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Breast-Feeding and H.L.V.: Weighing Health
Risks and Treatment Costs

By MICHAEL SPECTER

This village is really just a muddy patch of ground in the tall trees near where
the Nile flows out of Lake Victoria. The men work on coffee plantations. The
women bear children, fetch water from the well about a mile away and cultivate
cassava, potatoes and bananas.

There is no running water, no electricity, no phone. When the long rains come
each year they wash out the dirt road for weeks at a time. This is -- and has
always been — a place where people who reach the age of 50 are old, and those
who have seen a doctor or swallowed a pill are rare.

The basic rules of public health are clear in Kakulu: Only drink water from the
well, not from the polluted Nile, and breast-feeding is the best way to nourish an
infant.

At least those were the rules until a few weeks ago, when the United Nations -
struggling to find a way to cope with an AIDS epidemic that threatens the future
of Africa, took a giant step toward reversing them. After long deliberation,
United Nations AIDS officials announced that women infected with HL V.
should consider feeding formula instead of breast milk to their babies.

Even discussing such a fundamental shift in public health policy has been
agonizing for people who once staged protests in the United States and Western
Europe warning that using infant formula in the third world -- where dirty water
is often lethal - would kill thousands of children each year.
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Switching to formula would affect the basic behavior of millions of women, and
in theory at least, it makes a lot of sense. Three million children have died from
AIDS since the epidemic began, and last year alone there were more than
600,000 new cases among babies, many of whom received the virus from the
milk in their mothers' breasts. Had they been drinking uncontaminated formula
instead -- or had their mothers taken a course of AZT to protect them just
before delivery — more than a third might have been saved.

But here, where theory quickly fades into harsh reality, the math never seems to
add up the right way. In African villages there is no debate between breast and
bottle and no talk of using a drug like AZT.

Instead, there has been a simple discussion about who will live and who will die.
Scarce funds make drug treatments that have become routine in the United
States almost impossible to contemplate here. So people infected with the virus
die, and usually they die quickly. That makes prevention the only hope for this
continent, where 30 million people have already been infected and 10 million
have died.

A Young Mother
Infant Formula Is Out of Reach

Feeding formula to babies whose mothers have H.I.V. could save tens of
thousands of children each year. So could providing a short course of AZT --
which prevents the AIDS virus from multiplying rapidly in cells -- to a woman in
her final stages of pregnancy.

It may sound simple. But nothing about AIDS here ever is.

"I would never be able to feed my baby with formula," said Margaret Birungi
Nannyongoi, a slightly overwhelmed 20-year-old who sat on the mud floor of
her home, nursing her 3-day-old child, Dorothy Nalule.

Dorothy is her third daughter — the first died, the next is a listless, underweight
2-year-old with flat, black eyes and a constant cough. Dorothy, frail and pretty
in a tiny cotton baby dress, was delivered with the help of friends, on the only

" mattress in the house.

Like at least 95 percent of Uganda's village women, Mrs. Nannyongoi has no
idea whether she is infected with H.1.V. She has never had prenatal care, nor has
she ever taken a blood test. She only knows about H.LV. because it killed two
of her brothers. The cost of formula for one child —- when it is available in
Uganda and when there is clean water to mix with it — is on average 1.5 times
the sum a village family earns each year. Mrs. Nannyongoi said she has never
seen anyone use it.

"It seems so difficult to handle," she said, after hearing what is necessary to keep

formula safe for babies. "How would I have the time?" She is currently feeding
her baby 10 times a day, and each of those days is filled with essential chores.
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Even if the formula were donated and delivered to her home, as United Nations
officials hope it would be, she says it would be difficult to find a way to fetch
the water, boil it and prepare the meals for her infant while also working in the
garden, cook for her husband, herself and her other daughter. But when she was
asked if she would use formula if it meant giving her child a better start in life, it
took her only two seconds to say yes.

That's because formula holds promise. Unfortunately it's a promise rarely
realized in this part of the world.

A Poor Country
Medicine Is Scarce, And Water Unsafe

"Oh sure it could be great,” said Dr. Francis Miro, the chief of obstetrics and
gynecology at Makerere University Medical School in Kampala, the Ugandan
capital.

Makerere is Africa's oldest university, and it was from here nearly 20 years ago
that the first vague reports of "slim disease" -- as AIDS was called here before it
had a name - started making their way to America. Since then more than two
million people — nearly 15 percent of the nation - have become infected and of
those, one million have died in this country where many researchers think the
AIDS epidemic may have begun.

"Do you know what I would love to be able to do all day?" Dr. Miro asked
rhetorically. "I would love to counsel every H.1.V.-positive mother about her
choices in life. I would love to tell her about breast milk and about formula.
Then I would love to have a conversation with her about what would happen to
her in her village if she stopped breast-feeding. What would her mother-in-law
say? What would her husband do? And of course I would love to make sure she
understood the rules for keeping formula sterile and that she complied with
them.

"I would love to do all that," he concluded wearily. "But then I wouldn't be
living in Uganda and I wouldn't be talking to my own people. I would be living
in America and I would be talking to your people.”

Asked if he thought it was always foolish to recommend formula to women
living in villages, he closed his eyes and reeled off the numbers. "Twenty-seven
percent of babies born to infected mothers become infected from
breast-feeding," he said. "In rural areas 85 percent of babies will die from dirty
water used in formula. I know what they are trying to do, and I applaud the
effort. But you don't need a medical degree to figure out which of those odds to
take."

All you have to do is take a walk down the red dust roads near Kakulu. There
are no toilets and few outhouses. People live literally from day to day. Water
from still pools -- the classic birthplace of malarial mosquitoes -- is often used to
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drink because it's so far to walk to the well.

*The temptation is great sometimes," Mrs. Nannyongoi acknowledged. "We try
to boil the water but sometimes we don't.”

Outside a man is raking about 50 pounds of coffee for bad beans. Nearly a
dozen children, most of them naked, play in the yard. In a shack across the way
Halimah Namtovu, a 30-year-old woman wrapped in black scarves, sits beneath
a picture of Mohammed. Two months ago she gave birth to her ninth child. All
of her children are still alive. She said she thought formula would be great, but
she has trouble affording soy milk to give her older children. A kilogram costs
about a dollar and lasts less than week.

"We all do what our mothers did," she said without rancor. "If there is a better
way I have never seen one."

Despite the traditions of millennia, Dr. Miro and countless colleagues agree that
something drastic must be done to help protect children from HI1.V. If mothers
who are infected with the virus don't breast-feed, their children will have a far
better chance of survival.

What is more, AIDS experts now know that if a pregnant woman is treated with
a course of AZT during the final stages of her pregnancy, during birth and for a
few days after her child is born, transmission of the virus to the child is reduced
by half. The cost of such a course of treatment was until recently $200 per
person, but with the help of the United Nations AIDS program and the World
Health Organization, the price is now $50.

"This is the best life-saving program we have in the developing world," said Dr.
Joseph Saba, a clinical research specialist with the United Nations AIDS
program who has coordinated the attempt to make drugs more accessible to
people in Africa. "You cannot just say to these people you are too poor to live.
You have to say we are trying everything on earth to stop this plague. They
have to know that we are not condemning them to death.”

Dr. Saba comes often to Uganda to mediate between drug companies, health
officials and aid agencies in an effort to bring drug prices down so that local
governments and at least some people can find a way to buy them. He knows as
well as anyone that -- as is the case with the use of formula -- making AZT
available to pregnant mothers raises almost as many terrible new questions as it
answers. The biggest one is obvious: will AZT encourage women to have
children who will all either die or become orphans?

As soon as the mother delivers she will stop taking AZT -- almost no African
women can afford to keep on it for long. That means she will die, probably
within two or three years, sometimes much sooner. Her child will then almost
certainly join the vast army - in Africa alone the number is now past eight
million - of AIDS orphans.

"What is worse?' asked Dr. Edward Mbidde, the chief of Uganda's Cancer
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Institute, and one of the country's medical leaders. "To let a baby die of AIDS
when we can save it or to let the baby into the world just to become an orphan
in a society that has been overwhelmed with death? I have not yet run into
anyone who is qualified to answer that question."

Nobody has. But like everywhere else, people in African villages don't normally
choose death when life is even remotely possible.

A Tough Decision
Does Prenatal Care Create Orphans?

Many rural families are large — the birth rate here is still higher than in most
other places in the world — and the concept of family is defined very broadly.

"Children is what villages in Africa are for," said Eelin Berdall, the Mother
Superior of the St. James School, a private Anglican school deep in the bush of
western Zimbabwe. "When people start asking questions about whether it is
right to have children under certain circumstances they are just thinking
Western. Nobody here would ever think that way. Here if somebody is going to

die then their mother, father, sister or brother will want children to remember
them."

