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ABOUT THE PRESIDENTIAL COMMISSION FOR
THE STUDY OF BIOETHICAL ISSUES

The Presidential Commission for the Study of Bioethical Issues (the Commission)
is an advisory panel of the nation’s leaders in medicine, science, ethics, religion,
law, and engineering. The Commission advises the President on bioethical issues
arising from advances in biomedicine and related areas of science and technology.
The Commission seeks to identify and promote policies and practices that
ensure scientific research, health care delivery, and technological innovation are
conducted in a socially and ethically responsible manner.

For more information about the Commission, please see www.bioethics.gov.
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PRESIDENTIAL COMMISSION FOR THE STUDY OF BIOETHICAL ISSUES

President Barack Obama

The White House

1600 Pennsylvania Avenue, NW
Washington, DC 20500

Dear Mr. President:

On behalf of the Presidential Commission for the Study of Bioethical Issues, we present to you
this report, “Ethically Impossible”: STD Research in Guatemala from 1946 to 1948. In response
to your request of November 24, 2010, the Commission oversaw a thorough fact-finding
investigation into the specifics of the U.S. Public Health Service-led studies in Guatemala
involving the intentional exposure and infection of vulnerable populations.

Following a nine-month intensive investigation, the Commission has concluded that the
Guatemala experiments involved gross violations of ethics as judged against both the standards
of today and the researchers’ own understanding of applicable contemporaneous practices. It is
the Commission’s firm belief that many of the actions undertaken in Guatemala were especially
egregious moral wrongs because many of the individuals involved held positions of public
institutional responsibility.

The best thing we can do as a country when faced with a dark chapter is to bring it to light.
The Commission has worked hard to provide an unvarnished ethical analysis to both honor the
victims and make sure events such as these never happen again.

The Commission is also working to fulfill your other charge on human subjects research—a
review of domestic and international contemporary human subjects protection rules and
standards, to ensure federally funded scientific studies are conducted ethically—and will submit
a report to you in December.

The Commission is honored by the trust you have placed in us and grateful for the opportunity
to serve you and the nation in this way.

Sincerely,
/W A 2 g
/
Amy Gutmann, Ph.D. James Wagner, Ph.D.
Chair Vice-Chair

1425 New York AveENUE, NW, Surte C-100, WasuingTon, DC 20005
PHONE 202-233-3960 Fax 202-233-3990 WwW W.BIOETHICS.GOV
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THE WHITE HOUSE
WASHINGTON

November 24, 2010

MEMORANDUM FOR DR. AMY GUTMANN
Chair, Presidential Commission for the Study of
Bioethical Issues

SUBJECT: Review of Human Subjects Protection

Recently, we discovered that the U.S. Public Health Service
conducted research on sexually transmitted diseases in Guatemala
from 1946 to 1948 involving the intentional infection of
vulnerable human populations. The research was clearly
unethical. 1In light of this revelation, I want to be assured
that current rules for research participants protect people

from harm or unethical treatment, domestically as well as
internationally.

I ask you, as the Chair of the Presidential Commission for the
study of Bioethical Issues, to convene a panel to conduct,
beginning in January 2011, a thorough review of human subjects
protection to determine if Federal regulations and international
standards adequately guard the health and well-being of
participants in scientific studies supported by the Federal
Government. I also request that the Commission oversee a
thorough fact-finding investigation into the specifics of the
U.S. Public Health Service Sexually Transmitted Diseases
Inoculation Study.

In fulfilling this charge, the Commission should seek the
insights and perspective of international experts, including
from Guatemala; consult with its counterparts in the global
community; and convene at least one meeting outside the
United States. I expect the Commission to complete its work
within 9 months and provide me with a report of its findings
and recommendations.

While I believe the research community has made tremendous
progress in the area of human subjects protection, what took
place in CGuatemala is a sobering reminder of past abuses. It
is especially important for the Commission to use its vast
expertise spanning the fields of science, policy, ethics, and
religious values to carry out this mission. We owe it to the
people of Guatemala and future generations of volunteers who
participate in medical research.
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“ETHICALLY IMPOSSIBLE” STD Research in Guatemala from 1946-1948

n October 1, 2010, President Barack Obama telephoned President

Alvaro Colom of Guatemala to extend an apology to the people of
Guatemala for medical research supported by the United States and con-
ducted in Guatemala between 1946 and 1948. Some of the research involved
deliberate infection of people with sexually transmitted diseases (“STDs”)!
without their consent. Subjects were exposed to syphilis, gonorrhea, and
chancroid, and included prisoners, soldiers from several parts of the army,
patients in a state-run psychiatric hospital, and commercial sex workers.
Serology experiments that did not involve intentional exposure to infec-
tion, which continued through 1953, also were performed in these groups,
as well as with children from state-run schools, an orphanage, and several
rural towns. President Obama expressed “deep regret” for the research and
affirmed the U.S. government’s “unwavering commitment to ensure that all
human medical studies conducted today meet exacting” standards for the
protection of human subjects.

Kathleen Sebelius, Secretary of the U.S. Department of Health and Human
Services (DHHS), and Hillary Rodham Clinton, Secretary of the Depart-
ment of State, immediately issued a joint apology to the government of
Guatemala and the survivors and descendants of those affected. Calling the
experiments “clearly unethical,” Secretaries Sebelius and Clinton amplified
the President’s statements of regret and apologized “to all the individuals
who were affected by such abhorrent research practices.” In the spirit of
openness and freedom of inquiry needed to restore trust and repair the
damage created by these revelations, the Secretaries indicated that the U.S.
government would launch an independent inquiry into the events. They also
announced plans for the Presidential Commission for the Study of Bioethical
Issues (the “Commission”), with input from international experts, to under-
take a thorough review of human subjects protections to “ensure that all
[U.S.-sponsored] human medical research conducted around the globe today
meets rigorous ethical standards.™

The outrage that the U.S. government registered with these announcements
echoed around the globe. For some, the story was reminiscent of the infamous
U.S. Public Health Service (PHS) Study of Untreated Syphilis (also known
as the “Tuskegee Syphilis Study”), in which nearly 400 African American
men with syphilis in Alabama were left untreated for nearly 30 years while
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U.S. government researchers observed the progress of their infections.’> The
similarities between the two cases were stark. The cases arose from the same
laboratory of the Public Health Service, the Venereal Disease Research Labo-
ratory (VDRL), involved some of the same researchers, and focused, in part,
on the same disease. Both cases also involved deliberate efforts to deceive
experimental subjects and the wider community that might have objected
to the work. But other factors distinguished the research in Guatemala from
that conducted in Tuskegee. The research in Guatemala ended long before
the work in Tuskegee stopped and took place over a much shorter period.
Subjects in Guatemala were deliberately exposed to infections, were members
of different populations, and were citizens of a foreign country.

As additional details about the research emerged, President Obama directed
the Commission to undertake both a forward-looking assessment of research
ethics and an historical review of events that occurred in Guatemala between
1946 and 1948.¢ On November 24, 2010, he charged the Commission, begin-
ning in January 2011, to “oversee a thorough fact-finding investigation into
the specifics” of the Guatemala research.” The President also charged the
Commission to undertake “...a thorough review of [current] human subjects
protection to determine if federal regulations and international standards
adequately guard the health and well-being of participants in scientific studies
supported by the federal government.”®

The Commission began its work in January 2011. It held three public
meetings addressing the President’s requests. During these meetings, the
Commission heard from experts in law, history, medicine, and ethics, and
received testimony from members of the public. With dual responsibilities
to give a full and fair accounting of events largely hidden from history for
nearly 65 years and also provide an assessment of the current system, the
Commission decided to publish two reports. This is the first report, a histor-
ical account and ethical assessment of the Guatemala experiments. It aims
to uncover and contextualize as much as can be known at this time about
the experiments that took place nearly 65 years ago. It also aims to inform
current and continuing efforts to protect the rights and welfare of the subjects
of U.S.-sponsored or -conducted research. The second report on this topic, to
be published in late 2011, will address contemporary standards for protecting
human research subjects around the world.



“ETHICALLY IMPOSSIBLE” STD Research in Guatemala from 1946-1948

Many unanswered questions drove the Commission’s work at the outset of
its historical review and throughout the investigation process. Among the
overarching questions to be examined were:

»  What occurred in Guatemala between 1946 and 1948 involving a series of

STD exposure studies funded by the U.S. PHS?

« To what extent were U.S. government officials and others in the medical
research establishment at that time aware of the research protocols and to
what extent did they actively facilitate or assist in them?

«  What was the historical context in which these studies were done?

» How did the studies comport with or diverge from the relevant medical and
ethical standards and conventions of the time?’

In seeking to answer these questions, the Commission cast a wide net. It
began with the original records documenting the Guatemala activities found
by Wellesley College professor Dr. Susan M. Reverby at the University of
Pittsburgh in June 2003." Dr. John C. Cutler, who directed the studies in
Guatemala and later served as a faculty member at the University of Pitts-
burgh, donated the records to the university in 1990. Dr. Reverby had
presented her findings from these records at a May 2010 meeting of the
American Association for the History of Medicine."! Thereafter, she contacted
Dr. David Sencer, former Director of the Centers for Disease Control and
Prevention (CDC), who notified the CDC of this information. Upon learning
of these records, the CDC immediately undertook a review of them at the
university. In September 2010, the university contacted the CDC to request
the transfer of the material to the federal government, and the documents
were subsequently transferred to the U.S. National Archives and Records
Administration."” The National Archives provided the Commission with
copies of these records in December 2010.

The Commission also sought information from other government and
nongovernmental sources. Staff independently reviewed documents in nine
archives, including the National Archives and the University of Pittsburgh
Archives, and three libraries, including the library of the Pan American
Health Organization (PAHO) headquarters. PAHO’s predecessor organi-
zation, the Pan American Sanitary Bureau (PASB), sponsored the research
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in Guatemala through a National Institute of Health grant funded by the
PHS Venereal Disease Division and its VDRL, which later became part of
the CDC." The Commission sought documents from several government
agencies, including the U.S. Departments of Defense and Veterans Affairs.
Documents were requested from the government of Guatemala as well,
though none were received."

In total, the Commission reviewed more than 125,000 pages of original
records. It collected tens of thousands of pages of relevant archival records
and examined more than 550 published sources. The Commission focused
its review on the period between 1935 and 1956, starting 10 years before the
first known planning for the Guatemala experiments began and continuing
through the year after Dr. Cutler finalized his last retrospective report on
the experiments. Collected documents and publications are maintained in
the Commission’s archives. These records will be provided to the National
Archives for future researchers.

With the passage of over six decades, the evidence available to document
the events is limited. Moreover, much of the available information was
written retrospectively by Dr. Cutler years after the experiments were actually
conducted. Some of these retrospective accounts include inaccurate data or
incomplete descriptions of experiments. The documentary evidence is in some
cases scattered and incomplete. This Commission report was prepared, and
should be read, with an awareness of the inherent limitations of fact finding
based in large part on one person’s recollections, particularly those of one who
played a primary role in the research.”

At the outset of the Commission’s investigation, Commission Chair Amy
Gutmann and Commission Executive Director Valerie Bonham met with
Vice President Rafael Espada of Guatemala, and they shared their respec-
tive plans to lose no time in undertaking thorough investigations to be made
public.’® Several Commission staff members later traveled to Guatemala in
May 2011 to meet with the separate commission charged by the government
of Guatemala to investigate the experiments and to visit the Central American
Archives in Guatemala City and relevant historical sites."”

When the Commission began its inquiry, all agreed that—judging from what
they had learned to date—the intentional exposure research conducted in
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Guatemala between 1946 and 1948 was clearly and grievously wrong. The
Commission’s aim in conducting a more comprehensive historical investiga-
tion was to fully uncover the facts surrounding the experiments and offer a
fair-minded and unvarnished ethical assessment.

