter Electronics, Hialeah, FL).
Results were expressed as percent cells positive and mean channel
number of fluorescence.

Effect of ozone on factor VI levels and HIV-1 in factor VIH

preparations.  Frozen factor VIII containing human plasma prepa-
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DILUTION OF INPUT VIRUS
Fig 2. Titration curve of input virus in HIV-1 infectivity assay.

Progeny HIV-1 p24 was measured 5 days postinfection by antigen
capture assay.
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Fig 3. Effect of ozone on HIV-1 infectivity in cell culture medium
using an escalating dose regimen {A) and continuous high-dose (1,200
ppm) (B} ozone. Virus infectivity was assayed after treatment with
room air (M}, nitrogen atmosphere (A}, or ozone in carrier gas (A).
Residual infectious HIV-1 levels were assessed using the 5-day HIV-1
infectivity assay. CM from cultures 5 days postinfection were assayed
for HIV-1 p24. Results are expressed as a percentage of the p24
produced by cultures infected with nonozonated HIV-1. The results
shown are the mean values and ranges from three separate experi-
ments. Each separate treatment {(A: pump 1 to 6 hours, N, only 1to 6
hours, escalating dose ozone; B: 1,200 ppm 1 to 6 hours) was tested in
triplicate cultures within an individual experiment. Please note that
the total concentration of ozone muitiplied by time in (A) is 4,000 ppm
hours and in (B) is 7,200 ppm hours.

rations were thawed at 4°C in an ice water bath and pooled. Pooled
malerial was separated into two 250 mL aliquots. The first aliquot
was diluted with 250 mL Dulbecco’s phosphate-buffered saline
(PBS) (pH1 7.5) and added to the hollow fiber system (final protein
concentration, 400 mg/mL). It should be noted that for this
particular experiment the hollow fiber system was prewashed with
Dulbecco’s PBS for 1 hour before addition of diluted factor VIIL. A
sample of diluted factor VIIT was removed and the remaining
diluted factor VI was pumped through the hollow fiber system.
One hour, no gas (pump only) and one hour, nitrogen only (N,
only) samples were removed. Ozone was then flowed through the
system at the sequentially escalating concentrations indicated and
samples were removed at hourly intervals. All samples were frozen
for later assay of factor VI activity.

The second 250 mL aliquot of factor VI was combined with 250
mL of cell-free HUT 78/HIV-1,,, containing a full infectious unit
of HIV-1. This preparation (final concentration, 435 mg protein/
ml.) was then added to the hollow fiber system prewashed with
HBSS. The HIV-1-containing factor VI preparation was pumped

WELLS ET AL

through the hollow fiber system and sequentially treated with roon,-
air only, N, only, and escalating ozone concentrations, as ahove,
Samples were removed at the times indicated and S0 pL of this
material was used to anfect 1 x 10" HUT 78 cells, as described
above. CM were sampled 5 days postinfection and assayed for
HIV-1 p24.

Next, a similarly prepared aliquot of human plasma diluted in
PBS and spiked with HIV-1 (final protein concentration, 435
mg/mL) was treated in the hollow fiber system continuously at
1,200 ppm ozone over 6 hours. At various time intervals, sample
were removed and analyzed for either HIV-1 infectivity or factos
VI activity.

Finally, 14 vials of affinity-purificd factor VI were reconstituted
with 5 mL of H,O each and diluted with 80 mL of PBS containing
1% human serum albumin. This mixture was added to 150 mL of
HIV-1,,y CM. After circulating this material several times through
the moistened cartridge. the final protein concentration was 35
mg/mL (primarily from the HIV-1,,, CM) and the final factor VI1II
concentration was 10 IU/mL. This material was then subjected t
treatment with 1.200 ppm ozone for 6 hours and analyzed period.
cally for HIV-1 infectivity and factor VIII activity.