The Mother Superior has been a leader in trying to help get AIDS drugs to
pregnant mothers and in trying to help people think of families in unconventional
ways.

"Here the child belongs to the family, it is the vehicle of the tribe,” she said. "If
we can save a child we have to save a child. And with some very strong effort
we can save millions."

Dozens of youngsters are playing behind her in the baking midday sun. Some of
them walk barefoot distances up to 10 miles a day just to attend the school.
Their brown cotton uniforms are donated by a variety of groups. The vaccines
they receive are donated by the Government and by the World Health
Organization. Their food is brought by concerned friends and neighbors.

"This woman's sister just died of AIDS," the Mother Superior said, summoning a
teacher to join her. "She left five children."

Sulfina Dube nods slowly. She is 39. Her sister was one of the few women in
this part of the world who could afford formula, and who lived in circumstances
where it could be prepared properly and regularly. "My sister understood that it
was her only chance to save her baby," said Miss Dube, who now looks after
Celie, the youngest of the five children that were left as orphans when her sister
died of AIDS this year.

"There was never a minute when any of us wondered whether it was right for
Celie to be born, or to survive. How could you even ask something like that?"

Others wonder how you cannot.
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"What we are really asking many women is do you want your baby to die of a
horrible disease or do you want him to starve to death?" said Sophia Mukasa
Monico, the head of TAOS, Uganda's unique AIDS support organization. Taos
has 27,000 clients and not one of them receives drugs that are considered
routine in the West.

"Is it ethical to bring a baby into this world in that way? Nobody will ever
answer that question. We certainly are not going to stop people from having
babies. And it's wonderful that there are ways to treat those children and protect
them. But let's not look at formula or a few AZT pills as an answer. It's really
just a question. Do women who don't breast-feed want to bring orphans into this
world? Or do they want to risk killing their children by caring for them? We're
used to death around here. But this is a choice only Idi Amin could have made."

Dead Zones

Later articles will report on other aspects of the AIDS crisis in Africa, and then
on other continents.

Correction: August 20, 1998, Thursday

Maps yesterday with an article about fears of breast-feeding in Africa because of
the AIDS epidemic carried erroneous shading in some copies, overstating or
understating the incidence of H.I.V. or AIDS among pregnant women in several
countries. Corrected maps appear today on page A10.

The scale for figures referring to children with H.LV. or AIDS was also
misstated. The figures were per 100,000 children, not per 10,000.
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Hidden HIV / The search is on for people who don't know they carry
the virus that causes AIDS

By Laurie Garrett. STAFF WRITER

TENS OF thousands of New Yorkers - and hundreds of thousands of Americans - have never been diagnosed,
but they constitute the unknowing "engine of the AIDS epidemic," according to representatives of a leading AIDS
advocacy organization.

About 69,000 residents of New York State, including 2,700 Long Islanders and 50,000 people in New York
City, may be infected with HIV and not know it, according to a new analysis by the Gay Men's Health Crisis, an
AIDS service organization in Manhattan. GMHC's Derek Link made that estimate based on a new set of
calculations, which local and state experts praised in recent interviews.

Now that effective treatments are available for HIV infection, public-health advocates in all tiers of
government are concentrating on finding undiagnosed HIV carriers.

The goal is to get the undiagnosed tested and into treatment with a combination of anti-HIV drugs. Treatment
may decrease an individual's level of infectiousness, and education usually increases his or her concern about
spreading HIV. If those carrying the virus are found, counseled and treated, it may be possible to slow, perhaps
even stop, New York's epidemic.

Currently, only AIDS cases are reported to local and state officials, as well as to the U.S. Centers for
Disease Control and Prevention. Thus, experts are forced to guess how many Americans are
HiV-infected but haven't yet developed AIDS. It's a difficult calculation to make, because AIDS is the final stage
of a disease process spanning 10 to 15 years.

This means that a glance at even the most recent AIDS data constitutes a look a decade back to when those
patients first got infected. It tells experts little about who is getting infected in 1998, how the virus entered
their bodies and, of course, how many remain undiagnosed.

No one has previously tried to figure out how large New York's - or any other state's - total undiagnosed
HIV population may be. The CDC has for years assumed that known HIV and AIDS cases constitute just 70
percent of the epidemic. Adding a theoretical 30 percent more gives federal officials a "guesstimate" of about
600,000 to 900,000 current HIV cases nationwide.

But a mid-'90s study using a sample pool of infections in Denver, where HIV cases, by law, have been
reported by name for more than a decade, found that only 15 percent of all infections are undiagnosed. That
statistic was arrived at by comparing the number of HIV cases from a decade ago to its AIDS cases now.

So, using both the 15 and 30 percent figures, Link created high and low estimates of the size of New
York's undiagnosed epidemic. He started with the numbers of New Yorkers, county by county, who receive HIV
treatment through Medicaid.

"We know in New York, Medicaid is the major source of care - for about 65 to 75 percent of the HIV
population," Link said.

Seated in his cubicle in GMHC's policy nerve center, looking out on the Empire State Building, Link explained
that he started with those published Medicaid numbers of HIV-positive cases, then expanded upon them by 15
percent and by 30 percent.

“That's very conservative," Link said. "l mean, the CDC says in some areas it could be there is a 70 percent
undiagnosed - in those areas where the epidemic is new."

Link's analysis reveals, for example, that assuming a 15 percent rate, there are 2,341 people in Queens
who unknowingly carry the virus. Using the CDC's 30 percent figure, Queens has 6,046 undiagnosed cases. The
overall spread for New York City is 20,178 undiagnosed (based on the 15 percent figure) to 53,095.
Statewide, Link obtained a low-ball estimate of 27,000 undiagnosed HIV cases; the high estimate: 69,000.

"It sounds reasonable," Dr. Perry Smith, director of the New York State Division of Epidemiology, said in an
interview. "We don't really have estimates of the total numbers of HlV-infected New Yorkers.

We have reached a stage in the epidemic where we're getting down to those persons that are hardest to reach.”
Everyone who follows New York's epidemic in an official capacity believes the HIV population is growing.
And the fastest expansion is among the state's most disenfranchised: the poor, intravenous-drug users, people
of color, gay teenagers and runaway children. As the numbers of AIDS cases decline, thanks to effective HIV
treatment, and the epidemic's spread decreases in the adult gay white male populiation, evidence at both local
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and national levels shows it is expanding in other groups.

"It's extremely serious," says Dr. Helene Gayle, director of all the CDC's HIV/AIDS programs.

A Rand Corp. study presented early last month at the 12th World Conference on AIDS showed that a quarter
of the nation's current diagnosed HIV population is female. More than half of those are
African-American, Latino or other people of color. Ten years ago, about 80 percent of HIV-positive people
were gay men; today, gays account for less than half.

The Rand study shows that because they tend to be poorer, black and Latino HIV patients are far less likely
than whites to seek treatment and twice as likely as whites to get the bulk of their HIV care in
emergency rooms. While more than 75 percent of white patients receive drugs to prevent lethal opportunistic
pneumonia, only 63 percent of blacks and 65 percent of Latino HIV patients receive that preventive treatment.

Rand's data, because it is based on actual case figures from managed-care companies nationwide, suggests
the CDC's estimate of the undiagnosed, unreported HIV population is probably way off. If Rand is correct, it's
more like 41 percent, not 30 percent.

In a presentation 10 months ago in Toronto, a team of CDC HIV-epidemiology experts described its 30
percent guess as "a minimum estimate, since persons who were tested anonymously were excluded."

In anonymous testing, the identity of the subject is not recorded. If a person tests positive for HIV, he or she
is referred to a doctor. Only cases of AIDS, not HIV infection, must be reported to the CDC by the state. At
other testing sites, records of identity are maintained, but the identity of the subject is kept confidential.

Anonymous testing appears to be on the upswing in New York. In 1992, nearly 190,000 New Yorkers had an
HIV test in a publicly funded facility. In 1996, that number was less than 40,000. There can be only two
explanations: Either New Yorkers switched to private, anonymous testing, such as home HIV kits and
commercial laboratories, or there has been a 79 percent decrease overall in HIV testing in New York State.

BUT AT THE SAME time, experts say, all indications point to an increase in activities that spread HIV.

For example, New York City is in the grip of a hepatitis A epidemic among gay men. The outbreak appears to
have begun in 1996 and has spread at such a pace that the incidence of the disease in gay men more than tripled
last year in gay neighborhoods, such as Chelsea. The rapid spread of hepatitis provides proof that thousands of
gay men are not using condoms.

The bulk of those hepatitis A cases are gay men under 25 years of age. Researchers at the University of
California in San Francisco have followed a group of 600 gay men under 29 , noting a dramatic increase in self-
reported unsafe sexual activity during the past five years. Earlier this year 42 percent said they had had sex
with more than 10 men annually without using a condom - a near doubling of the number who did so in 1994.