In sum, the PASB' and VDRL activities in Guatemala led by Dr. Cutler
took place from approximately July 1946 to December 1948, with follow-up
work continuing through 1953.” PASB built and supplied a venereal disease
research laboratory in Guatemala City to support the work and negotiated
agreements that gave the researchers authority to work with officials and insti-
tutions across the Guatemalan government, including public health service
treatment centers for venereal diseases, government hospitals, medical instal-
lations and officers of the military, institutions caring for orphans and the
insane, and the penal system. Many aspects of the research were collabora-
tive. Costs were borne by the PASB (for administration, travel, construction,
and supplies), the U.S. Public Health Service Venereal Disease Division
(providing and paying directly for staff and supplies as well as funding the
grant issued from the Research Grants Office of the then U.S. National Insti-
tute of Health), and the government of Guatemala (directly funding staff and
supplying facilities).

The studies encompassed research on three STDs—syphilis, gonorrhea,
and chancroid—and involved the intentional exposure® to STDs of 1,308
research subjects from three populations: prisoners, soldiers, and psychiatric
patients.”! Of the 1,308 subjects exposed to an STD, the researchers docu-
mented some form of treatment for 678 subjects.?> Commercial sex workers,*
who in most cases were also intentionally infected with STDs, were used
to transmit disease. In addition, to improve diagnostics, the researchers
conducted diagnostic testing of 5,128 subjects** including soldiers, prisoners,
psychiatric patients, children,” leprosy patients,*® and Air Force personnel at
the U.S. base in Guatemala.” This diagnostic testing, which included blood
draws as well as lumbar and cisternal punctures,* continued through 1953.

Most of the information about the experiments in Guatemala available to the
Commission comes from the records Dr. Cutler donated to the University of
Pittsburgh Archives Service Center (the Cutler Documents). The documents
include several final reports on the STD experiments authored in the 1950s
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(see Table 1). Institutional leaders of the PHS, the National Research Council
(NRC), the National Institute of Health, and the Director and Assistant
Director of the VDRL, as well as leading academic scientists encouraged and
supported the work. Research staff for the Guatemala experiments included
leaders and senior medical personnel of the government of Guatemala, for
example, directors of the national Public Health Service Venereal Disease
Section, the national psychiatric hospital, the national orphanage, and the Army
medical department (see Table 2). The records show that these events involved
many officials and researchers in the United States as well as Guatemala. The
records reveal the unconscionable ways in which the researchers sometimes used
people as a mere means to advance what Dr. Cutler sometimes called “pure
science,”® hidden from public scrutiny in the United States.

The history of U.S.-supported experimentation undertaken to advance
medical knowledge and protect national security is complex with evolving
ethical standards and norms.*" Nonetheless, the experiments in Guatemala
starkly reveal that, despite awareness on the part of government officials
and independent medical experts of then existing basic ethical standards
to protect against using individuals as a mere means to serve scientific and
government ends, those standards were violated. The events in Guatemala
serve as a cautionary tale of how the quest for scientific knowledge without
regard to relevant ethical standards can blind researchers to the humanity of
the people they enlist into research.

Arising in response to cases such as these, today’s requirements for the protec-
tion of human subjects in U.S.-funded research are expressed in the medical
ethics literature and through government regulations and international cove-
nants and declarations, all of which share certain standards and principles.
Obtaining informed consent of subjects is a cornerstone ethical requirement.
So too are requirements for minimization of risks, a reasonable balance of
risks and benefits, sound scientific justification, protection of privacy and
confidentiality, and special protections for those who are especially vulner-
able, including minors and those with impaired decision making.?* While
research is sometimes still done with vulnerable populations, using deliberate
exposure and infection, and without informed consent, such studies have to

be carefully justified, reviewed, and approved often with additional protec-
tions added.®
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None of the principles and requirements reflected in the standards noted
above were satisfied in the Guatemala experiments. And several—if not all—
of these principles were known by the researchers in Guatemala at the time.
Their behavior in a similar case—just two years eatlier in the United States—
and contemporaneous correspondence shows understanding of, and disregard
for, generally accepted moral principles such as respect for human dignity in
the course of their work in Guatemala. For these reasons, the Commission
finds that many of the actions of the researchers were morally wrong and the
individual researchers and institutional officials were morally blameworthy.
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In April 1947, New York Times science
editor Waldemar Kaempffert published Drs. Harry Eagle, Harold J. Magnu-
a note describing an intentional exposure | Unitea States Public Health Service,
syphilis prophylaxis (prevention) experi- | and the University of North Carolina
ment in rabbits that offered great promise to | penicilin, injected within a few days
reduce spread of the disease, if only similar | developing. The case holds good for
research could be conducted in humans.?*
The investigators that conducted that experi-
ment, which included colleagues of Dr. John | énizany impossible, it may take years
C. Cutler from the relatively small world of
venereal disease researchers, had shown that

SYPHILIS PREVENTIVE—

gon and Ralph Fleischman of the
the Johns Hopkins School of Hygiene
have discovered that small doses of
after exposure, prevent syphilis from
rabbits, but no tests on human beings
have yet ‘Deen made. To settle the
human issue, quickly it would be nec-
essary to shoot living syphilis germs

into human bodies, just as Dr. Eagle
shot them into rabbits. Since. this is

to gather the information needed.
. W. K.

"

Waldemar Kaempffert. Notes on Science:

penicillin injected Within a few days after Syphilis Preventive. New York Times.

exposure could prevent syphilis infections.

55 April 27,1947.

But, Kaempffert observed, it would be “ethically impossible” to undertake such

research and “shoot living syphilis germs into human bodies.”® Therefore, it

might be years before similar conclusions could be drawn for human beings.?”

Kaempftert’s article was of particular interest to Dr. Cutler and his colleagues,

who had been planning precisely the same type of experiment for months, and

were about to begin doing just what Kaempffert described as being ethically

impossible with prisoners and psychiatric patients in Guatemala.’®

Thomas Parran
From the National Library of Medicine

STDs were long a concern of the U.S.
government. In 1938, U.S. Surgeon
General Thomas Parran testified before
Congress in support of proposed legis-
lation to expand funding for public
health prevention efforts and scientific
research in this field.* “Men and muni-
tions” were needed in the battle against
syphilis and other STDs, such as gonor-
rhea.*’ Dr. Parran sought support for the
PHS to complete “studies, investigations
and demonstrations which are neces-
sary to develop more effective measures
of prevention, treatment and control of
venereal diseases... [so that] science will
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STD TREATMENT OPTIONS

The modern era for the treatment
of syphilis began in 1909 when
Dr. Paul Ehrlich developed
salvarsan, an arsenic-based
compound. Bismuth used in
combination with either mercury
or arsenic-based compounds
became a popular treatment

for syphilis in the early 1920s,
though patients found it
complicated, time consuming,
and even toxic. Arsenical

therapy remained the primary
treatment for syphilis until after
1943 when the effectiveness of
penicillin was demonstrated. In
1938, sulfanilamide became the
first reliable method of curing
gonorrhea. Sulfonamides were
still being used to treat gonorrhea
when the U.S. involvement in the
Second World War began in 1941.

John F. Mahoney
From the Lasker Foundation

give us a much more effective method of

treatment than we now have.”!

Dr. Parran also emphasized the need for more
funds to train the doctors who would man
the front lines against STDs, which posed a
major threat to members of the military, as
well as the general population. Operating
without such funding “would be like sending
a battleship to sea with untrained officers and
crew aboard,” said Dr. Parran.?

New developments in STD treatment and
prophylaxis were overdue. At the begin-
ning of World War II the same system of
chemical prophylaxis had been in use in the
U.S. Army and Navy for about 30 years.*
The procedure required men to begin by
urinating and washing with soap and water.
They then injected a silver proteinate into
their penises to prevent gonorrhea and
rubbed a calomel ointment over their penis
and pubic region to prevent syphilis.**
These methods had been adopted based on
“poorly controlled and relatively uncon-
vincing statistical studies carried out in the
field.”* Speaking of the need to re-evaluate
the regimen of prophylaxis followed by
the armed services, STD expert Dr. John
F. Mahoney, then head of PHS/VDRL in
Staten Island, New York, said, “[t]he preven-
tion of the primary invasion of the male by
the syphilis spirochete, as a means of mini-
mizing the loss of effectiveness which is
incident to established disease, still consti-
tutes one of the most pressing problems of
military medicine.”¢

11
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When World War II began, scientists, physicians, and public health officials
considered the steps needed to address STDs occurring in troops in wartime.
Dr. Joseph Earle Moore, Chairman of the NRC* Subcommittee on
Venereal Diseases, wrote that he expected,
“approximately 350,000 fresh infections
with gonorrhea [in the Armed Forces],
[which] will account for 7,000,000 lost man
days per year, the equivalent of putting out
of action for a full year the entire strength of
two full armored divisions or of ten aircraft
carriers.”® Dr. Moore estimated that the
cost of treating the anticipated infections
would be $34 million (approximately $440

million today, adjusted for inflation).* syphilis and gonorriea

Avoid exposure
Avoid pickups and prostitutes
If expesed, use prophylaxis

established Office of Scientific Research and B kit e 5 osbers oiiow

President Franklin D. Roosevelt’s newly

Development (OSRD) (see Figure 1) and
its Committee on Medical Research (CMR)*® provided STD researchers an
unprecedented opportunity to mobilize federal funds to mitigate these threats.”!
The OSRD served “to initiate and support a research program [to] utilize the
scientific personnel and resources of the nation” and “to aid and coordinate
the research activities carried on by other governmental Departments and
Agencies.” Within the Office, the CMR’s primary charge was to focus on

- — “medical problems affecting

. ﬁ?: 7
W BUY L

national defense.” Through these
new entities, the U.S. government
substantially increased the amount
of money available for medical
research in a short period of time.>*

In addition to chairing the NRC
Subcommittee on Venereal
Diseases (see Figure 2), Dr. Moore
directed the Venereal Disease

Division at Johns Hopkins Univer-
Above and Above Right: Venereal Disease Posters . .
From the National Library of Medicine sity and served as adv1sor to the
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Surgeons General of the U.S. Army, Navy, and PHS on STD control.”> NRC
committees provided initial screening of proposals submitted to the CMR,
which recommended approval or disapproval to Dr. Vannevar Bush, the OSRD
Director.® Later, Moore chaired the 1946 study section that approved the
Guatemala research. Dr. Moore’s comments were made in support of a proposal
to the CMR for a new program of clinical
research to study chemical prophylaxis for
gonorrhea. The study would be carried out
with “human volunteers” and would occur
in a prison. While initially proposed by
university-based researchers, PHS researchers,
including Dr. Cutler, conducted the research

in 1943 and 1944.

Terre Haute Prison Experiments,

1943-1944

The Terre Haute Experiments, which were
done at the U.S. Penitentiary in Terre
Haute, Indiana, provide important compar-
isons and contrasts with the experiments
conducted several years later in Guate-
mala. The Terre Haute experiments were
conducted and supported by many of the
same people involved in the Guatemala
experiments, including Dr. Cutler, Dr. John
E. Mahoney, Dr. Thomas Parran, Dr. Joseph
Earle Moore, and Dr. Cassius J. Van Slyke.
The Terre Haute experiments had the same
goals as the Guatemala experiments (i.e., to

find a suitable STD prophylaxis) and had a

Top: Cassius Van Slyke L. .
From the National Library of Medicine Slmllar Study deslgn.
Bottom: Joseph Moore

From Louis Fabian Bachrach

Planning for the experiments began
in October 1942, when Dr. Charles M. Carpenter, a researcher at the
University of Rochester School of Medicine and Dentistry, contacted Dr.
Moore to ask about possible support for conducting gonorrhea prophylaxis

13
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research in humans following intentional exposure to Neisseria gonorrhoeae,
the bacterium that causes gonorrhea. Dr. Moore forwarded the question to
Dr. A.N. Richards, CMR Chair.”® Dr. Richards promptly responded that
human experimentation was “not only desirable but necessary in the study
of many of the problems of war medicine which confront us.” Dr. Richards
emphasized strict constraints for informed consent:

“When any risks are involved, volunteers only should be utilized as
subjects, and these only after the risks have been fully explained
and after signed statements have been obtained which shall prove
that the volunteer offered his services with full knowledge and
that claims for damages will be waived. An accurate record should

be kept of the terms in which the risks were described.”®

Dr. Moore subsequently organized a meeting of the NRC Subcommittee on
Venereal Diseases,® at which Dr. Carpenter and his fellow researcher Dr.
Alfred M. Cohn, from the New York City Department of Health, discussed
their ideas. The NRC Subcommittee®* agreed that Dr. Moore, as Chairman,
should “attempt to obtain official government backing. ..through the Surgeons
General of the Army, Navy, and Public Health Service, the Committee on
Medical Research, and OSRD.”®?