Mechanism of ozone inactivation of HIV-1. To ascertain whether
ozone inactivated HIV-1 by directly perturbing the lipid envelope
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Fig 4. Effect of ozone on HIV-1 infectivity {®) and factor VHI
activity {O) in factor VIl plasma using escalating dose (A) and
continuous high-dose (1,200 ppm) (B) ozone. Residual infectious
HIV-1 levels were assessed using the 5-day HIV-1 infectivity assay.
CM trom cultures 5 days postinfection were assayed for HIV-1 p24.
Results are expressed as percentage of the p24 produced by cultures
infected with nonozonated HIV-1. The values are taken from triplicate
cultures and are expressed as mean values and ranges. Factor Vill
activity was assessed by a one-stage assay and is an average of
duplicate determinations. The ranges are so tight that they are not
shown. Please note that the total concentration of ozone multiplied
by time in {A) is 4,000 ppm hours and in (B) is 7,200 ppm hours.
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of the virus, ozone-treated and nontreated HV-I preparations
were analyzed for the presence of intact virions on sucrose density
gradients." Briefly, untreated HIV-1 preparations or preparations
treated continuously with 1,200 ppm ozone for 2 hours were
concentrated by céntrifugation at 40.00(g for 2 hours and applicd
1o a 2% o 65% continuous sucrose gradient. Samples were
co rifuged at 30,000g for 12 hours. Fractions were collected and
ar ayzed for HIV-1 p24 by antigen capture,' for reverse tran-
scriptase,” for HIV-1 gpi20 and gp41 by Western blot analyscs
using human polyclonal anti-FV-1 sera,' and for buoyant density
by refractometry.” Amounts of HIV-1 reverse transcriptase and
p24 present as viral cores, intact virions, or soluble proteins were
estimated by calculating the surface area of each entity between
the [ractions with buoyant densities of 1.26t01.21;1.20to 1.14; and
less than 1.14 g/mL, respectively.

Effects of ozone on HIV-1 envelope protein cell surface receptor
i -ractions were assessed in a compelitive binding assay using
rhodamine-labeled HIV-1 particles."” Briefly, HIV-1 particles were
banded on a sucrose gradient, concentrated on a glycerol cushion,
and labeled with-a rhodamine-linked saturated hydrocarbon, 18
carbons long (R-18) (Molecular Probes, Junction City, OR).
Labeled particles were then separated from free R-18 by another
centrifugation through 30% glycerol onto a 100% glycerol cushion.
Labeled virions were then exposed to HUT 78 cells for 30 minutes
at 4°C after the target cells had been pre-exposed to ozone-treated
« nontreated, sucrose-banded HIV-1 virions, normalized for p24
-Jd reverse transcriplase content. The degree of rhodamine-
lubeled HIV-1 binding 1o the target HUT 78 cells was analyzed on
the Epics V flow cytometer.

RESULTS

Figure 3A shows the resuits of an escalating dose
regimen on inactivation of cell-free HIV-1. With respect to
ozone, the sample was treated sequentially for | hour at
_.ch of the indicated ozone concentrations. This escalating
uose study was designed to define the minimum concentra-
tion of ozone at which significant (at least 2 log) virus
inactivation was achicved. All curves represenl the average
of three separate experiments. As can be seen, there was a
dose-dependent and time-dependent inactivation of cell-
free HIV-1 associated with its passage through this hollow
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Fig5. EHect of ozone on HIV-1 infectivity (@) and E ~
~ctor VIl activity {O) in immunoaffinity-purified >
.actor VIl (monoclate) preparations using continu- S 404
ous high-dose (1,200 ppm) ozone. Residual infectious w
HIV-1 levels were assessed using the 5-day HiV-1 ; —
infectivity assay. CM from cultures 5 days postinfec- =
tion were assayed for HIV-1 p24. Results are ex- T 204
pressed as a percentage of the p24 produced by >
cultures infected with nonozonated HIV-1. The val- :: —
ues presented are taken from triplicate cultures and
are expressed as mean values and ranges. Factor Vil

hiologic activity was determined by one-stage assay
ad is the mean and ranges of triplicate determina-
lions,
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fiber system. The relative contributions of room tempera-
ture incubation, mechanical shear, hypoxic atmosphere,
and ozone to viral inactivation can be scen in Fig 3A. 1t s
evident that, while ozone is perhaps the major contributing
factor to the inactivation of HIV-1 in this system, it is by no
means the sole mediator of this cvent. The results using this
escalating dosc regimen showed that a threshold dose of
1,200 ppm achieved > 2 log inactivation of virus. The total
concentration multiplicd by time at this point was 4,000
ppm hours.

Figurc 3B shows the results of the time-dependent
inactivation of HIV-1 in cell culture medium using 1,200
ppm ozone. As can be scen, 1,200 ppm achieves > 2 log
virus inactivation within 45 minutes (900 ppm hours).
Inactivation due to room temperature, mechanical shear,
and nitrogen atmosphere is only approximately 25% within
1 hour. Hence, ozone is the major contributing lactor to
virus inactivation at both the higher dose and carly 1ime
points.

Figure 4A shows the results ol the cliect of a sequentiatly
escalating dosc of ozone on HIV-1 viability and factor VI
biologic activity in an HIV-1-spiked human plasma prepara-
tion. As can be seen, there is minimal loss of factor VI
biologic activity associated with ozonce treatment at concen-
trations that eventually inactivate HIV-1. Trecatment to a

threshold dose of 1,200 ppm results in a 90% inactivation of

HIV-1 with only a corresponding 25% loss of factor VIII
biologic activity.