David Hansell, New York City associate commissioner for HIV services, has applied for a $1.7 million grant
from the CDC to set up outreach programs for young gay men, African-Americans, Latinos and IV-drug users.
The message: Get tested, and if HIV-positive, get treated. If the federal grant comes through, Hansell's office
expects to spend about $20,000 for each HIV-positive person it finds. It's a lot of money, Hansell says, "but if
you consider the potential savings to society, it's a good investment."

A University of Wisconsin study published in this month's American Journal of Public Health found that
intervention that seeks to get people in for HIV testing and counseling costs about $17,000 per person and
saves $65,000 for every new HIV infection that is prevented. That, the researchers concluded, means mass
efforts to promote testing and counseling are cost-effective.

NATIONALLY, Gayle said, the CDC plans to mount a massive ad campaign that tells Americans, "In this day and
age there are more and more reasons to get tested, and fewer and fewer not to. There's a personal benefit as
well as a societal benefit to get tested."

In New York City, Dr. Mary Ann Chiasson, who heads HIV epidemiology for the health department, says her
message is very simple: "Get tested - get treated!"

But it's on just that point - treatment, and specifically funding for treatment - that Jeffrey Reynolds,
policy director for the Long Island Association of AIDS Care, has problems. More than 70 percent of the
nation's identified HIV population receive care through taxpayer-supported programs such as Medicare,
Medicaid and Veteran's Affairs .

“There's a problem with bringing in large numbers of people for services we don't have funding to provide,"
Reynolds insists. "Testing has to be a complete promise. It can't be, “Get tested. Now we're going to walk away
from you.' "

« AIDDAFP *  The ADAP Working Group Washington, DC (202) 588-1775
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Seventy-five percent of Nassau County's HIV cases are in the Town of Hempstead, Reynolds says. If testing
is going to take place on a large scale in Hempstead, the state must support the community in its efforts to
provide treatment. The same can be said for other HIV hot spots on Long Island, Reynolds continued: Freeport,
Roosevelt, Bay Shore, Brentwood and Patchogue.

And the numbers of people who might flood into the Long lsland health-care system far exceed the GMHC
estimates, Reynolds says. GMHC upper estimates are that 895 people are undiagnosed in Nassau County, 1,869
in Suffolk.

"Why are the numbers so different for Nassau and Suffolk?" Reynolds asks. "Through 1997, Nassau
reported 2,820 AIDS cases. Suffolk reported 2,978. Assuming the trends will continue, then why is there such
disparity in undiagnosed cases in the two counties?"

Reynolds suggests that the difference in the GMHC figures for the two counties is a red flag, indicating
underestimation. "My guess is that if you take the GMHC combination of Nassau and Suffolk - 2,764 - |
wouldn't be surprised if it were twice that."

One guess on the discrepancy is that HIV patients on Long Island are less likely to use Medicaid services,
because they are wealthier, particularly in Nassau. And because the GMHC estimates are based on Medicaid
reports, Long Island's HIV burden may be underestimated.

Key to slowing the spread of HIV, Reynolds says, is school-based education about testing. Dr. Donna
Fudderman, who runs the Adolescent AIDS Program at Montefiore Medical Center in the Bronx, says one out of
four people in the nation currently living with AIDS was infected as a teenager. And most were carrying HIV for
a decade before they got a diagnostic test.

“We really think the lack of HIV estimates has been a serious public health barrier," Fudderman said in an
interview, "because we don't know how many kids are out there who should be in care."

Fudderman's team has a campaign in the Bronx, called "Kickin' Boots," that uses teenage slang to reach
youngsters in schools and encourage testing. She is certain that New York State experts "grossly
undercount teenagers" with HIV.

But no one knows for sure. Perry Smith, director of the state's
epidemiology division, thinks his Albany office will be in a better position to gauge the size of the HIV epidemic
- including its undiagnosed component - after 2000. That's because starting next
January, every New York physician will be required to report - by name - all diagnosed HIV cases. Smith
figures it will take a couple of years to get the state's reporting system in gear. And then, he says, he'll have
numbers to count.

Chiasson is similarly hopeful that the new mandatory reporting will put New York City's database in a
better position. .

But Link and Reynolds say mandatory HIV name-reporting may drive the undiagnosed epidemic further
underground.

"It's yet another challenge that's been thrown up," Reynolds
concluded.

Copyright 1998, Newsday Inc.
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MEMORANDUM TO BRUCE REED

FROM: Sandy Thurman, Coordinator for National AIDS Policy

SURJECT: Draft Memoranduom on HHS Intermational Studies To Reduce Maternal-
Infant HIV Transmission

Attached is a draft memo outlining the issues involved in U.S.-sponsored international
clinical trials to reduce perinatal HIV transmission. I have prepared it as an information
memo without recommending a specific position to the President. Attached are Q&A’s and
talking points in support of the HHS position.

If the President were to be questioned on this issue, my recommendation would be to prepare
a response that he has asked Secretary Shalala to look into this issue carefully and report
back to him. I do not think this is an issue he should be asked to defend at this time.

I've prepared a second set of talking points along these lines.

Let me know if you would like this or other revisions to the memo.
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STIONS AND

Q: Did you know about the NIH supported clinical trials using AZT and placebos in
HIV infected pregnant women in developing countries?

A: T am aware that NIH is funding some research into how to improve prevention of
mother to infant transmission of HIV in some developing countries. I understand that
AZT is the drug that is being used in these studies.

I have asked the Secretary of Health and Human Services to provide me with a report
on these NIH studies. I also asked for an evaluation of how these studies will help
the women and infants involved and how the studies are helping to curb maternal
transmission of HIV in these countries.

Q: Some of the women in these studies are not receiving AZT, they are getting a
plecebo. How does this comport with the U.S. position that all HIV infected
pregnant women and their infants should be offered AZT?

A: That question will be addressed in Secretary Shalala’s report. Just let me say that in
many developing countries no HIV treatment at all is available for pregnant women or
their infants. It is a totally different situation than what we have in this country
where AZT is readily available.

Q: Some critics are saying that the NIH funded AZT studies in developing countries
are not different from what happened in the Tuskegee study where treatment was
withheld from some of the participants. How do you answer that?

A:  Well, I will need to see the report from HHS before I can fully address that. But I
must emphasize that in the Tuskegee study, treatment that was widely available in this
country was deliberately withheld from some of the participants. In the AZT studies
oversees, the only AZT treatment available is the treatment provided to participants in
the study.

Q: Some critics are saying that there is an issue of violation of international ethical
codes in the AZT studies. Is this true.

A I will know more about the studies and the specific concerns surrounding it when I
review Secretary Shalala’s report. Until then, I can’t say anything further on this. I
can assure you that we will not support any studies where such violations occur.
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MEMORANDUM TO BRUCE REED
FROM: Sandy Thurman, Coordinator for National AIDS Policy

SURJECT: Dral Memorandum on HHS International Studies To Reduce Maternal-
Infant HIV Transmission

Attached is a draft memo outlining the issues involved in U.S.-sponsored international
clinical trials to reducc perinatal HIV transmission. I have prepared it as an information
memo without recommending a specific position to the President. Talking points and Q&A’s
in support of the HHS position follow the memo.

If the President were to be questioned on this issue, my rccommendation would be to prepare
a response that he has asked Secretary Shalala to look into this issue carefully and report
back to him. I do not think this is an issue he should be asked to defend at this time.

I've prepared a separate set of talking points up front along these lines. -

Let me know if you would like this or other revisions to the memo.



THE WHITE HOUSE
WASHINGTON

MEMORANDUM FOR THE PRESIDENT

FROM: - Bruce Reed, Assistant to the President for Domestic Policy
Sandra Thurman, Coordinator for National AIDS Policy

SUBJECT: International Studies on Reducing Maternal-Infant HIV Tranmission

This memorandum will provide background on the controversy over an ongoing group of
U.S.-supported international clinical trials studying options to reduce maternal transmission of
HIV in developing countries. A brief overview of current knowledge, the rationale for further
research, the World Health Organization position, concerns of domestic public interest groups,
and the Department of Health and Human Services' position will be covered. Attached
separately are talking points and Q&A's prepared by HHS on the issue. '

Perinatal Transmission The World Health Organization (WHO) estimates over 1,000 HIV+
infants are born each day. Women with HIV disease have a 15%-40% risk of transmitting
HIV to their baby with each pregnancy. The National Institutes of Health demonstrated that
this transmission risk can be lowered to 8.3% by the administration of the drug AZT to
women orally during pregnancy and intravenously during labor, and to their newborn infants
orally for 6 weeks. This NIH study, known as ACTG 076 - comparing AZT with a placebo -
was halted and published in 1994 when these dramatic results were evident. It has become the
standard of care to offer all HIV+ pregnant women AZT therapy in the U.S.