Dr. Moore succeeded in his efforts. In November and early December 1942,
leaders from the PHS, the Army, and the Navy endorsed the proposal that
Dr. Carpenter had initiated, so long as “volunteers” only were exposed to
infection. Dr. Thomas Parran, PHS Surgeon General, explained his support:

“Because of the great prevalence of gonorrhea and its importance in
the production of noneffective [sic] man-days both in the armed
forces and civilian population, I believe that the human inocula-
tion experiments proposed by Doctor Carpenter are justifiable if
the human subjects are selected on a voluntary basis.”**

Colonel John A. Rogers, Executive Officer of the U.S. Army Medical Corps
agreed “that the National Research Council [should] undertake an investiga-
tion in search of an effective prophylaxis and improved treatment for gonorrheal
infections, using selected human volunteers.”® “Any progress in this field,” he
explained, “will have a direct bearing on the conservation of manpower engaged
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in war work of any character and it is hoped it will be possible for the [National
Research] Council to undertake such an investigation.” The Surgeon General
of the U.S. Navy, Dr. Ross T. Mclntire, also concurred, emphasizing that “the
incidence of gonorrhea in the armed forces and the lost manpower resulting there-
from constitutes a problem of major military importance.”® Consequently, he
observed, “[tlhe crucial experiment in the development of new prophylactic agents
against gonorrhea lies in the experimental inoculation of human volunteers.””

Dr. Moore’s Subcommittee on Venereal Diseases, this time with CMR head
Dr. A.N. Richards,®® met again in early December 1942.% It approved the
proposal and recommended that Moore organize a conference with members
he selected to further specify details of the experiment and the accompa-
nying risks.”® Dr. Richards urged Dr. Moore to convene the conference group
“immediately.””!

Dr. Moore’s conference group met promptly at the end of December to
formulate specific plans.” Its proposal included a detailed research protocol, a
clear set of goals, and a participant waiver form that outlined the procedures
and the risks associated with the experiments.” The project would “study the
effectiveness of two types of prophylaxis against gonorrhea: (1) the protective
action of sulfonamide compounds taken by mouth before exposure to the
disease, and (2) the prophylactic action of chemical agents applied locally to

the genital tract after exposure to the disease.””

Consistent with the opinions of the Surgeons General, Dr. Carpenter stated
that “[o]nly volunteers are acceptable.”” The proposed waiver form explicitly
described the procedures involved and risks associated with the experiment.”
It used colloquial terms (“clap,” “strain,” and “running ranges”) for gonor-
rhea in addition to medical language, and stated that individuals would be
exposed to infection by “applying the germ to the end of the penis.””” The
form included an explanation of risks, including the fact that not all subjects
would respond to “modern treatment methods” and that complications could
arise from being treated with older methods. It also detailed the side effects
of the “modern treatment.””® According to the form, an inmate had to waive
liability and the officer in charge had to give permission before the inmate
could volunteer for the experiment.”

15
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The issue of the ethical and legal permissibility of intentionally exposing
humans to STDs remained unsettled. Dr. O.H. Perry Pepper, Chairman
of the NRC Committee on Medicine,®” asked members about the experi-
ment. Dr. James E. Paullin, President of the American Medical Association®
and one of the committee members, argued that eventually the details of the
experiment would “fall in the hands of a very unscrupulous lawyer” and the
waivers signed by the subjects would not constitute sufficient legal protec-
tion for those involved.®? As a result, he voted not to approve the experiment,
despite the fact that he supported its scientific value. Another member that
endorsed the scientific merit of the experiments, Dr. Arthur Bloomfield, ques-
tioned “the public relations” aspect of the research.®

With NRC members raising doubts about the work, Dr. Moore met in
January 1943 with another group that included CMR head Richards and
OSRD attorney James B. Donovan.?% At that conference, Dr. Richards
reported that he had discussed the matter with Dr. Vannevar Bush, OSRD
Director, who also questioned the legality of the experiments and the poten-
tial for adverse public reaction.®® Among other issues, New York State law
constraints raised concerns about the original plan to proceed in a state
prison.®® Donovan suggested the possibility of using federal prisoners, Army
prisoners, or conscientious objectors as an alternative.?” The group agreed that
if OSRD approved the experiments on scientific grounds, it would contact the
U.S. Solicitor General to seek additional legal advice.®®

With the groundwork thus laid, Dr. Moore’s subcommittee finalized a
proposal for OSRD in February 1943. The proposal emphasized the impor-
tance of the research to the war effort and outlined the prophylactic methods
then used in the U.S. Armed Forces.®?” The subcommittee noted that the
chemical prophylaxis administered at the time was highly unsatisfactory
for the men®® because it was “embarrassing, revelatory to fellow soldiers and
sailors, mildly uncomfortable, time-consuming, and messy.”!

The subcommittee recommended that the experiments be conducted in men
in state prisons and city jails for several reasons.”” First, they were isolated
from women. The subcommittee emphasized that the volunteers needed to
live “under conditions which prevent sexual intercourse for approximately
6 months.” In addition, prisoners would be under medical supervision for
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the required time period.”* The subcommittee speculated that prisoners also
wanted to help win the war and so would participate out of patriotism.”
The prison environment also provided readily available medical facilities.”®
Finally, the subcommittee observed that because many prisoners had previ-
ously contracted gonorrhea, they might be less concerned about the risks
associated with the experiment.””

In describing the subcommittee’s proposal, Dr. Moore explained that the
group rejected other potential populations for several reasons.”® Both soldiers
and people living in psychiatric institutions were considered unacceptable
experimental populations. According to the subcommittee, military personnel
could not be used because they could not be subjected to sexual isolation, and
the U.S. Armed Forces would not want military personnel to take time from
training or combat in order to participate in the experiment.”” Individuals
housed in psychiatric institutions were also deemed unacceptable. Dr. Moore
explained: “[tJhis population group has never been seriously considered, since
it is clearly undesirable to subject to any experimental procedure persons inca-

pable of providing voluntary consent.”*

The subcommittee asked CMR to address two issues about the experiments:
(1) “legality” and (2) “expediency,” which seems to have been a reference to
potentially adverse public opinion.'®" Despite these questions, Moore relayed
the subcommittee’s view that stated that the experiment was legal, despite
some potentially contrary state statutes,'”* and that public opinion would likely
be on the side of “any sound scientific proposal” combating STDs.'® It also
noted that an experiment involving infected men and non-infected commercial
sex workers had been reported in 1939 both in the popular press (by journalist
Paul de Kruif) and in the Journal of the Oklahoma State Medical Association,'**
without ensuing public outcry.’® In that experiment, commercial sex workers
who were not infected with gonorrhea were given a pre-exposure prophylaxis
and then had sexual intercourse with men infected with gonorrhea (at the
request of the researchers—the experiment was not purely observational).'*®
The subcommittee recommended that the CMR approve the proposal.’””

Later that month, OSRD investigated the legality of the experiments. Dr.
Bush contacted Assistant Solicitor General Oscar Cox, who discussed the
matter with Attorney General Francis Biddle.'”® Cox and Biddle agreed that:

17
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“The problem is not a legal one, but political in nature. There should
be no question of the legality of the experiments, in the absence of
specific provisions of law to the contrary. While the experiments
might be held to be technical violations of law in a particular juris-

diction, any criminal prosecution should be easily defended.”®

Cox furthermore dismissed the political risks; he argued that the experiments

should not be hampered by such criticism in a “time of war.”'"°

A little more than two weeks after submitting the NRC subcommittee
proposal to OSRD, Dr. Moore contacted James Bennett, Director of the
Bureau of Prisons, because Dr. Bush favored the use of federal, rather than
state, prisoners in the experiment.""! After receiving Dr. Moore’s “detailed
statement of the proposed plan of procedure,”"'? Bennett endorsed the
proposal with a few conditions."? Researchers should not promise pardons or

commutations of sentences as an incentive to volunteer,'™

though he agreed
that the parole board would probably consider their involvement in the
research when the inmates were eligible for parole.® The volunteers could be
paid $100 each for participation,'® but Bennett questioned the effect of some
receiving these benefits on prisoners not selected for participation. He told Dr.
Moore to conduct the experiments in secret “to protect the general morale of

the several [prison] institutions.”""”

With the Bureau of Prisons on board, the leadership of the National Academy
of Sciences (NAS) and NRC, its operating agency, responded to questioning
from Dr. Bush about the legality and ethics of the experiment. In March
1943, Dr. Frank B. Jewett, NAS President and head of Bell Telephone Labo-
ratories, and Dr. Ross G. Harrison, NRC Chairman and Professor Emeritus
at Yale University, wrote to Dr. Bush, who had asked the scientists “whether
the Academy and Council, having considered the possibility of public reac-
tion, are willing to encounter the risk in view of the results attainable.”"
Drs. Jewett and Harrison declined to speak for either NAS or NRC, but

they offered Dr. Bush their “personal opinions in [their] official capacities.”"
With that qualification, both men endorsed the experiments, noting that
attitudes toward STDs had become more progressive and that the public
had an interest in protecting men in the armed services.'*® These facts, they
suggested, could help explain the experiment if questions about intentionally

infecting prisoners were raised later.'*!
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With collective support from the highest echelons of the nation’s medical
establishment, and with the concurrence of the Attorney General, Dr. Bush
approved the experiment in early March.'?* Only four federal prisons had
appropriate medical facilities.'?® The federal penitentiaries in Terre Haute,
Atlanta, New York State, and Leavenworth were all considered, but Terre
Haute had the best medical facilities.?* Dr. Parran had already identified the
high-quality medical facilities available as one of the benefits of conducting

125

the experiment in a federal prison,'” and Terre Haute offered the best option

for capitalizing on that benefit.

Dr. Bush directed that PHS conduct the experiment rather than the univer-
sity-based research team of Drs. Carpenter and Cohn.'?® Where previously
the PHS role was limited, like that of the U.S. Army and Navy, to simply
endorsing the scientific merit and opining on ethical and legal limitations
of Moore’s NRC proposal and the university-based research, it now became
the lead for the work. In April 1943, Dr. R.A. Vonderlehr, a PHS Assistant
Surgeon General, wrote to Dr. Moore regarding PHS’s new role.'”” A PHS
investigator leading the experiments would also assure support from the
Bureau of Prisons. He explained:

“Mr. James Bennett of the Bureau of Prisons has lost interest in the
proposed project...Mr. Bennett thinks a great deal of the Public
Health Service and if we assure him that the investigation will be
done by regular officers in our Service I believe he will show much
more interest than he has evinced in recent weeks.”'?8

Within PHS, responsibility for conducting the research fell to the VDRL. The
VDRL arose in 1927 under the PHS Venereal Disease Division, led by Dr.
Thomas Parran, who later became the Surgeon General."® A small laboratory
was set up within the U.S. Marine Hospital in Staten Island, New York, that
conducted laboratory experiments for the purpose of studying methods of
treating syphilis, and gonorrhea.”® Clinical studies were also undertaken
with the cooperation of the hospital staff."’!