Figure 4B shows the results of the time-dependent
inactivation of HIV-1 and factor VII1 biologic activity in a
plasma preparation using continuous 1,200 ppm ozone. As
can be seen, 1,200 ppm ozonc achicves > 2 log inactivation
of HIV-1 by 2 hours while the corresponding factor VI
activity remains high (90%).

Similar results were secn when immunoaflinity-purificd
factor VIII preparations were inoculated with HIV-1 and
treated continuously with 1,200 ppm ozone (Fig 5). In this
instance, >2 log viral inactivation was achicved within 1
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Table 1. Comparison of Ozone-Treated HIV-1 With a Titration of Untreated HIV-1in a 28-Day HUT 78 Cell Culture System

HIV-1 p24 Assay Result for Each Biweekly 28-Day Culture Sampie {day in culture)t

HIV-1 Viral Inpn® 1

4

7 10 14 17 21 24 28

3.5 x 10" ng HIV-1 in CM treated 2 h, 1,200 ppm ozone -
3.5 x 10" ng HIV-1 in human plasma treated 2 h,

1,200 ppm ozone -
3.5 x 10" ng HIV-1 no ozone -
3.5 x 10" ng HIV-1 no ozone -
3.5 x 10" ng HIV-1 no ozone -
3.5 x 10°? ng HIV-1 no ozone -
3.5 x 10°? ng HIV-1 no ozone -
3.5 x 10 *ng HIV-1 no ozone -
3.5 x 10°®* ng HIV-1 no ozone -
3.5 x 10 ®ng HIV-1 no ozone : -
3.5 x 10 "ng HIV-1 no ozone -
3.5 x 10 ® ng HIV-1 no ozone -
3.5 x 10 ° ng HIV-1 no ozone -
3.5 x 10 ' ng HIV-1 no ozone -
3.5 x 10 "' ng HIV-1 no ozone -
0 ng HIV-1 p24 no ozone -

+ o+

|
|
1
|

I+ + + + + + + + +
. Tk T e TSI S S
P T S S S S S
O T T T T S S
+ o+ o+ o+ o+ o+ o+ o+ o+
+ + F o+ + + o+ o+ o+
+ + + + + + + o+ o+ o+ o+

*Total HIV-1 viral input as measured by p24 antigen capture of 50 pL of cell-free HUT 78 HIV-1,,, cell culture CM either undiluted (3.5 x 10" ng) or

serially diluted in virus-negative culture media.

tThe mean of six separate experiments each runin triplicate being > 30 pg/mL of HIV-1 p24. All 18 replicates of data points listed as negative were
negative, and all replicates of data points listed as positive were positive save for day 24 of the 3.5 x 107 '° cultures, in which the mean was 28 pg/mL
and some replicates were positive and some negative. A culture was deemed positive if two successive samples were positive with the second being
either four times the first or > 260 pg/mL of HIV-1 p24. All cultures save for the ozone-treated HIV-1, 0 pg HIV-1 p24, and 3.5 x 10 "' ng HIV-1 p24 were

positive.

hour, whereas factor VIII activity after 2 hours was approx-
imately 90%.

As can be ascertained from Figs 3, 4, and 5, increasing
amounts of protcin and possibly other plasma components
decrcased the virucidal effect of ozone. The HIV-1-spiked
matcerial in Figs 3 and 5 has a protcein concentration of 35
mg/mL, whilc the human plasma in Fig 4 has a concentra-
tion of 400 (A) or 435 (B) mg/mL.

In an cffort to determine the degree of inactivation of
HIV-1 by ozone, HIV-1-spiked CM (35 mg protein/mL)
and HIV-1-spiked plasma (435 mg protcin/mL) were each
treated with 1,200 ppm ozonc for 2 hours. Fifty microliters
of cach of these treated materials (initially containing 35 ng
of HIV-1 p24) were placed in a 28-day HIV-1 culture assay
and comparcd with a serial difution of untreated HIV-1
virus. In this cxperiment the transmission of an 11 log
dilution of untreated virus could still be detected, whercas
the transmission of ozonated, undiluted HIV-1 in CM or
human plasma could not be discerned, suggesting that 1,200
ppm of ozone for 2 hours achicved a minimum of an 11 log
inactivation (Tablc 1).

Studies were performed 1o evaluate the mechanisms of
antiviral action of ozone trecatment. There were no apprecia-
blc effects of ozone-treated CM on the viability, rates of
DNA synthesis, and CD4a levels of HUT 78 target cells
exposed in mock infections (Table 2). However, treatment
of HIV-l-infected CM with 1,200 ppm ozone did result in a
marked decrease in recoverable sucrose-banded virions as
measu