An important unanswered research question is at what point during pregnancy or birth do
women transmit HIV to their babies -- and if it is necessary to administer AZT over many
months to prevent HIV infection in infants. Because many developing countries cannot afford
expensive drug therapies for their citizens, pinpointing the critical period in which to
administer AZT to prevent perinatal transmission is important so that the greatest number of
women could be offered treatment. '

Research Study Design Issues The public health leadership of several WHO member’
countries collaborated with the NIH and Centers for Disease Control and Prevention (CDC) to
design and develop research studies to prevent perinatal HIV transmission in

countries with limited health care infrastructure and resources. Each research study included
an informed consent document outlining the research question, the randomization to an AZT
or placebo group, and a detailed description of potential risks study participants may incur.
All study protocols were reviewed and approved by the NIH and CDC Institutional Review
‘Boards (IRBs) and the host countries. The political leadership of each host country were also
fully informed of the study methodologies and concurred with their implementation.

The first studies proposed by this international collaborative group began in 1993 with funding
support from the U.S. (NIH, CDC) and France.
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World Health Organization Activity In June 1994, the WHO hosted a meeting of
researchers and public health practitioners from the U.S., Burope, and countries in Africa,
Asia and the Carribean which have a high incidence of HIV disease. The purpose of the
meeting was to examine the results of the NIH ACTG 076 trial in terms of their applicability
internationally. The following recommendations were issued from this meeting:

1) Bncourage the use of AZT as outlined by the NIH ACTG 076 study in
industrialized countries; and

2) Immediate exploration of alternative regimens that could be used to achieve prevention
of perinatal HIV prevention in the developing world.

WHO participants established parameters for the conduct of research studies in developing

countries. The studies supported by the U.S. and France were consistent with these
parameters.

Concerns of Some U.S. Public Interest Groups Dr. Sidney Wolfe of the Public Citizen
Health Research Group wrote a long critique of U.S. involvement and support for these

international perinatal HIV prevention studies in a letter to Secretary Shalala. The letter was
broadly distributed to the media. Key concerns raised were:

o Some research designs include a placebo arm when AZT has proven benefit. Such a
research design would never be allowed in the U.S.

o The studies violate major international ethical guidelines, specifically: the World
Medical Association's 1975 Declaration of Helsinki; four of the Nuremberg codes for
human experimentation; and the International Ethical Guidelines for Biomedical

Research Involving Human Subjects designed to address ethical issues in developing
countries : '

o There is no guarantee that women and infants in host countries will béncﬁt from the
research knowledge gained '

o  The lack of appropriate care in host countries does not justify study designs with
placebo arms that have no benefit. The standard of care in many countries does not
include access to prenatal care, medications, hospital births or intravenous infusions

o Comparison of these studies to the Tuskeegee syphilis study; criticism that IRBs
should ensure that risks to subjects are minimized and subjects are not unnecessarily
exposed to risk; this is colonialism at its worst



Page 3 - The President

Senator Carol Moseley-Braun (D-IL) has also voiced her concem regarding study designs with
a placebo arm when there is a known effective treatment for HIV prevention. She is alarmed
that such studies are supported with U.S. funds, and thinks it is inappropriate to continue such
funding in face of the apology being offered to the Tuskeegee survivors this Friday.

Department of Health and Human Services The Department of Health and Human Services
has conducted a review of the U.S.-funded studies in question and continues to support both
the study designs and public health importance of completing them. They are ongoing as of
this date. HHS testified to this effect before the House Government Reform and Oversight
Committee last week. There was very little discussion of the issue among Representatives
present.

In brief, the HHS position maintains:

o The studies address a pressing need in the global control of the spread of HIV,
defining interventions that will result in reductions in maternal-infant transmission which
can be safely and routinely implemented in the developing world;

o The studies are based on the assumption that the NIH ACTG 076 regimen is not a
feasible therapeutic intervention in developing countries due to lack of medical
infrastructure and cost constraints; the research design examines options for treatment
which are viable and affordable within the medical care delivery systems of the study
countries

o All ongoing studies are in full compliance with U.S. and in-country regulations and

laws, have gone through extensive in-country and U.S. ethical review processes and an
international ethical review, and all studies have strong in-country support; an
independent Data and Safety Monitoring Board continues to provide oversight of research
findings at regular intervals '

o Broadly accepted ethical principles for intemational research recognize a role for the
local standard of care when testing the effectiveness of a new intervention. In the case

of developing host countries, the local standard is minimal to no health care access.
Studying new research options of AZT administration at specific times during pregnancy
offers a new benefit to individuals who would not otherwise have had it, while defining

research knowledge that may allow many individuals to benefit if shorter courses of

AZT prove effective for HIV prevention. The placebo arm is equivalent to the local

standard of care.

Attached are Q&As and talking points which support the HHS position on this issues.



THE WHITE HOUSE
WASHINGTON

QUESTIONS AND ANSWERS

Q. Did you know about the NIH supported clinical trials using AZT and placebos in HIV
infected pregnant women in developing countries?

A. I am aware that NIH is funding some research into how to improve prevention of mother
to infant transmission of HIV in some developing countries. I understand that AZT is the drug
that is being used in these studies.

.I have asked the Secretary of Health and Human Services to provide me with a report on these
NIH studies. I also asked for an evaluation of how these studies will help the women and
infants involved and how the studies are helping to curb maternal transmission of HIV in these
countries.

Q. Some of the women in these studies are not receiving AZT, they are getting a placebo.
How does this compare with the U.S. position that all HIV infected pregnant women and their
infants should be offered AZT? :

A. That question will be addressed in Secretary Shalala’s report. Just let me say that in
many developing countries no HIV treatment at all is available for pregnant women or their
infants. It is totally different situation than what we have in this country where AZT is readily
available. '

Q. Some critics are saying that the NIH funded AZT studies in developing countries are
not different from what happened in the Tuskegee study where treatment was withheld from
some of the participants. How do you answer that?

A. Well, I will need to see the report from HHS before I can fully address that. But |
must emphasize that in the Tuskegee study, treatment that was widely available in this country
was deliberately withheld from some of the participants. In the AZT studies oversees, the
only AZT treatment available is the treatment provided to participants in the study.

Q. Some critics are saying that there is an issue of violation of international ethical codes
in the AZT studies. Is this true?

A. I will know more about the studies and the specific concerns surrounding it when I
review Secretary Shalala’s’s report. Until then, I can’t say anything further on this. I can
assure you that we will not support any studies where such violations occur.



TIONS AND ER

Did you know about the NIH supported clinical trials using AZT and placebos in
HIV infected pregnant women in developing countries?

I am aware that NIH is funding some research into how to improve prevention of
mother to infant transmission of HIV in some developing countries. I understand that
AZT is the drug that is being used in these studies.

I have asked the Secretary of Health and Human Services to provide me with a report
on these NIH studies. I also asked for an evaluation of how these studies will help
the women and infants involved and how the studies are helping to curb maternal
transmission of HIV in these countries.

Some of the women in these studies are not receiving AZT, they are getting a
placebo. How daes this compare with the U.S. position that all HIV infected
pregnant women and their infants should be offered AZT?

That question will be addressed in Secretary Shalala’s report. Just let me say that in
many developing countries no HIV treatment at all is available for pregnant women or
their infants. It is a totally different situation than what we have in this country
where AZT is readily available.

Some critics are saying that the NIH funded AZT studies in developing countries
are not different from what happened in the Tuskeegee study where treatment
was witheld from some of the participants. How do you answer that?

Well, I will need to see the report from HHS before I can fully address that. But I
must emphasize that in the Tuskeegee study, treatment that was widely available in
this country was deliberately witheld from some of the participants. In the AZT
studies oversees, the only AZT treatment available is the treatment provided to

_ participants in the study.

Some critics are saying that there is an issue of violation of international ethical
codes in the AZT studies. Is this true?

I will know more about the studies and the specific concerns surrounding it when I
review Secretary Shalala’s report. Until then, I can’t say anything further on this. I
can assure you that we will not support any studies where such violations occur.
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. TALKING POINTS

OUR GOAL IN SUPPORTING THESE STUDIES IS TO FIND -
EFFECTIVE WAYS TO PREVENT MOTHER-TO-CHILD
TRANSMISSION OF HIV THAT CAN BE USED IN DEVELOPING
COUNTRIES. THAT MEANS FINDING A REGIMEN THAT IS
EFFECTIVE FOR THE SPECIFIC POPULATION AND |
AFFORDABLE IN THAT COUNTRY.