Dr. John E. Mahoney led the laboratory, with Dr. Cassius J. Van Slyke serving as
the Associate Director.'”* Dr. Mahoney, a 1914 graduate of Marquette Univer-
sity School of Medicine, had joined PHS in 1917 as a scientific assistant.'® In
1918, he was commissioned as an Assistant Surgeon in the PHS Commissioned

19



“ETHICALLY IMPOSSIBLE” STD Research in Guatemala from 1946-1948

Corps.’® Dr. Mahoney
was assigned to the Staten
Island Marine Hospital and
became director of VDRL
in 1929.1%

Dr. Van Slyke, a 1928 grad-
uate of the University of
Minnesota medical school,
joined the VDRL at Staten
Island in 1936, after eight
years of practicing general medicine. He served in Staten Island until August
1944, when he moved to be the Assistant Chief of the PHS Venereal Disease
Division in Washington, D.C.

Staten Island Marine Hospital From the National Library of Medicine

Dr. Mahoney submitted a formal proposal to OSRD/CMR in June 1943.13¢
Dr. Mahoney’s proposal indicates that OSRD and PHS split the costs of the

experiments.'?’

The budget requested for the first year of the experiment was
$45,200,"® which included salary support for one physician and two bacte-
riologists in addition to “two medical officers and one bacteriologist to be

assigned” from the PHS.'®
Implementing the Experiments

Work at Terre Haute began in September 1943 under Dr. Mahoney’s leader-
ship in Staten Island, and his young associate, Dr. Cutler, at the prison.'*
Dr. Cutler, age 28, was relatively new to PHS, having joined in 1942, the
year after his graduation from Western Reserve University Medical School
in Cleveland."" After serving a year as a medical officer with the U.S. Coast
Guard, Dr. Cutler moved to the VDRL in Staten Island in early 1943."%2 Dr.
Henrik Blum, another junior PHS officer assigned to the VDRL, went with

Dr. Cutler to Terre Haute to help conduct the experiments.'*?

The investigators required that participants be at least 21 years old and
provide “[a]ssurance that the volunteer possessed a thorough understanding
of the purpose underlying the study and the possible risks involved.”"** At
the conclusion of the experiments, participants received $100, a certificate of
merit, and a letter of commendation to the parole board." The documents
do not indicate whether the prisoners were told ahead of time that they would
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receive a letter of commendation for the parole board, but Bennett’s disap-

proval of such inducements suggests they were not.'4

In total, 241 prisoners participated in the experiments, which ended in
1944."7 The first stage of the experiment required the investigators to develop
a consistent technique for producing gonorrhea in subjects. Dr. Mahoney,
Dr. Cutler, and their staff began efforts to infect subjects through artificial
exposure in October 1943, a year after Dr. Carpenter first proposed the work
to Dr. Moore."® All subjects were inoculated with bacteria deposited into the
end of the penis.’” The researchers tried a variety of strains and concentra-
tions of gonorrhea.”® At least some of the strains were gathered from local
commercial sex workers who were examined by Dr. Blum after they had been
arrested in Terre Haute by local police.”!

Five months after beginning work to intentionally induce gonorrhea infec-
tion, the researchers faced serious challenges. Dr. Mahoney, as project leader,
reported to Dr. Moore’s NRC subcommittee, which retained at least indirect,
if not direct, oversight responsibility for the work."* He explained that the
researchers were unable to consistently produce infection in the prison volun-
teers and opined that further research was not likely to succeed.’® He asked
whether the experiments should be discontinued, and if not, whether they
should be recalibrated to focus on other issues.”*

Despite Dr. Mahoney’s concerns, the NRC subcommittee favored continuing
the experiments. At its February 1944 meeting, the group concluded:

“The opportunity for a study of experimental gonococcal infection
in human volunteers and its relationship to the chemical prophy-
laxis of gonorrhea has never previously arisen on the present scale
and with the termination of this experiment is unlikely to arise

again unless under the impetus of a future war.”'>

With the exigency of war, and after a year and a half of intense effort, the
scientific establishment represented at NRC directed Dr. Mahoney and PHS
to continue the work. Under Dr. Mahoney’s guidance, Dr. Cutler set about
finding a reliable method to infect the prisoners. Results continued to be poor.
A conference group convened again, this time in Terre Haute, in April 1944,
to “review all circumstances in connection with the study of prophylaxis in
gonorrhea...in progress in the Terre Haute institution.”® The attendees"” of
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the conference agreed that the investigators should try one more approach,
involving particular “colony types” of gonorrhea, and decided that if that
did not work it was probably time to discontinue the study.”® Each infection
method yielded unsatisfactory results.

In June 1944, Dr. Mahoney reported to Dr. Moore’s subcommittee that he
would not be continuing the work." Describing his feelings about this deci-
sion later, Dr. Cutler referred to what a “blow” it had been “to discontinue the
Terre Haute project.”**® The experiments ended a month later in July 1944,
10 months after they began. Dr. Mahoney attributed this decision to the
inability to reliably induce infection. In his final report, he concluded: “In
spite of the use of different strains of Neisseria gonorrhea, modifications in
methods of cultivating the organism and of inoculation, it was found impos-
sible to infect with a degree of regularity which would be required in the

testing of prophylactic agents.”®!

A draft of a history of the OSRD, written in 1946, explains, “[e]fforts were
made to produce experimental gonorrhea in these volunteers by almost every
conceivable expedient except by the intraurethral inoculation of pus taken directly
from the cervix or urethra of infected females or by the natural method of infec-
tion — sexual intercourse” (emphasis added).’*> OSRD’s document includes no
comment on whether the “natural method of infection,” which was pursued
in Guatemala in 1947, would be an appropriate next step. But it did observe
that the scientific questions pursued in Terre Haute remained unanswered.
“It is still unknown,” the document states, “whether any prophylactic agent,
including the silver proteinate the armed forces have used for thirty-five years,

[has] any value in the prevention of this disease.”'®

Drs. Mahoney, Van Slyke, Cutler, and Blum published the results of the
experiments in the American Journal of Syphilis and Gonorrhea in January
1946, around the same time that plans for work in Guatemala were devel-
oping.'* The researchers concluded that “[n]one of the exposure techniques
employed proved capable of producing disease with a consistency considered
to be adequate for a study of experimental prophylaxis.”® They did, however,
note “the most effective method of conveying infection to volunteers was...
the direct transference of secretions from the infected patient to the urethra
of normal volunteers.”’*® They also observed “a significantly lower rate of
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experimental infections in those patients with a history of previous gonor-

rheal infection.”'¢

The experiments in Terre Haute presaged the work in Guatemala in a number
of ways. They demonstrated how military and science leaders actively sought
improved methods to combat STDs and their willingness to endorse experi-
ments using human volunteers to improve STD prophylaxis.'®® They also
provided a scientific impetus for the experiments in Guatemala; the inability
to develop a reliable method for gonorrheal infection in Terre Haute left
the researchers unable to address their primary research goal, more effective
prophylaxis, and wondering about alternative infection strategies. The inves-
tigators and reviewing committee viewed the Terre Haute experiments as a
rare opportunity, and both Dr. Cutler and Dr. Mahoney viewed the work as
unfinished. The chance to do additional experiments in Guatemala presented
an unexpected and welcome opportunity.

The Terre Haute research offered an important precedent for exploring and
applying ethical constraints related to individual consent. These consider-
ations did not constrain the later research in Guatemala. Conducting the
experiments in Guatemala provided an opportunity to work with reduced
concern for some of the key obstacles associated with the Terre Haute experi-
ments: fear of adverse legal consequences and bad publicity.'®

Developments in the Science
and Prevention of Sexually
Transmitted Diseases

In June 1943, as he submitted plans for the
Terre Haute experiments to OSRD/CMR,
VDRL chief Dr. John Mahoney began
studying the effects of penicillin on syphilis
in human subjects.””® Through a limited four-
person human trial with colleagues Drs. R.C.
Arnold and Ad Harris, both of whom worked
at the VDRL, the researchers showed that
eight days of penicillin use caused “a more or

Richard C. Arnold . . »
From the National Library of Medicine less rapid and complete disappearance” of the
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disease.'”! The conventional arsenic therapy generally required 18 months to
complete and had many unpredictable side effects.'”*

As Dr. Cutler was beginning research in Terre Haute in October 1943, Dr.
Mahoney announced these results to a “jam-packed session” at the Amer-
ican Public Health Association’s annual meeting. The initial results were so
promising that one researcher called the work “probably the most significant
paper ever presented in the medical field.”"”® Dr. Mahoney, in collaboration
with Dr. Moore and several others comprising the newly established NRC
Penicillin Panel, quickly began a much larger clinical trial involving 1,400
174 Eight months later, in June 1944, the U.S. Army adopted peni-
cillin as its standard treatment for syphilis.””> In September 1944, Drs. Moore

subjects.

and Mahoney and their colleagues published results for the larger trial that
confirmed their earlier findings."”¢

Despite this success, many questions remained. Researchers wondered
whether penicillin therapy left subjects immune to further infection or at risk

of re-infection with the same or a different strain of the disease.'””

Uncertainty
lingered too about penicillin’s long-term effectiveness. Blood tests showed that
penicillin eliminated syphilis spirochetes (a type of bacterium) in the short

term, but could not confirm whether the disease disappeared entirely.'”®

Researchers and policy makers alike were also seeking to improve methods
to prevent syphilis with post-exposure prophylaxis. Describing these facts in
his 1955 “Final Syphilis Report,” Dr. Cutler reported that Drs. Mahoney
and Arnold felt that a prophylaxis consisting of a simple orvus-mapharsen
wash might meet with more acceptance than the calomel ointment, which
at the time was routinely prescribed. Animal studies conducted in the labo-
ratory repeatedly showed orvus-mapharsen’s effectiveness.””® Furthermore,
Drs. Arnold, Cutler, and another researcher, Dr. Sacha Levitan, a PHS Senior
Surgeon, conducted “small scale studies” of the orvus-mapharsen solution
on “ships where relatively high rate [sic] of venereal infection was expected
among the crews.”®® But these results were inconclusive.' Consequently, Dr.
Cutler later reported, they felt that small controlled experiments on indi-
viduals “exposed to a high risk of infection” were required to determine if

orvus-mapharsen could be effective, “particularly in the Armed Services.”'®*
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STD PROPHYLAXIS OPTIONS

Orvus-mapharsen: a substance
made up of 1 percent orvus
[alkyl aryl sulfate] and 0.15
percent mapharsen in aqueous
solution and was supposed

to be applied after sexual

intercourse to prevent infection.

Calomel: a substance used by
the U.S. Army and Navy as a
post-exposure prophylaxis for
syphilis.

Silver proteinate: the active
ingredient in one of the post-
exposure prophylaxis regimens
used for gonorrhea.

Similarly, as Dr. Cutler wrote in his 1952
Experimental Studies in Gonorrhea report,
Drs. Mahoney and Arnold hoped that
the orvus-mapharsen prophylaxis would
also prove effective for gonorrhea.’®® Post-
exposure prophylaxis regimens to prevent
gonorrhea during WW!II involved a solution
of silver proteinate injected directly into
the urethra that, like the calomel solution
for syphilis prophylaxis, did not appeal
to servicemen.'®® Furthermore, animal
testing was unhelpful because gonorrhea
produced in a rabbit’s eye or chick embryo
lacked appropriate comparability to the
male urethra. Drs. Mahoney and Arnold,
Dr. Cutler said, wanted to test orvus-
mapharsen’s effectiveness in man.' Dr.
Cutler later explained that a large-scale field

study of orvus-mapharsen would have included many men and a long period

of observation, and therefore a carefully controlled study in a small group was

deemed advisable.'®® The VDRL found an opportunity to undertake this work

in 1946 in Guatemala.
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This section contains graphic medical descriptions of artificially inoculating humans
with STDs. It may not be appropriate for all readers. This information has been
included for completeness of the historical record.