THE FULL AZT-076 REGIMEN, WHICH IS THE STANDARD OF
CARE IN THE UNITED STATES, IS NOT FEASIBLE FOR THESE
COUNTRIES. IT IS EXPENSIVE AND REQUIRES SOPHISTICATED
MEDICAL MONITORING.

WE HAVE WORKED WITH THE WORLD HEALTH
ORGANIZATION, UNAIDS AND THE HOST GOVERNMENTS TO
DESIGN THESE TRIALS. THEY ARE FULLY SUPPORTED BY
THE INTERNATIONAL BODIES AND BY THE HOST
GOVERNMENTS
THESE TRIALS HAVE BEEN REVIEWED FROM AN ETHICAL
STANDPOINT BY THE CDC AND NIH INSTITUTIONAL REVIEW
BOARDS, AND BY REVIEW BOARDS IN THE HOST COUNTRIES.
WE AGREE THAT THESE ARE DIFFICULT AND COMPLEX
ISSUES, BUT THAT IS EXACTLY WHY WE WENT TO SOME
LENGTHS TO ACHIEVE MEDICAL AND ETHICAL CONSENSUS
ON THE RESEARCH NOT ONLY WITHIN HHS, BUT WITH
INTERNATIONAL ORGANIZATIONS AND THE HOST COUNTRIES
THEMSELVES.

WE ARE DEDICATED TO FINDING AN EFFECTIVE
THERAPEUTIC INTERVENTION THAT CAN REALISTICALLY BE
ADMINISTERED IN THE HOST COUNTRIES AND IS
AFFORDABLE.
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» QUESTIONS AND ANSWERS
MOTHER-INFANT TRANSMISSION OF HIV

Why is the U.S. government supporting these studies around the world?

HHS has been criticized for conducting 9 studies in different parts of the devcloping
world. )

All nine were designed in cooperation with public health officials in the countries
themselves. :

All are aimed at finding ways to reduce mother-infant transmission of HIV in those
specific countries. They were devised after completion of the AIDS Clinical Trial
Group (ACTG) protocol 076 showed dramatic, positive results of an AZT treatment
regimen in the U.S.

All ninc were developed following a June 1994 WHO meeting in Geneva at which
researchers and public health practitioners from around the world called for 1) use of
the 076 regimen in the industrialized world where feasible and, 2) immediate
exploration of alternative regimens that could be used in the developing world. They
were designed in accord with gnidelines developed at that meeting.

-Q Why can’t the 076 regimen be used everywhefe;

A.

According to consensus among researchers and public health practitiopers in all the
cooperating countries, the 076 regimen is imply not feasible as a standard of
prevention in much of the developing world. Let me explain:

* The regimen requires that women be reached early in pregnancy and have
blood drawn and tested for HIV. Once the woman knows she is positive for
HIV she must take AZT three times daily for weeks, then receive AZT
intravenously during labor and delivery. Once the baby is bomm the newhorn
must receive AZT in syrup for 6 weeks. In the developing world women are
most often not seen in health care delivery systems before delivery.

* Drug costs alone for the 076 AZT regimen are estimated to be $300, an
amount that is 80 times the annual health budget per person in many countries
involved in these studies, and not available outside the rescarch setting.

* In addition, the 076 regimen simply cannot be assumed to work everywhere.
The U.S. study looked at women with greater than 200 CD4 counts who were
not breast feeding, while most of the women in host countries would breast
fecd their infants. In addition, the biology of the HIV virus itself (different
strains) may be significantly different in other countries.
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Why do some of these studies use a placebo control arm? The Public Citizen
groups says this is wrong.

* The panel convened in Geneva recommended that since the 076 regimen is not

applicable in the developing world, "placebo-controlled trials offer the best option for
obtaining rapid and scientifically valid results. "

They explained that in parts of the world where the 076 regimen is not applicable, the
choice of a placcho for the control group in a trial would be appropriate as there is
currently no available effective alternative for HIV-infected pregnant women in these
countries. This is the quickest way to find appropriate interventions that can be used
to benefit the people in thesc countries.

Although it has becn argued that we could use a low dose of AZT in these studies, we
believe that low dose AZT would not be an appropriate control because 1) it offers no
known benefil to the individual (low dose AZT has not been prove useful anywhere)
and 2) this type of study could fail to achieve useful resuits.

. Why is the placebo arm in some studies no intervention at all?

Unfortunately, the current standard of perinatal care in much of the developing world
is no prevention intervention at all. That is a fact of life. Using this standard care as
the placebo control in these studies will result in_the most rapid, accurate, and reliable
assessment of the value of the intervention being studied compared to the local
standard of care.

Are these studies ethically acceptable?

They are. The ethical dilemmas are complex and difficull. But the human subjects
issues of these studies have been reviewed intensively since the 1994 Geneva meeling.
These matters have been discussed in many formal meetings and at forums; reviews
have been conducted in the U.S. and the countries where the clinical trials are being
carried out (or where they will be carried out).

Public Citizen says that it is unethical to conduct a trial unless it offers all
participants a chance to receive an effective intervention if such is available
anywhere in the world, not just at the site of the clinical trials. What is your
response to that?

After thorough review, HIIS, and WHO agree that to meet the standards of the World
Medical Association Declaration of Helsinki, these studies must employ the best
current diagnostic and therapeutic methods available in the country where they are to
be performed. Holding other countries accountable to a standard of care unavailable
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to its citizens and denying the opportunity for research advances that might benefit
them raises another set of difficult ethical issues not addressed by advocacy groups.

Are you going to have these studies re-reviewed or modified, as many have
suggested? '

No. The ethical review of these studies has been rigorous. It has included
community and scientific participation in reviews by the relevant institutional review
boards (IRBs) in the U.S. and the local IRBs in the countries where the trials are
carried out. Support from local governments is obtained and review by an
independent Data and Safety Monitoring Board is required when deemed appropriate.

How are these studies any different than the Tuskeegee study?

The fundamental difference is that the Tuskeegee study witheld treatment of known
benefit in a country where the treatment was widely available. The AZT trials are
being conducted in certain developing countries where the standard of care for HIV +
pregnant women does not include treatment for HIV or any prevention options for
perinatal transmission.
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QUESTIONS AND ANSWERS

Did you know about the NIH supported clinical trials using AZT and placebos in
HIV infected pregnant women in developing countries?

I am aware that NIH is funding some research into how to improve preventipn of
mother to infant transmission of HIV in some developing countries. I understand that
AZT is the drug that is being used in these studies. :

I have asked the Secretary of Health and Human Services to provide me with a report
on these NIH studies. I also asked for an evaluation of how these studies will help
the women and infants involved and how the studies are helping to curb maternal
transmission of HIV in these countries.

Some of the women in these studies are not receiving AZT, they are getting a
pletebo. How does this compmwith the U.S. positioo that all HIV infected
pregnant women and their infants should be offered AZT?

That question will be addressed in Secretary Shalala’s report. Just let me say that in
many developing countrics no HIV treatment at all is available for pregnant women or
their infants. It is a totally different situation than what we have in this country
where AZT is readily available. _
Some critics are saying that the NIH funded AZT studies in developing countries
are not different from what bappened in the Tuskegee study where {reatment was
withheld from some of the participants. How do you apswer that?

Well, T will need to see the rcport from HHS before I can fully address that. But I
must emphasize that in the Tuskegee smdy, treatment that was widcly available in this
country was deliberately withheld from some of the participants. In thc AZT studies
oversees, the only AZT treatment available is the treatment provided to participants in
the study.

Some critics are saying that there is an issne of vielation of international ethical
codes in the AZT studies. Is this true.

I will know more about the studies and the specific concemns surrounding it when I

review Secretary Shalala’s report. Until then, I can’t say anything further on this. 1
can assure you that we will not support'any studies where such violations occur.
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IMPORTANT NOTICE: THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE
INDIVIDUAL OR ENTITY TO WHICH IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND EXEMPT FROM
DISCLOSURE UNDER APPLICABLE LAW. IF THE READER OF THIS MESSAGE IS
NOT THE INTENDED RECIPIENT, YOU ARE HEREBY NOTIFIED THAT ANY
DISSEMINATION, DISTRIBUTION OR COPYING OF THIS COMMUNICATION IS
STRICTLY PROHIBIYED. IF YOU HAVE RECEIVED THIS COMMUNICATION IN
ERROR, PLEASE NOTIFY US IMMEDIATELY BY TELEPHONE.
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1000 FOREIGN INFANTS 1O DJ3 UNNECESSARN.Y IN (S5 INDFD HIV STUDIES
HUMAN EXPERIMENTS ARE TUSKEGEL PAKY' TWO, SAY HEALTH GROUPS .

Washingtop, D.C, April 22, 1997 - ™e US. Govan.anr is handivg exeperiments in some of ths world's poarsst
countries which will allow over 1000 children to dic wneacsarily from HIV infections, Public Citizem's Healds
Research Group revenled today, based o) dosuments obtainad trom te Eoveru.