Initial Experiment Design

The Terre Haute experiments had shown the difficulty of reliably producing
infection, at least for gonorrhea, through artificial inoculation. Dr. Mahoney
later observed in the journal of Venereal Disease Information (July 1947) that
undertaking research in Guatemala offered new opportunities unavailable in
the United States:

“It has been considered impractical to work out, under postwar
conditions in the United States, the solution of certain phases
concerned with the prevention and treatment of syphilis. These
problems are largely concerned with the development of an effec-
tive prophylactic agent for both gonorrhea and syphilis and the
prolonged observation of patients treated with penicillin for early
syphilis. Because of the relatively fixed character of the population
and because of the highly cooperative attitude of the officials, both
civil and military, an experimental laboratory in Guatemala City

has been established...”%”

Dr. Cutler, who was 31 years old when he
traveled to Guatemala to lead the work in
August 1946, emphasized the scientific merit
of working where “normal exposure” could
be easily replicated.’® Dr. Cutler wrote later
that the idea for the research in Guatemala
originated with Dr. Juan Funes, a Guatemalan
physician who worked as a one-year fellow with
Drs. Mahoney, Arnold, and Cutler at the VDRL
in Staten Island in 1945.' In Guatemala,

the legality of commercial sex work and the

. John C. Cutler
requirement for sex workers to undergo health  From the National Library of Medicine

inspection at medical clinics, the main one of which was supervised by Dr.
Funes, presented “the possibility of carrying out carefully controlled studies
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there.”"? The researchers decided to study orvus-mapharsen prophylaxis (an
aqueous solution made up of 1-percent orvus [alkyl aryl sulfate] and 0.15-
percent mapharsen that was supposed to be applied after sexual intercourse
to prevent infection)'! in cooperation with the Guatemalan Venereal Disease
Control Department (which Dr. Funes directed) and the Penitenciaria
Central (Penitentiary) “where exposure of volunteers to infected prostitutes
would provide the testing opportunities.””** Following prisoners, a contained
and restricted population, after they had sexual intercourse with commercial
sex workers known to be infected with STDs, promised to establish a “rapid
and unequivocal answer as to the value of various prophylactic techniques”

through the preferred technique of “normal exposure.”"?

Other factors may have also influenced the decision to locate the research
in Guatemala. The pre-existing relationship between the United States and
Guatemala included aid for the provision of medical services and development
of public health services. The Office of Inter-American Affairs, which brought
fellows like Dr. Funes to the United States to study, and its predecessor, the
Office of the Coordinator of Inter-American Affairs,"* supported construc-
tion of a 300-bed general hospital in Guatemala City in 1944."° In addition,
the presence of other U.S. medical researchers working in Guatemala ensured
that the researchers would not be alone in their efforts.

With Guatemala identified as a research location, the VDRL needed a way
to pay for the research. During the war, OSRD and CMR had served to
coordinate and fund an expanded system to support scientific and biomedical
research.”® As these war-time activities began winding down, federal
policymakers, spurred in part by Surgeon General Thomas Parran and NIH
Director R.E. Dyer, shifted authority to PHS and NIH, whose Congressional
mandates changed considerably in 1944"7 (see Figure 3.) The enactment of the
Public Health Service Act, on July 1, 1944, created a PHS grant system under
the Surgeon General and authorized the National Advisory Health Council
(NAHC) (see Figure 4) to recommend projects to be funded."® The NAHC
was a longstanding government committee of federal and nonfederal scientific
advisors established in 1902 as the Advisory Board for the Hygienic Laboratory
of the Public Health Service," the precursor to the NIH.>*
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NAHC had served since at least 1930 to advise the government on both field
and laboratory research activities of the PHS.?*" In September 1944, CMR
accepted a proposal by NIH Director Dyer to transfer control of CMR and
its NRC reviewing committees to PHS.?* In 1945, OSRD medical research
contracts began transferring to the PHS grant system.?”> A new system for
federally funded biomedical research emerged, housed at NIH, in which
OSRD contracts were converted into PHS grants.?** The Assistant Chief of
the Venereal Disease Division, and former VDRL Associate Director, Dr.
Cassius J. Van Slyke, became chief of the new NIH Research Grants Office.

PHS leadership established a dual-review structure for evaluating funding
applications, borrowed in part from the war-time structure of OSRD/CMR
and its advisory NRC committees.?*® Study sections (serving a similar func-
tion as the NRC committees), composed of independent, usually civilian,
peer scientists and representatives from the Army, Navy, Veterans Administra-
tion, and PHS, made recommendations about the applications’ scientific merit
and an advisory council, also comprised of independent scientists, considered
policy implications in addition to evaluating questions of scientific merit.?"”
The Surgeon General made final funding decisions.?%®

The first study section
established under this
new structure was the
Syphilis Study Section
(see Figure 5), formerly
the Penicillin Panel of
the NRC Subcommittee
on Venereal Diseases

and renamed by Dr.
Parran in December

Syphilis Study Section, 1947
From the National Institutes of Health, 1945 .2 99 It be gan work

Department of Health and Human Services

in early 1946 and
reviewed the proposal for research in Guatemala as one of 30 projects consid-
ered at its first meeting on February 7-8, 1946.2"° Dr. Joseph Moore, from
Johns Hopkins University and chair of the NRC Subcommittee on Venereal
Diseases, chaired the group, which included 11 other members.
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They were:

Dr. David E. Price, U.S. PHS Venereal Disease Division;

Dr. Harry Eagle, U.S. PHS Hospital in Baltimore and the

Venereal Disease Research Laboratory at Johns Hopkins University;
Dr. John R. Heller, chief of the PHS Venereal Disease Division and
Dr. Van Slyke’s most recent former supervisor;

Dr. John F. Mahoney, who continued to direct the VRDL

in Staten Island;*"!

Dr. Lowell J. Reed, Johns Hopkins University;

Dr. John H. Stokes, University of Pennsylvania;

Dr. Harry C. Solomon, Harvard University;

Dr. Thomas B. Turner, Johns Hopkins University;

Major L.N. Altshuler, U.S. Army;

Cdr. George W. Mast, U.S. Navy; and

Dr. Bascom Johnson, Veterans Administration.?'?

The study section approved the proposal for “the Guatemala study dealing
with the experimental transmission of syphilis to human volunteers and
improved methods of prophylaxis,”*? and recommended it to the NAHC
for funding.* On March 8-9, 1946, PHS Deputy Surgeon General Warren
Draper presided over the NAHC meeting that recommended funding the
proposal.?® Funded shortly thereafter as “Research Grant No. 65 (RG-65)”
for “a grant to the Pan American Sanitary Bureau for investigation into
venereal disease to be held in Guatemala,” the funding recommendation
of $110,450 “was different from others in that funds were provided by the
Venereal Disease Division with mechanics of processing to be handled by
the [NTH] Research Grants Office.” #'¢ In other words, the funding for this
research came not from general NIH Research Grants Office monies but
specifically from VDRL funds.?"”

Following the NAHC meeting, Surgeon General Thomas Parran approved
the grant, and the funds were transferred to the PASB, which started work
in Guatemala in April 1946 (see Table 3).2'® Construction began on a new
“Venereal Disease Research Laboratory” to support the work.?”? Dr. Cutler
arrived in August 1946.%*° Dr. Joseph Spoto, Assistant Chief of the Venereal
Disease Division, also on assignment to PASB for research,?*! met him on
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arrival and briefed him on the construction efforts to date.??? Dr. Spoto also
introduced Dr. Cutler to many Guatemalan officials who would facilitate
the work.??® The two met with officials at Guatemala’s Direccién General de
Sanidad Publica (Ministry of Public Health), as well as with the “chiefs” of
the Ejército Nacional de la Revolucién (National Army of the Revolution)
(Guatemalan Army).??* Dr. Cutler also met with the Minister in charge of the
Penitentiary and reported that “[a]ll of those concerned” at the Penitentiary
were indeed “very anxious” for the research to begin.?* Additional PHS staff
soon joined Dr. Cutler in Guatemala, including Dr. Sacha Levitan, a Senior
Surgeon who served as the Assistant Director of the Guatemala project, Dr.
Elliot Harlow, an Assistant Surgeon, Joseph Portnoy, a serologist, and Alice
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Walker and Virginia Lee Harding, bacteriologists.

To facilitate the work, PASB officials signed agreements for “cooperative working
arrangements”>?” with the Ministers of Health, War, and “Gobernacién” [Inte-
rior] under whose jurisdiction the Penitenciaria Central (the Penitentiary)
fell.>*® According to Dr. Cutler, these agreements gave the researchers authority
to work with officials and institutions across the Guatemalan government,
including “the medical and other authorities of the public health service rapid
treatment center for venereal diseases, in the governmental hospitals, with
medical installations and officers of the military, with institutions caring for
the orphans and the insane, and with the penal system.”*?* Writing in 1955, Dr.
Cutler explained that many different activities were contemplated, including:
assessing the prevalence of STDs in the country; developing an improved
system of STD control through personnel training; establishing prophylactic,
diagnostic, and treatment facilities; investigating and refining diagnosis and
treatment; and prophylactic experiments.*° The researchers were to train local
personnel to take over the new PASB VDRL-constructed research laboratory as
a Guatemalan government facility in the future.”'

Treatment Programs and Goodwill Efforts

After Dr. Cutler met with leaders of the Guatemalan Army in August, they
asked the researchers to set up a “treatment program” for the Hospital Militar
(Military Hospital).?** With the support of Dr. Spoto, in whom Dr. Mahoney
vested great confidence,?? and Dr. Funes, the former VDRL fellow, Dr.
Cutler argued to Dr. Mahoney that treatment programs should start in order
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to earn “complete cooperation” for the future inoculation work.?** While Dr.
Mahoney expressed some doubts, both Drs. Cutler and Spoto were anxious to
provide a treatment program to the Guatemalan Army.** The program began
and, eventually, approximately 309 soldiers received some form of STD treat-
ment, such as penicillin or salvarsan. Of these 309, 242 were soldiers whom
the researchers intentionally exposed to infection during the STD experi-
ments at one point or another.?*

In October, Dr. Mahoney wrote to Dr. Cutler:

“Your show is already attracting rather wide and favorable attention
up here. We are frequently asked as to the progress of your work.
Doctor T.B. Turner of Johns Hopkins wants us to check on the
pathogenicity in man of the rabbit spirochete; Doctor Neurath of
Duke would like to have us follow patients with his verification
procedure; [Surgeon General] Doctor Parran and probably Doctor
Moore might drop in for a visit after the first of the year.””

While supervisors and colleagues in the United States were awaiting oppor-
tunities to do additional research, Dr. Cutler was continuing to develop
relations with the Guatemalan authorities. In November, Dr. Cutler asked
Dr. Mahoney to provide the Guatemalan Army with penicillin, which was in
short supply, for its own needs on a reimbursable basis. Dr. Mahoney rejected
this request, warning against “entering into a too comprehensive program
which may involve the use of more of the drug than we are able to procure.”*®
Dr. Cutler agreed and promised to use the penicillin sparingly so as to leave it
available for “demonstration programs and to build goodwill.”**

TREATMENT DURING DIAGNOSTIC TESTING

The researchers conducted diagnostic testing for syphilis, gonorrhea, and chancroid
among 5,128 subjects including sex workers, soldiers, prisoners, orphans, schoolchildren,
leprosarium patients, and U.S. servicemen.

Out of the subjects involved in the Guatemala experiments, the researchers provided
some form of STD treatment for 820 of them. While some of the subjects involved in

the diagnostic testing were also involved in the intentional exposure experiments, at least
142 subjects who were not exposed to an STD by the researchers were given some form
of treatment.
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By December, Dr. Constantino Alvarez B., Division Chief at the Guate-
malan Ministry of Health, requested that Dr. Cutler “inform us in great
detail of the penicillin treatment for syphilis; given that many chief physi-
cians of the departmental health units have been directing their enquiries
for more information to this Division.”*** Dr. Cutler replied with a “general
treatment plan for each syphilis stage” in which penicillin had been shown
to be “truly valuable.””*! Dr. Carlos E. Tejeda, Chief of the Guatemalan
Army Medlcal Department later wrote a letter to Dr. Cutler in June 1947
: “beseeching you to draw
up an Emergency Venereal
Disease Prophylaxis Plan
for [the Military Medical
Department], which
would be implemented
in the National Army as
soon as possible.”*? Dr.
Cutler complied with a
“Prophylactic Plan for the

Guatemalan Army,” which
Dr. Cutler lecturing the First Convention of Military Doctors in July 1947 included an educational
From the Diario de Centro America .
program; a prophylactic
program of condoms, silver proteinate solution, and ointment; and methods
for implementation of the prophylactic program.?** In July, an article of Dr.
Cutler lecturing the First Convention of Military Doctors on the “prophy-
lactic venerological emergency plan for the Army of the Revolution” appeared

in one of the local papers.?#

In the Penitentiary, Dr. Cutler reported that “ready acceptance of our group”
followed from the establishment of diagnostic and treatment programs (“a
program of care for venereal disease which they have lacked in the past”).?®
The treatment program, he said in January 1947, was “worthwhile” and “fully

justified” to promote the prophylaxis experiments.?%¢

While Dr. Cutler planned to start a “program of prophylaxis for all contacts
that took place at the penitentiary,” he suggested to Dr. Mahoney that
they would only “use placebo.” The intent of the placebo program was to
“accustom[] the inmates to the use of prophylaxis so there will be no difficulty
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in carrying on with our own compound [orvus-mapharsen] at the proper
time.”?” While further specifics of the Penitentiary program are unclear,
records show that 139 prisoners received some form of treatment for an STD.
Of these, 92 were prisoners whom the researchers intentionally exposed.?#®
Later, when Dr. Cutler departed from Guatemala in 1948, the Director of
Medical Services for the Penitentiary, Dr. Roberto Robles Chinchilla, wrote
to give Dr. Cutler “our everlasting gratitude which will remain for ever [sic] in
our hearts, because of your noble and gentlemanly way with which you have
alleviated the sufferings of the guards and prisoners of this penitentiary.”**

While Dr. Cutler did not discuss the treatment program in the Asilo de Alien-
ados (Psychiatric Hospital) in his final reports, records show that the researchers
treated a total of 334 psychiatric subjects for an STD. Of them, 328 were
subjects whom the researchers intentionally exposed at one point or another.?°

The researchers fostered goodwill and cooperation in other ways as well. In
January 1947, Dr. Cutler arranged for serology testing supplies to be sent from
the VDRL on Staten Island to the Ministry of Public Health in Guatemala."
The researchers also provided training for Guatemalan laboratory personnel and
established collaborative and mutually beneficial professional relationships with
many Guatemalan medical personnel. Among these, the researchers developed
a particularly close rapport with Dr. Carlos E. Tejeda, Colonel and Chief of
the Guatemalan Army Medical Department. Dr. Tejeda visited Dr. Mahoney
on Staten Island in October 1946, shortly after Dr. Cutler arrived, and later
worked with the researchers on all three of the inoculation experiments.** After
Dr. Tejeda’s visit to New York, Dr. Cutler confided to Dr. Mahoney that Dr.
Tejeda “appreciated [Dr. Mahoney’s] attention” and was “very much interested
in our study.”*? Consequently, the researchers were “counting on real coop-
eration from the [Guatemalan] Army.”?* When Dr. Tejeda’s wife fell ill that
autumn, Dr. Cutler relayed his and Dr. Spoto’s opinion that “it [would] be a
very good move” for PHS to supply Dr. Tejeda with the scarce medication his
wife needed, which they did, “although it did arrive too late.”**

In addition, in the Psychiatric Hospital, the researchers developed a close
relationship with the director, Dr. Carlos Salvado. He later received an offer
to work as a fellow in the United States, and also became a paid employee
of the Venereal Disease Division to facilitate “continuing observations” of
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the experimental subjects.?® Dr. Hector Aragon,
the director of the Hospicio Nacional de Guate-
mala (the Orphanage), who in addition worked in
the Psychiatric Hospital,” also developed a rela-
tionship with the researchers. He published with
the researchers and gave a speech on the diag-
nostic experiments in the orphanage at the Second
Congress of Venereal Diseases in Central America
held in Guatemala City in 1948.%%®

Serological Experiments

. . . . Hector Aragon
To ensure reliable syphilis diagnoses and to assist  “Tribute to Dr. Aragon on his Golden
. . Anniversary in the Profession”
their colleagues in the Guatemalan government  Published in the Prensa Libre
. . newspaper on December 4, 1971.
to improve public health, the researchers began e paily Journal Archive, Historical
Archives, CIRMA

serology testing (a diagnostic tool to detect anti-
bodies indicative of infection) in November 1946. The investigators focused
primarily on the effectiveness of four specific blood tests: the Kahn, Mazzini,
Kolmer, and VDRL slide tests.”® For these serology tests, blood was drawn
and subjected to one or more different syphilis testing methods that would
indicate whether the blood contained antibodies against syphilis. If anti-

bodies were present, the conclusion was
that a subject had either an active syphi-
litic infection or a previous infection.?¢
Lumbar punctures were sometimes
conducted to confirm the results of blood

tests or to look for infection in the spinal
fluid that might not have been found

using blood tests.?®!

Serology testing began in the Penitentiary
on November 7, 1946.2°2 The researchers
also conducted serological research in the
Guatemalan Army and Psychiatric Hospital.
Efforts to develop reliable serological testing
would confound the group for several years

The Venereal Disease and Sexual Prophylaxis and their serology work in Guatemala
Hospital, Guatemala City, 2011
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I1

SUBJECT PROFILE: CARLOS

Carlos, a male prisoner at Guatemala
City’s Penitenciaria Central in 1947,
contracted syphilis before he was
enrolled in the PHS experiments. He
noticed a chancre during the summer
of the preceding year, and a blood test
confirmed that he had syphilis.

In September 1946, Carlos

was treated with injections of
Neosalvarsan, as well as 11 injections
of bismuth (standard of care for

the time). Although Carlos was
asymptomatic when he arrived at the
Penitentiary, dark-field microscopy
showed that he still had syphilis.

Carlos was treated by the researchers
with 3,400,000 units of penicillin over
the course of a week, and his blood
tests showed dramatic improvement
during the following two months.

continued through 1953, well after Dr.
Cutler left the country in 1948.263

Several days after beginning the
work in the Penitentiary, Dr. Cutler
reported traveling to the “lowlands”
for a “preliminary venereal disease

264 Tn December,

survey” in children.
he described doing small-scale serologic
work in the Hospital de Profilaxis (Vene-
real Disease and Sexual Prophylaxis
Hospital) (VDSPH), a hospital directed
by Dr. Funes, Dr. Cutler’s colleague
who originally suggested the research in

Guatemala.?®

In total, the researchers, including coop-
erating Guatemalan officials, conducted
syphilis serology experiments on Guate-
malan prisoners, children, psychiatric
patients, and leprosy patients. Blood

specimens from U.S. Air Force
personnel stationed in Guatemala were also used to compare results between
Guatemalan and U.S. populations.?®® There is no record of any of the subjects
involved in the serology experiments consenting to any of the procedures

performed by investigators.?®’

Penitentiary

Overall, 842 prisoners were involved in diagnostic testing for STDs, which
included gonorrhea and chancroid, and the researchers discovered high rates
of false positives for syphilis.?®® Dr. Cutler concluded that either syphilis
affected a much higher portion of the Guatemalan population than expected,
or that other “factors...operative in the population different from those
experienced in the United States or in Northern Europe” explained the
results.?® A high base rate of syphilis in the population would have limited
the researchers’ ability to conduct planned prophylaxis experiments.?”® Dr.

Cutler later explained “[t]he serologic findings posed a real problem.””!
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The researchers also soon encountered problems obtaining cooperation from
the prisoners. The “Indians,” Dr. Cutler reported to Dr. Mahoney in January
1947, had “very widespread prejudice against frequent withdrawals of blood,”
which Dr. Cutler attributed to them being “uneducated and superstitious.”*?

As Dr. Cutler later explained:

“Most of [the prisoners] believed that they were being weakened
by the weekly or biweekly withdrawals of 10 cc. of blood and
complained that they were getting insufficient food to replace it.
The fear of what they saw was much more important to them than
the potential damage which might be done by syphilis years later
and could not be countered by promises of or actual administra-
tion of penicillin for syphilis and iron tablets to replace blood. In
their minds there was no connection between the loss of a ‘large

tube of blood” and the possible benefits of a small pill.”>”3

The prisoners’ lack of cooperation also threatened the researchers’ ability to
proceed with the project.””* The researchers’ plan for prophylaxis research
“as originally conceived at the prison could not be carried out,” Dr. Cutler

later wrote.?”®

Children

Serology testing in children began sometime before June 1947%7¢ and ended
in summer 1949.7”7 The researchers conducted physical examinations, blood
draws, and, in some cases, lumbar punctures, on 1,384 Guatemalan children
between 1 and 18 years of age.”’® Children came from the Orphanage, a school
at Port of San José, Totonicapan, and the “highlands” of Guatemala.?” Testing
children below the age of sexual maturity, Dr. Cutler later explained, ensured
the opportunity for conclusive evidence of false positivity for any testing
regimen, because subjects presumably would have acquired the disease congeni-

tally rather than sexually, and congenital syphilis was distinguishable.?*°

There is no record of any of these children being inoculated or exposed to any
STD. There is also no record that the children knew that they were a part
of an experiment or had an individual parent or guardian consent on their
behalf. Guatemalan government officials were aware of, and supported, the
research.?®" At the Orphanage, the director, Dr. Aragon, collaborated as a
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researcher and co-author on the publication later describing the work.?®* The

Ministry of Public Health also supported the research.

Serological testing began with schoolchildren in Port of San José, Guatemala,
followed closely by children in the Orphanage.?®> Many of the 151 children tested
in Port of San José exhibited symptoms of malaria. Indeed, Dr. Cutler later sent
blood and blood smears from approximately 300 children to Dr. Willard Wright,
Chief of the Division of Tropical Diseases at NIH, for the laboratory’s ongoing
malaria study in Guatemala.?®* To Dr. Mahoney, Dr. Cutler relayed that treating
the children for malaria was “to [the researchers’] advantage”™

“In drawing blood from these children it is to our advantage to give
them some medicine, for that reason we are planning to give them
Aralen [an antimalarial drug] to treat the group found infected
with malaria and at the same time we shall arrange for all of the

children to receive a weekly prophylactic dose.”®

The researchers conducted clinical exams of the children’s mouths, skin,
lymph nodes, and, in boys, the genitals.?®*® Two children in the Port of San
José were identified with congenital syphilis, one symptomatic and one
asymptomatic. Other children with clear or ambiguous seropositive reac-

287 Several months later,

tions never manifested further clinical symptoms.
after compiling preliminary results on the children in the Port of San José,
Dr. Cutler reported that “it is very evident to us that the cardiolipin test [i.e.
the VDRL or Kolmer test] is much more nearly specific than the Kahn or

Mazzini techniques [which utilized lipoidal antigens].”