“The Americin Bovemment 1 paying for-«and in st Joast ome case cunducaing--ox| ReImIEIS on Attican, Asian snd

’ Womon which would pever by tleqatad in this counly, N is 4 clear-ca double Sinvdard and for these
babics it will be lethal," said Oy Peger Lune of Public Cirigo, Feallh Renxarch Group. Public Cinizen ang other
public heakh perts <aid that thay are not; oppased 10 radomized, contiefiod Uials of dithvant kinds of agmbly

Public Chiizan produced ovidence showing; that af least 1002 wwhean babiss will div as 4 raulv of HEY infections
they Wil} contruct fros tharmotheey in nine unethica| eXpenimens funded by cither the Naonal Insmitutes of Health
(NTH) or the Cenwry fior Diseags Comynl 4d Prevenuon (Cr¥- ). An additiorual 02 wfany can b expand © dis

in six ether experiments funded by foreipgn govamnmenis includ: ng Belgium, Dewnak, France and South Alrica and
the UN AIDS Rogram.

In the HTV expeiments in Burking Faso. Coto divoins, Ettiopu Kenya, Maluwi, Ugnaudsy, Tinzausia, Thailand,
Zunbabwe, und the Dominican Republic, sorme of the womn syc given eithir placehog nr drugs tha have not been
proven effuctive, insteud of azT Somc of tixe Cperinments . aendy wider way,

"Two US. sauics of ann-FIV drugs o provear WHBSIISION & infuls we Nisted o the: docwnemnis obwinod fromes
the govenoment. Whilc both studics in tl: U.S. Oflet eflbxtive ar-HIV druys like AZT 160 o] the women involveg,
15 xXperiments abxmd--including nine Ringe) by the US.-do nut. 11’y Tuskepew Part Two gnd 1hig time many mere
peoplo will die,” said Dy. Sidncy Wolte, Director of Public Citiasis Health Rawourch Group, refuining W 3 U.S.
Public Hoalth Sarvice stady in which Afiican-Auncrican mcn v Jenied ascexs 6 offective beenuent for syplalis
for several dae ades,

1600 20ch 3 MY = Wailhinsmes 197 dinnn ..
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“itizen, Wilbert Jordun, M. MPH, Chuiman of the: Black Low Angoles AIDS
Convortium, Michaef Gradin, M.D. ang Goorge Amr LD, MPI1 of Rosun, University's Healdh Law Departmen
and George Silver, MD. of Yale School of Medicine Yave sppealed to Seortury of Health apd Hooman Services
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April 22 1997

Secretary Doru;_aiaalShalala

Department of th and Human Services
200 Indapendence Ave, S\ -
Washington, D.C. 20201

Dear Secretary Shalala: N

Unless you act now, as rmany a2 1,002 newbom infants in Africa, Asia and the
Caribbean will die from unnecessary HIV infactions they will contract from their
HV-infected mothers in nine unethical recaarch expenments funde by your
Department through either the Nationg) Institutes of Health (NFH) or the Centers for
Disease Control and Prevention (CDC). Even theugh an NIM-funded mardomized,
controlled tial (so-called Frotoco! 076) dermanstrated in 1994 that the antiviral drug
AZT (zidovudine) can reduce fransmission from other to infant by approxi
two-thirds, " a finding so drarratic that the study was stopped pror to its schaduled
compl ' '

under way, These preventable dewths can be averted if You sirmply require all women
in thesa experiments to be offered some regimen of AZT or any other regimen proved
similarly effective. We are net opposed 1o randomized, controlled trials of differant
kinds of arguably effective interventione to raduce mother-to-infant HIV transmission
per se; we do object to such trials if they deny woren access to any intervention

¢ —

' Connor EM, Sperling RS, Gelbar R et . Redurtion of matemal-intard ransmission of

human imrrumdeﬁderq VITUS type 4 with Zidovudinie kaatment Alow Engiand Joumnal of
Medicine 1954:331:1 173-1180.

RAUPA Wader. Foyi,ger

120 w1
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The dangerous double standard being practiced here is underscored by
the fact that both of the U.S -fundeg studics Ixing conducted in this untry provide
AZT or cther known effective antid 4V drugs to aff women, while only ane of the 16
studies in the develaping world provides AZT to all study groups. Providing AZT
prophylaxis to pregnant, HiV-infected women in resgarch studiss in developing
countries is dearly feasible; sjx developing country studies other thayy the one
mentioned above provide AZT to sorre: (bur not 3M) of the wormen in the studies. In
each of these six studics, one grodp of worren is given a placebo insiead of AZT.

in essence, the U.S -funded researchers are conducting expenments
abroad that would never pass ethical mustes in the U.S. For your department to
maintain & double standard in which it funds studies that on the one hand routinely
provide life-saving drugs to Arericans. while on the other deny these drugs to _
thousands of citens of developirg countrics, conveys to he internatjonal commumity
the impression that the U.S, govemment places Isss valua on the lives of

Many pecple will hear jn these experiments echoes of the notorious Tuskegee
Syphilis study, in which POar, rural Afncan-Amencan men were denied effective
treatrment for syphilis for decades so that researchers could describe how the
urtreated disease progressed in African-Americans, Thie tume, the people of color
affacted are babies from Africa, Asia and 1t . Canbbean, rany hundreds of wham will
die unnecessarily in the course of this unathical, exploitalive research.

Thus, even as the administration moves toward offering a belated apolagy for
the atrogty of Tuskegee ¢ it is perperating i nevw Afrcan Asian-Canbhean Tuskegee
In which many more people will die:

_These experiments are in Clear violation of all of the major internatioml,'""'ethical

* Baker P, Fisicher MA, Birwding an unireated wound: Ciinton to apologize to biacks
victimized in Tuskeges Syphilis Sturty. Vasshington Post, April 9 1997, p Al

3 d Mixdical Assceiation Dedclaration of Helsinki recommendations guiding
physicians in biomedical research inwolving human Subjects. Adopied by the 18th Woxid
Medical Assambly. Helsinki, 186 arvd reweed by the 2%th World Medica) AsSemply. | okyo,
19735, the 35th Werld Medical Aseeribly, Venice, 1983 and the 415t World Medical Assernbly,
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Code (sea below).* It is also wholly inconsistent with the more recent Intemationsl
Ethical Guidetines for Biamodieal Research involving Human Subjects, which were
Spedifically dasigned to address wthical issues pertaining to studies in developi
countries.'yGuideline 135 is directly applicable to thg situnglim here: n

the sponsoring agency. and the ethical Standards applied shoud ba no
less exacting than they would b in the Caso of rosearch carrag out in
fthe Spansonng] country. [Emphasis ackded ]

be at laast as stringent as in the industriglized world, as People in developing countries
are likely to be more vulnerahie. Instoad, in theis <l 10 Conauct this ressarch, the
researchers, using federal govemment funds, have chosen to ignore thesa standards
of ethical eonduct acerted the world over and have sunk to standards below those
axeEptable in their home countries.

In our view, the research IS no* only ~Vatanily unethical, but alsg violé& ‘U;S.
federal regulations that réquire that Institutional Review Boards ensure that

Risks to subjedts are minimized...by using procedures which are
consistent with sound 1. search design und which do rof unnecrssaniy
eXpose SUbJECES o risk ™ [Emphasis gk |

The reguiation is also clezr that it also applies to "ressarch conducted,
&Upported or otharwise subjedt (o reguileion by the Faderg| Govemment autside the
United States.'” wa request that you immediately initiate an investigation by the HHS
Offica of tha Inspector General into Possible violations of foderal law.

! Trials of war crminals bafore the Nirarnterg Minary Tnbunals under Montrol Couneil Law
No. 10, Vo, 2 Weshington, D.C: US Govermnment Printing Office. 1943,

*  Council for Internationat Organizations of Medical Scionces, Whrld Fealth Orgunization,
Imermational Ethicg) Cuidslines for Biomedical Research Invoirig Human Subjects, 1992,

* 45CFR 46111 (a)(1).
’ 45CFR 45.101(9).
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The scientific basis for Wreating HV-infected pregnant women with AZT

It is projected that by the year 2000 six milliory pregnant wamen will be
infected with HIV., prirranily in Asia and sub-Saharan Afric © tn the absence of
Prophyiaxis, transmission from Hi\Linfected mother o infant occurs in between 13%
and 48% of pregnandes, with rates in developing countries typically baing higher than
in industrialized countries.’ In the US.. 933 AIDS cases involving motherto-irfant
transmission were reported in 1994, ang, at least in the period prior to Protocol 076,
an eeﬁgqged 1,000 to 2,000 HIV infactions via this route were estimated to oacur
annually.