Serology research, including clinical examinations, in the Orphanage
involved significantly more children, approximately 515.%%? In April 1948,
the researchers presented preliminary serological findings at the Second
Congress of Venereal Diseases in Central America held in Guatemala City,
which Dr. Arnold also attended.?® The Director of the Orphanage reviewed
results and described the efforts taken within the institution to care for the
children.?' To the researchers, the children in the Orphanage made an ideal
study population for many reasons. Most of the children had never had sexual
contact, thereby preventing the sexual spreading of syphilis, the facility was
in excellent condition, and the children were accustomed to routine medical
examinations and treatment. The Orphanage also had a large, stable, and
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easily accessible population. The Orphanage generated and meticulously
maintained medical records for each child from the moment of admittance,
facilitating screening for previous infection or other complicating factors.?*

Three children showed serologic patterns highly suggestive of syphilis. The
researchers treated all three with penicillin and the children showed a slight
decline in serologic titer the following year, though none became seronega-
tive.” Eighty-nine children demonstrated some level of serologically positive
reaction, but only 55 received a clinical work-up.?®* Forty-nine children then
underwent lumbar punctures for further diagnosis.*

Additional experiments involving 441 “Ladino” children between the ages of
5 and 14 years from the highlands of Guatemala, and 277 “Indian” children
between the ages of 6 and 14 years from Totonicapan, Guatemala were also
undertaken.?”® These children were involved in blood serology testing only;
no lumbar punctures were reported.?”’

Although Dr. Cutler’s rationale—at least in part—for testing children
appeared to be to validate serological methods for prophylaxis research,
the exposure experiments in the Penitentiary in May 1947 began before the
research in children started,?”® and was over in September 1948,%? long
before the testing in children ended in 1949.3°° Furthermore, Dr. Cutler
later changed his mind about the utility of the experiments in children. In
1955 he concluded that effective validation of the serological test methods
needed to come from comparisons with better matched populations to the
prophylaxis experiments, that is, “an adult group coming from the same
society as the prisoners.”"!

Leprosarium

The researchers conducted serological experiments with 51 leprosy patients,
nearly the entire population of a leprosarium just outside of Guatemala
City.>” Given the high rates of false positive serologic tests for syphilis seen in
other Guatemalan populations, along with published reports of false positive
reactions in leprosy patients, the investigators sought to examine serologic
tests for syphilis when both factors—disease state and nationalitcy—were
combined.’® The researchers did not find any clinical evidence of syphilis,
but positive serologic results appeared higher than in other Guatemalan
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populations. The researchers attributed this finding to the leprosy itself

causing false positive results for syphilis.>*

Psychiatric Hospital

The researchers also conducted serologic research in the Psychiatric Hospital
of Guatemala.?® Dr. Carlos Salvado, the director of the Psychiatric Hospital
(whom the U.S. government later paid to complete follow-up work after Dr.
Cutler left) invited the group to begin serologic screening of patients and new
admissions. Dr. Cutler later explained that this presented an opportunity for
the researchers to do regular and repeated serologic screening in a defined
population of adults over time.>*® A total of 642 psychiatric subjects were
involved in STD (syphilis, gonorrhea, and chancroid) diagnostic research,
many of whom were engaged repeatedly for different interventions.?*” In
addition to blood testing and lumbar punctures, the researchers performed
hundreds of cisternal punctures on psychiatric patients for serological
purposes.**® Writing in 1955, Dr. Cutler claimed to need these data from the

Psychiatric Hospital because of failure in the children experiments.>®

The serological testing in the Psychiatric Hospital continued after Dr. Cutler
left Guatemala. Drs. Funes and Salvado managed continuing observations
for PHS and shipped samples back to the United States for analysis. Blood
draws and lumbar punctures continued in approximately 250 subjects from

310

the institution,®'® several of whom tested positive for syphilis.*"' Treatment

was not documented. These observations continued through at least 1953.3'
Intentional Exposure Experiments
Overview

Six months after Dr. Cutler arrived in Guatemala, the intentional exposure and
prophylaxis experiments began. They continued from February 1947 through

October 1948.3% In total, Dr. Cutler reported 32 gonorrhea experiments,®'

35 and one chancroid experiment®® (see Table 4).3"7 A

17 syphilis experiments,
total of 1,308 people including commercial sex workers, soldiers, prisoners, and
psychiatric patients were involved in the exposure experiments.®'® The ages of
subjects involved in the exposure experiments ranged from 10 to 72 years, with
the average subject being in his/her 20s.>" Of that group, 678 individuals can

be documented as receiving some form of treatment.??
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The original plan for the Guatemala experiments—what Dr. Cutler argued
brought them to Guatemala initially—was to test the orvus-mapharsen
prophylaxis wash as a prophylaxis for syphilis in prisoners exposed to
infected commercial sex workers. The purpose was to develop more effec-
tive preventative tools for U.S. military personnel. This experiment never
happened.?' Instead, the researchers faced difhiculties in diagnosing syphilis,
reliably inducing infection (through the use of commercial sex workers), and
procuring a compliant subject population. The experiments, upon review,
appear to lack logical progression: baseline experiments for background
infection rates were conducted after prophylaxis experiments began and new
experiments were started before the results for pilot experiments were known
(see Figure 6).%** Intentional exposure experiments began in the Guatemalan
Army and focused almost equally on efforts to infect as efforts to test a
prophylaxis for gonorrhea. As in Terre Haute, the researchers never mastered
a technique with which to infect subjects.

The majority of the intentional exposure experiments took place in the Guate-
malan Army on 60 different days and involved gonorrhea and chancroid.
The researchers conducted gonorrhea, chancroid, and syphilis experiments
at the Psychiatric Hospital on 33 different days. Intentional exposures in the
Penitentiary were relatively few, occurring on 24 different days, and were
limited to syphilis.?** While Dr. Cutler’s retrospective reports suggest a logical
progression in the experiments from one population to the next, and from
one type of experiment to another, this step-wise progression is often absent
from the contemporaneous records and the aggregate data he collected (see
Figure 7).

Dr. Cutler’s contemporaneous records note 83 deaths during the course of
the experiments.>** The exact relationship between the experimental proce-
dures and the subject deaths is unclear. When Dr. Cutler wrote his 1955
Final Syphilis Report, he noted a “steady loss of patients by death” that he
attributed primarily to tuberculosis and to the fact that “both acute and
chronically ill patients” were used.?” The researchers planned “to perform
autopsies on all patients so that special spirochetal and histologic experi-

ments could be made.”3?¢
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Gonorrhea is a contagious
disease caused by the bacterium
Neisseria gonorrhoeae. Similar to

syphilis, gonorrhea is transmitted

largely through sexual contact
and can also be spread from

mother to fetus during pregnancy.

Symptoms may vary depending
on the gender of the individual
infected. Signs of infection in
men include a burning sensation
during urination, or a white,
yellow, or green discharge from
the penis. Women on the other
hand, exhibit either mild or no
symptoms at all. Gonorrhea

can be cured by antibiotics, but

Gonorrhea Experiments

Overview

Intentional exposure gonorrhea experiments
involved approximately 582 people including
at least four commercial sex workers and 518
soldiers from February 1947 to July 1948,
psychiatric patients from June 1948 through
September 1948, and ten additional subjects
during the same period whose background
is unknown. Of the subjects exposed to
gonorrhea (an STD caused by the bacte-
rium Neisseria gonorrhoeae), available records
document only 237 receiving any form of
treatment.*”” The primary purpose of the

there are currently an increasing
number of drug-resistant strains
that are difficult to treat.

gonorrhea experiments in the Guatemalan
Army was to test the effectiveness of different
prophylaxis measures including the orvus-
mapharsen solution, a 10-percent argyrol
(i.e., silver) intra-urethral instillation, the U.S. Army “pro kit,” and oral peni-
cillin.?*® The experiments in the Psychiatric Hospital appear to have been
primarily observational (i.e., no prophylaxis or treatment was tested).

The researchers required “ample supplies of pus” carrying the gonorrhea
bacteria for their gonorrhea experiments. To obtain such samples, they turned
to patients “under arsenical treatment for syphilis” at the Military Hospital.?*
There, the researchers sought to infect the syphilis patients with gonorrhea in
order to create a “reservoir of infect[ilon” from which to draw.?3°

In his 1952 retrospective summary of their work, the Experimental Studies
in Gonorrhea report, Dr. Cutler wrote that all experimental infections
were treated with penicillin in the form of injections of 300,000 units of
a repository delayed-absorption preparation.’® However, the researchers’
contemporaneous records reveal that some of the subjects they infected
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received treatment with a bismuth-arsenic combination,*? and many of the

subjects were never treated at all.?*
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Guatemalan Army and Commercial Sex Workers

On February 15, 1947, the researchers began intentional exposure experiments
with gonorrhea.*** Unlike serological testing for syphilis, with its associ-
ated false-positive complications, diagnostic testing for gonorrhea was more
straightforward and reliable.*” In total, 518 soldiers were exposed to gonor-

rhea, 202 of whom received some form of treatment.?3°

The research in the Guatemalan Army began, Dr. Cutler later explained, as a
“result of the interest of the medical department” of the Guatemalan Army.?’
The researchers established relationships with local physicians in the military
to support their work. Some of these Guatemalan researchers were involved in
the syphilis work as well. Dr. Raul Maza of the Military Hospital was involved
in both the syphilis and gonorrhea experiments,**® and Col. Juan Oliva of the

Guardia de Honor (Honor Guard) worked on the syphilis experiments.**

Gonorrhea experiments among the Guatemalan Army continued through
July 1948.34° Methods of infection included sexual exposure, superficial
inoculation into the penis, deep inoculation into the penis, and superficial
inoculation following sexual exposure. Subjects included men in the Mili-
tary Hospital, the Honor Guard,**' and the Second Army Company of
Riflemen.?*? The average age of the soldiers involved was 22 years old.?*?

Many also held the lowest rank of private.?**

Often, the soldiers involved in the experiments were isolated under careful
control and supervision during the experiment.** No discussion of compen-
sation for the soldiers is included in Dr. Cutler’s reports, beyond some
purchasing of clothing by PHS Senior Surgeon Dr. Levitan for the “volun-
teers.”?*¢ Many of the soldiers were also noted as having been given Arginol
(a herbal supplement designed to facilitate erections) in conjunction with the

sexual intercourse experiments.>%

There is no evidence that the soldiers gave consent for the experiments. Indi-
rect evidence from June 1947 shows that the subjects at the time were not, in
fact, “volunteers.”*® As Dr. Mahoney explained to Dr. Cutler: “[t]he use of
volunteer groups rather than the type which is being employed would be more
than satisfactory. Our budget will stand for almost any fee for volunteers

which you consider to be advisable” (emphasis added).?*
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Normal Exposure

Dr. Cutler’s contemporaneous notes identify
four commercial sex workers who were used
in “normal exposure” gonorrhea experiments
on two different days in which they had sexual
intercourse with soldiers (Dr. Cutler did not
include the first two days experiments in his

final gonorrhea report and also reported that
12 sex workers were involved).?*® Commer-

Dr. Luis Galich

“Gallery of future Presidential contenders: Cial Sex Workers were also inVOlVCd in artiﬁcial
We now offer readers the Mayor of the . . .
capital, Luis Fernando Galich.” inoculation exposure experiments after sexual

Published in Diario La Hora on May 11, 1962. . N .
The Daily Journal, Historical Archives, CIRMA — intercourse (discussed below) on 13 different

days.”! Both Dr. Luis Galich, the head of the
Ministry of Public Health, and Dr. Juan Funes, by that time the Chief of Medi-
cine at VDSPH, referred infected commercial sex workers from VDSPH to Dr.
Cutler.?>* Their assistance was advantageous because, Dr. Cutler reported in
1952, “[cJontrary to what might be expected, it proved extremely difficult to

obtain prostitutes willing to serve under experimental conditions.”*

Dr. Funes was the physician responsible for the medical supervision of the
commercial sex workers and the STD rapid treatment centers “where all
venereal disease patients could be hospitalized for free treatment.”** Detailed
Guatemalan regulations, a copy of which Dr. Cutler retained in his personal
papers,®” required commercial sex workers be at least 18 years old, register
with the Sexual Prophylaxis and Venereal Diseases Section®® of the govern-
ment, and report twice weekly for an examination at a local Venereal Disease
Control Clinic.? Women infected with syphilis, gonorrhea, or chancroid
were prohibited from working as commercial sex workers, but treatment,
which was based primarily on arsenical drugs, was provided at no cost.*®

There is no record in any of the available documents that the women
consented to being a part of the experiments or had any idea that they
were infected with STDs by the researchers.* Medical records reflect that
at least one commercial sex worker used in these prophylaxis experiments
was 16 years old, contrary to applicable law.>*® Several of the women were
also given alcohol before the experiments. While documents stated that men
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occasionally received alcohol to “lower resistance to infection,

361 no reason is

stated for giving alcohol to the commercial sex workers.