HiV-positive pr?-am WoIman without significant priar expasure to AZT, and shouid be
r other wornen on 3 288 by-caze hagsic, ? Providing AZT thus became

®  Scaratti Paediatric HIV infection Laront 1968348 863-868.

. S35 F, Msstatt P, Dunn D, et 8L Estirating the rate of mother to-child transimission
of HIV. Report of a workshop on . @thodological issies, Ghent (Belgium). 17-20 £ \
1992. The Working Group oo Mother-to-Child Transmission of Hy, AIDS 1993;7:1139-1148,

* Conters for Disease Coiidal and Pre: .ontion, Nationa! HIV serosurveillance summary:
results through 11 S92.Vol. 3 Atlanta; U S, Ceparimert of Health and Fiurman Servicas, Public
Seivics, 1904

" Connor, EM, op. ait

Z Centars for Disease Contrdl and Prcvention Ricommendations of the U3, Public
Healh Service Task Fores on the use of zidovudine to reducs perinatal transmission of
hurnan immnodaﬁciancy vitus. Morbidity and Mortality Weoldy Rapart 1984.43(RR-11):1-20.

4
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In Novernber 1986, the Pretocn 076 researchers published updated data
describing their findings.™ in the placeho group. 22.6% of the infants of the HIV-
infacted mothers had bacome infacted with HIV, compared to only 7.6% of those
treated with AZT. a reduction of appiu.ivutely two-thirds. The provision of AZT to
HV-positive pragrant women is siill the only intarvention for any group at risk for HIV
to be proved effective in reducing the number of new HIV infections in a randarmized
controlied trial. The impact on actual dinical outcomes in the U.S, has
been dramatic. Three recent reports document decreases in HIV transnyssion from
HV-irfected rmother to infart of 0% or moig, 131

While the industrialized word eelrbrated these landmark findings, it quickly
me ciear that the vast najority of HiV-infectad women would never recaiva this
potentially life-saving intervention due to both the exorbitant cast of the dng and
lcgi_sticzl difficulties in adrriristering wad ALy g adherence with the complex
regimen.

We are, therefore, not opposed in rasearch that modifies the regiman provided
in Protocol 076 in order to idertity & simpier, ez expensive, similarly effective or more
cost-effective intervention; we do object to studies in which, after the Protocol 076
results were available, some or all wome:n are only given placebos or regimens
without support from randomized, placebo~contolied trials, and are not given effective
prophylaxis;.

However, the researcher; invohied in thege expenments have exploited the
inadequudies of the health care fystems in developing countries to conduct research
thesy never aven consider in the U.S. We: have obfaineg a (able prepared in

" Spetting RS, Shapiro %, Coombe RW, et al. Matemal viral laad, zidovudine bregtment,
3nd {he risk of fransmission of human imemunodeficiency virus type 1 from mother {0 infant.
Now England Joumal of Medicine 1996,338:1621- 1529, l

“ Fiscus SA, Adimcca AA, Sehaenbadh V), et al. Perinatal ) v/ infaction and the effect of
Zldovudine therapy on fransimission in rural and urban courties. Jowrnal of e American
Medical A<sociation 1986,275:1483- 1483,

* Cooper € Diaz C, PitJ, et al. Impact of ACTG 078 use of zidovudine during
Prégnancy and changes in tho rate o My verlical transmission. Iy’ Program and Abstracts of
the Third Conference on Rebrovirses and Onportunistie Infections, Washington, D.C,, January
28-February 1, 1996, Washirgton. D.C.. Infectious Nizeasas Sacicty of Armerica, 109€:57.

* Simonds RJ, Nesheim J. Matheson P, et al. Dedlining mother to child HIV ransmission
fdlowing parinatal 2DV recommendations, Prosentid :d the YN nternaional Conferencs on
AIDS, Vanmuver.Canada.Juiy 7-12, 1886 ,
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drugs). usually in regimens lsss cxpen-ve or COmMpICX than in Protoco) 07g;

nevirapine, another gnii-HIV diug; Vitamin A vaginal washes: ang HJ\/ Immune

globulin (a form of immune the apy). The shudieg involving AZT gencrally explone the
. I e st 7 stuc) ]

Thailand. Tanzania and South Africa, and one stu&y each in Ethiopia, Burking Faso,
Malawi, Zimbabwe, Kenya, uind e Dorvinican Republic Two studics we ocour

The two studies in the U S, both rrovide anti-1HI\v drugs to all stugy subjedts, '

' as doas one of tha studies in the developing courtries, that conducted by Harvard
University in Thailand using Nit funds, This i€4ves 18 randomized, controllad trials
(including the one study net in the table), ah in daveloping countries in which some or
all Hiv-infected pregnant WoTen are denied effective prophylaxis. Seven of the 15
studies are funded by the NI and twa re funded by the CDC. A total of 8,055
women are enrolied in the nine U.S-funded studies, 2.903 of whom will receive
Placebos and 3,780 of whom will receive regimens not proved effective in randomized,
controlled trials, The reMaining six studies are funded by the ANRS (the Frendh
equivalent of the NIH: two studics), the: United Nations AIDS Program, the Univarsity

v Bigoxr RJ. Mictti PG, Tsha 18 et &. Perinaiy imervertion trial in Africa: effect of g
birth cang) ceansing intervention to Prevent HV transrission, Lancot 1996:347:1647-1650.

Brown D. AZT effective in Pregnancy with advancad AIDS, Whshington I"bst, March 27,
AB,

" Even though this is listed as 3 Placobc-conirallad Study. subjects in ACTG 318 receive
AZT in g regimen similar to that siudied in Projocg) 076 or another antiHiv drug, unless their
Physician decides 1t IS Not indicsted. The study examines whather the addition of intrepartum
and pastpartum neviragine confers added protection from infaction

6
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of Natal and Department of Heatth in South Africa, and groups from Denrmark and
Belgium. In these six studies, in which S, 160 women are enrolisd. 1,855 will recsive
Placebos and 1,490 will receive Megime:s that have not been proved effective,

oonsidened a sagimon ngt proved effeclive, rather than & placebo even though the tabla descibes it as
a placebo; 3. nevirapine was considered a regimor, proved as effective as AZT. even though it is from a
Gifferent phamacautical dass Fom AZT end hi:. nat bie proved eifeive in a raoderzed, contraiod
Vil and 4. for o studies In the table, the designs of which wena not self-evident wa mads the
foltowing assumptions 3bOUT study dexign: for the NIH sponsgred study by Harvarg Univergity in
Torwania. we agsuned that there uould be four Ay anvs, rolinoUmUIVIEMmN; retinot/placebo:
Placebalrultvitamin; placsbay/placeho. e dassified tha first thyra 9OuPs &3 recemng a regimen rot
Proved effecive ard the fourth as 3 placebo growp In the Figian cnoperation study In Kanya, we also
assumed that the $tudy had four armm; dﬂbrf‘zxidiwaﬂu'vowdn; hiorhaxiding/iacobo:
Placebo/azithromydn; Placebo/placebo. Again we dassified the first thres 9roups as receiving a regimen
"ol provedt effective and the fourth as 3 placstx group. Ec) of these: four agsurptions 1 s 1o leod
aither (o underestimations of o nunter of PeTBONS denyesd effectiae prophylaxs or to assgnmrent (o
the net voven effective as opposed i the placebo @Rgory. meking the @lastons CoNSarvatve.)

It is possibie to calculats the number of infants wii wil unnecessarily become
infectad with MV in these unethical Studies, assuining that the regimens ot yet
proved effactive are indeed not effectivc, (This assumption seems reasonable, The

transmission™ and the recently tanminated ACTG 185 showed no effedt of HIVIG on
Such transrmission, altrough tho b’ slatistical power was low?') First we assumed
that in all of the studies the numter of subjedts in aach Study amm is equal, even
though we understand that in some studies the Placebo groups may be larger to
increase statistical power Second, we assurmed that the rate of HIV ransmissien in
the abxs of any prophyiaxs is the Same: as that in the placebo group in Protocol
078 (22 6%), even though in some stugies particuiarty in developing countiias, the
}g;_snission Fale is Up to twice 33 high 2 Thirg, ye a3sumed that the administration of

group in Protocol 076 (7.6%). even though the transmission rate in the termingteg
Protocol 185 was only 4.8%. Thase three assumptions lead to estimations of the
number cf preventablg MV infeciions that ara probuibly lower than is, aciually the case.
in the 15 studies, a total of 10.028 wormen wil not receive: effactive prophylaxis such
3s AZT, Fiteen percent of them (22.6% . 7.6%) will give birth to infarts with HIV

> Biggar RY, op. o,
' Brown D, op. Git
“ DabixF. op. cit



THE WHITE HOUSE
WASHINGTON

MEMORANDUM TO BRUCE REED
FROM: Sandy Thurman, Coordinator for National AIDS Policy

SUBJECT: Draft Memorandum on HHS International Studies To Reduce Maternal-
Infant HIV Transmission

Attached is a draft memo outlining the issues involved in U.S.—sponsored international clinical
trials to reduce perinatal HIV transmission. I have prepared it as an information memo

without recommending a specific position to the President. Talking points and Q&A's in
support of the HHS position follow the memo.

If the President were to be questioned on this issue, my recommendation would be to prepare a
response that he has asked Secretary Shalala to look into this issue carefully and report back to
him. I do not think this is an issue he should be asked to defend at this time.

I've prepared a separate set of talking points up front along these lines.

~ Let me know if you would like this or other revisions to the memo.
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Status of Perinatal HIV Prevention
U.S. Declines Continue:
Hope for Extending Success to Developing World

During the early 1990s, before perinatal preventive treatments were available, an estimated
1,000-2,000 infants were born with HIV infection each year in the United States. Today, the
U.S. has seen dramatic reductions in mother-to-child, or perinatal, HIV transmission rates. These
declines reflect the widespread success of Public Health Service (PHS) recommendations made
in 1994 and 1995 for routinely counseling and voluntarily testing pregnant women for HIV, and
for offering zidovudine (AZT, also called ZDV) to infected women during pregnancy and
delivery, and for the infant after birth.

Perinatally Acquired AIDS Cases in
Children <13 Years*, 1984 through September 1997
United States
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19841 Tiogel " "Tioggl™ "ol ™ Tiggal "™ ligeal” " Tigesl”
Quarter-Year of Diagnosis
Perinatal Adjusted for reporting delays and unreported risk Prevention
Saves Lives and
Dollars

On a national level, and in numerous states, studies continue to demonstrate that perinatal HIV
prevention is making a difference, both in terms of lives and resources saved:

. Between 1992 and 1996, perinatally acquired AIDS cases declined 43% in the U.S. In

1997, this trend continued with a 30% decline.
. A four-state study (Michigan, New Jersey, Louisiana, and South Carolina) found that the

- -



proportion of pregnant women voluntarily tested for HIV increased from 68% in 1993 to
79% in 1996. The percentage of women offered AZT increased from 27% in 1993 to
85% in 1996.

. Among women in CDC’s Perinatal AIDS Collaborative Transmission Study (PACTS).
AZT use increased following the publication of PHS guidelines, and the rate of perinatal
transmission dropped from 21% to 11%. The PACTS study includes women from four
cities - New York City, Newark, Atlanta, and Baltimore.

. In North Carolina, perinatal HIV transmission dropped from 21% in 1993 to 6.2% in the
first half of 1996.
. Prenatal care that includes HIV counseling and testing and AZT treatment for infected

mothers and their children, saves lives and resources. Without intervention, a 25%
mother-to-infant transmission rate would result in the birth of an estimated 1,750 HIV-
infected infants annually in the United States, with lifetime medical costs of $282
million.

Researchers estimate that the annual cost of perinatal prevention is $67.6 million. This
investment prevents 656 HIV infections and saves $105.6 million in medical care costs
alone, for a net cost-savings of $38.1 million annually.

Despite these successes, challenges remain for further reducing HIV transmission to children in
the United States. and for extending opportunities for perinatal prevention to nations in the
developing world. Perhaps the greatest barriers in the U.S. are the continuing spread of HIV
infection among minority women and the lack of early prenatal care for many of these women.

HIV Remains a Significant Problem for U.S. Women
and Their Babies, Especially for Minority Women and Children

HIV infection in children is closely associated with the HIV epidemic in women. HIV
transmission from mother to child during pregnancy, labor, and delivery or by breast-feeding has
accounted for 91% of all AIDS cases reported among U.S. children. Obviously, the best way to
prevent infection among children is to prevent infection in women.

Women of color and their children have always been disproportionately affected by the HIV
epidemic. In 1997, of the 13,105 total AIDS cases reported among U.S. women, 10,458 (80%)
were among African-American and Hispanic women. Of the 473 children reported with AIDS
last year, 402 (85%) were African American and Hispanic. We must continue to improve HIV
prevention efforts for women of color and ensure that interventions provide the information,
skills, and support needed to reduce their HI'V-related risks.

Moreover, perinatal HIV prevention efforts must work to ensure that all HIV-infected women are
reached early in pregnancy with the opportunity to learn their HIV status and, if infected, to
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consider preventive therapy to improve the chances that their children will be born free of
infection. Achieving this goal will require increased access to and utilization of prenatal care.

] A 1995 study analyzed data on approximately one-sixth of all HIV-exposed children born
in the United States and found that only about half (53%) received the benefit of the full
AZT treatment regimen (for the mother during pregnancy and delivery and for the infant
following birth). The main reason for babies not having the advantage of therapy was
that more than one-fourth of the mothers (26%) did not get prenatal care.

In addition to increasing access to preventive therapy in the U.S., efforts must also focus on
extending perinatal prevention to the developing world.

Critical Need to Extend Perinatal Prevention to the Developing World

Until recently, the only AZT regimen proven effective for perinatal HIV prevention was
essentially out of reach for the countries where more than 90% of worldwide HIV infections
occur. The AZT regimen used in the United States and other industrialized nations is costly and
requires several months of treatment for the mother and the infant, and an intravenous dose
during delivery that is not feasible in many developing countries. Additionally, HI'V-infected
mothers in these nations often have no practical alternative to breast-feeding, and this poses an
additional risk of transmitting the virus to their newborns.

Earlier this year, researchers from CDC and the Ministry of Public Health in Thailand announced
dramatic findings that offer real hope for extending perinatal prevention successes to many
developing nations that previously had no realistic preventive options. Researchers found that a
short course of AZT given late in pregnancy and during delivery reduced the rate of HIV
transmission to infants of infected mothers by half and is safe for use in the developing world.
However, the study did not address the efficacy of the regimen among women who breast-feed.
Ongoing studies in Africa are expected to provide this critical information.

Policy makers believe that this regimen, using a much shorter course of AZT during pregnancy,
an oral dose rather than an intravenous dose during delivery, and no infant dose, can more
realistically be implemented in the developing world. The provision of safe alternatives to
breast-feeding will still need to be addressed in every setting. The United Nations is now
working with public health agencies around the globe to help make this short-course regimen
available for as many women as possible and to continue to identify practical solutions for
reducing the toll of the epidemic on women and children worldwide.
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CDC Presentations Related to Perinatal Transmission

QOrals:

"Implementation of Recommendations for the Medical Care of HIV-Exposed Infants in the First
Year of Life, U.S.A.," Jeanne Bertolli

"Study Drug Adherence and Tolerance Within a Randomized Clinical Trial to Evaluate a Short-
Course Regimen of Zidovudine to Reduce Mother-to-Child Transmission of HIV-1 in Abidjan,
Cote d’lvoire," Ehounou Ekpini

"Randomized Placebo-Controlled Trial of Short-Course Oral ZDV to Reduce Perinatal HIV
Transmission, Thailand," Nathan Shaffer

"RNA and DNA PCR for Early Diagnosis of Infants Born to HIV-Infected Mothers, Thailand,"
Nancy Young

Posters:

"Clinical Outcome and Survival Associated with Perinatal HIV-1 Subtype E, Bangkok,
Thailand," Kulkanya Chokephaibulkit

"Safety, Tolerance and Adherence of Late Oral ZDV to Reduce Perinatal HIV Transmission,
Bangkok," Rutt Chuachoowong

"Adequacy of Prenatal Care and Perinatal Zidovudine Use to Prevent HIV Transmission,” Amy
Lansky/Jeffrey Jones

"Viral and Host Genetic Characterizations of Possible Transient Infections in Perinatally
Exposed Infants," Marcia Kalish

"Prevalence of HIV and Syphilis Infections Among Pregnant Women Attending Urban Antenatal
Clinics in Cote d’Ivoire," Sidibé Kassim

"Declining Seroprevalence of HIV-1 Among Childbearing Women in Upper Northern Ireland,"
Peter Kilmarx

"Changes in Plasma Viral Load Related to Short-Course Oral Zidovudine (ZDV) During Late
Pregnancy," Anuvat Roongpisuthipong

"Cord Blood ZDV Concentration After Intermittent Oral Administration During Labor,
Thailand," Wimol Siriwasin

"Utility of Single or Dual Rapid Tests in the Detection of HIV in Pregnant Women. Kenya,"
Richard Steketee

"HIV and Malaria Overlap and Do Interact in Sub-Saharan African Pregnant Women," Richard
Steketee

"Prevention of Perinatal Transmission on the U.S.: A Population-Based Evaluation of Prevention
Efforts in 4 States," Pascale M. Wortley