At least four of the sex workers presented
with naturally occurring gonorrhea, but Dr.
Cutler concluded that it was “impossible
to wait for chance of infection with gonor-
rhea.”?** The researchers artificially inoculated
four commercial sex workers several times.*®
Some contemporaneous notes for gonorrhea
experiments show $25 payments to commer-
cial sex workers for particular experiments,***
although the majority of the notes do not

document any compensation.*®

The researchers artificially inoculated
commercial sex workers with gonorrhea
by moistening a cotton-tipped swab with
pus from an acute case of gonorrheal
urethritis in the male, inserting the swab
into the woman’s cervix and “swabb[ing] it
around...with considerable vigor.”*¢¢ All of
the commercial sex workers infected in this
manner reportedly contracted the disease.
None “showed evidence of acute infection

SUBJECT PROFILE:

MARIA LUISA

Maria Luisa was a commercial sex
worker who went to the VDSPH,
directed by Dr. Funes, on March
13, 1947. She tested positive for
gonorrhea when she arrived at the
hospital and was subsequently
referred by Dr. Funes to Dr. Cutler.

On March 15, 1947, Maria Luisa was
paid $25 and had sexual contact
with seven men. During the following
year, Maria Luisa was inoculated 11
different times with many different
strains of gonorrhea. While infected
with gonorrhea she had 105 sexual
contacts.

There is no evidence that Maria
Luisa received any treatment for
her acute gonorrhea during the
experiments.

such as a rich outpouring of thick yellow pus from the cervix or by signs of
pelvic inflammatory disease...[but] all of them showed evidence of infection
by cervical discharge and excessive accumulation of secretion in the vagina,”

367 Dr. Cutler later made at least one note

and all were culture-positive.
saying that two of the women involved in the experiments “were eventually
treated,”®® but detailed treatment records, like those that exist for the other

subject populations, do not exist for the commercial sex workers.

The first gonorrhea experiment, on February 15, 1947, tested the effective-
ness of Dr. Arnold’s penicillin/POB (a preparation of penicillin in a medium
of peanut oil and beeswax to ensure a slow steady release prophylaxis) in
a placebo-controlled trial of 15 men who were exposed to commercial sex
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workers known to be infected.*®® As Dr. Cutler later wrote “ideally, a prophy-
lactic should be tested under normal conditions.”° Dr. Arnold was there to
oversee this work. He had arrived in Guatemala sometime before February
10, and left approximately 10 days later, arriving home in time to write Dr.
Cutler on February 27.

Before the experiment began, Dr. Cutler specifically designated which soldiers
were to receive the prophylaxis and which were to receive the placebo, but
several men’s roles were reversed on the day of the trial.*”! The commercial
sex workers were instructed not to douche on the day of the experiment and
were not permitted to wash between episodes of sexual intercourse with the
men.** In later experiments, the researchers confirmed that the commercial
sex workers were infected before the prophylaxis tests began, but in the first
experiment, Dr. Cutler was unable to confirm infection status at the time of
exposure because “the girls were quite apprehensive.””?

For this first intentional exposure experiment, Dr. Cutler recorded the length
of time the soldiers engaged in sexual intercourse, and he examined each man
afterward for “evidence of vaginal secretion and ejaculation” to “assure that
contact had actually taken place.”?”* Dr. Cutler also recorded when the subject
did not ejaculate.’”” While the goal of this first experiment was to “permit
the exposure of a large group of men to infected prostitutes to determine the
normal rate of infection with gonorrhea,”?”® none of the men involved in the
experiment contracted gonorrhea. Dr. Cutler did not report this first experi-

ment in his 1952 Experimental Studies in Gonorrhea report summary.?”

After Dr. Arnold’s visit in February,””® Drs. Heller, Van Slyke, and Mahoney
traveled to Guatemala in April 1947.>” Dr. Cutler worked hard to entice and
impress these senior PHS leaders. In January, Dr. Cutler had written Dr.
Mahoney to tell him about eight cases of Pinto (a skin disease caused by a
spirochete indistinguishable from 7reponema pallidum) that Dr. Mahoney
could review on his visit for use in rabbit experiments.**® Dr. Cutler withheld
treatment for three months so Dr. Mahoney would have such an opportu-
nity: “we hope to be able to take you to the finca [estate] to see the cases of
Pinto and then to give them Penicillin after having taken biopsies for rabbit
inoculations. The cases were most interesting and I am sure that you will

enjoy the trip.”*¥!
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The visiting physicians observed the intentional exposure experiments. Dr.
Van Slyke complained that Dr. Cutler had not confirmed that the commercial
sex workers were in fact infected with gonorrhea at the time of exposure.’®?
Discussing these concerns later, Dr. Arnold suggested that Dr. Cutler not
“put on any more shows unless you are sure of everything” so as to avoid “an
unfavorable impression.” Alternatively, Dr. Arnold suggested that Dr. Cutler
“do a little blanket stretching.”®?

In addition, the volume and frequency of exposures to the commercial sex
workers raised some concern. Dr. Cutler’s superiors advised that the commer-
cial sex workers should have sexual intercourse with men several hours

%84 or just several times a day®® to maximize transmission rates. But the

apar
sex workers involved in the experiments had intercourse with different men
sometimes less than a minute apart, seeing a large number of men in a very
short time.?* For example, one commercial sex worker whom the researchers
infected with gonorrhea had contact with eight soldiers*®” in 71 minutes.?*®
Transmission rates remained low. According to Dr. Cutler’s final report, in
total in the Guatemalan Army, only five infections resulted from 138 expo-
sures of 93 men (5.4 percent) to 12 commercial sex workers over the course of

the normal exposure experiments which ended in July 1948.%%
Artificial Inoculation

Shortly after beginning the sexual intercourse experiments to induce gonor-
rhea infection, the researchers also began “artificial inoculation” experiments,
mirroring techniques employed in Terre Haute (see Figure 8). The researchers
conducted these artificial inoculation gonorrhea experiments in the Guate-
malan Army beginning in April 1947 (two months after they started the
sexual intercourse experiments).*® They employed two procedures for arti-
ficial inoculation: “superficial” and “deep” inoculation. The swabs used in
superficial inoculation were from the bacterial laboratory. For deep inocula-
tion, the researchers used toothpicks wrapped in a small amount of cotton.
For both procedures, the swab was moistened with pus from an “acute case of
gonorrhea in the male.”! In a superficial inoculation:
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“[TThe penis was grasped just distal to the sulcus between the left
thumb and forefinger of the physician so that the mucosa of the
fossa navicularis was averted and so that the urethra distal to a
point 2-4 mm. from the meatus was occluded. With the right
hand the physician carefully, and with some force, rolled the large
inoculating swab over the mucosa so as to try to contaminate the

entire fossa navicularis.”?*?

For the deep inoculation method, “the toothpick swab was...inserted about
V2 [inch] into the urethra, and carefully rubbed over the mucous membrane,

so much so as to cause pain.”*
Describing early results to Dr. Mahoney on May 17, 1947, Dr. Cutler explained:

“On Friday, May the 9th, we performed another experiment inocu-
lating six patients with pus and treating three of them. As of May
15, one of the controls showed positive culture, the second showed
considerable discharge with extra-cellular organisms, while the
third shows considerabl[e] discharge which is microscopically
negative thus far. That reminds me of the patients at Terre Haute
some of whom showed such a discharge for a few days before we
were able to make the diagnosis, while others might show for a few
days after inoculation extra or intra cellular organisms but remain
culturally negative and not develope [sic] the infection. None of

the treated patients thus far shows any evidence of a take.”*

In the same letter, Dr. Cutler also described the researchers’ first success
using commercial sex workers for “normal exposure” from the months prior
(“[wle have had the first success with the normal exposure with one patient
of six showing positive results”). But, Dr. Cutler continued to voice concerns

about the effectiveness of that method of transmission.?®’

Writing to Dr. Arnold on June 5, 1947, following eight sexual intercourse
experiments, Dr. Cutler observed that infection by “natural exposure with
these men is rather low.”® On June 22, after one additional sexual intercourse
experiment, Dr. Cutler reported to Dr. Mahoney on his continued findings:
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“In the last gonorrhea experiment utilizing natural exposure we
used two girls over a four night period with four men exposed
to them. Each man had as many contacts as he wanted during
the evening so that the tota[l] time of exposure averaged over ten
minutes with most men having two and some three exposures.
There was no doubt of the presence of the gonococci in the women,
as that was proven culturally twice each night, but after two weeks
of observation no infection developed in any of 16 men. It may
be that the infection had gone too long in the sources, so that we
are getting ready now to expose our men to the infection as early
in its course as possible. At the same time, or in the next run we
shall use alcohol again, for to date our only success has come in
the case of a man who had alcohol prior to exposure. It seems that
clandestine affairs, with respect to gonorrhea, are far safer than

ever before imagined.”™”

In response, Dr. Mahoney, whose doubts about the feasibility of intentional
infection contributed to the decision to terminate the Terre Haute work,**
advised his junior colleague on June 30 to follow a contact only (i.e., sexual
intercourse) regimen: “we are anxiously awaiting your report of the transmis-
sion experiments utilizing contact only. This is of vital importance if we are
to carry out the studies outlined.”*® By August, Dr. Mahoney had advised
Dr. Cutler that “[i]t is becoming obvious also that experimental infection
cannot be produced with suflicient frequency to assure an adequate back-
ground for a study of prophylaxis. Because of the circumstances your opinion
as to the advisability of discontinuing the gonorrhea phase of the project for
the time being would be appreciated.”*® Dr. Cutler responded that “we might
well continue [the experiments] a while longer to get as much information as
possible now that we have a set up here.”"!

Despite Dr. Mahoney’s concerns, the researchers increased the number of arti-
ficial inoculation experiments relative to the sexual intercourse experiments
beginning in August. While the researchers conducted 13 sexual intercourse
experiments and eight artificial inoculation experiments between February
and July 1947, they conducted nine sexual intercourse experiments and 32
artificial inoculation experiments between August 1947 and July 1948.402
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Explaining his choice to begin artificial inoculation methods later in 1952,
Dr. Cutler noted, “[a]s a result of the experience of several authors, it was
decided to carry out an evaluation of prophylactic methods using artificial
means of inoculation.”® Dr. Cutler pointed out that Dr. Tejeda had many
patients in the Guatemalan Army who had artificially inoculated themselves
in order to get out of official duties: “[tJhe technique commonly used was to
take by the end of a match from an acute case and to insert the contaminated
end of the match into the urethra of the solider desiring to infect himself.”#*
Dr. Cutler also cited the Terre Haute experiments in his 1952 report as
evidence that the method “could cause infection,™® despite concerns about
the effectiveness of this form of inoculation research raised in 1944.4°¢

In the control groups, Dr. Cutler reported rates of approximately 50 percent
infection with the superficial inoculation method, and 97.8 percent with
the deep inoculation method.*” He concluded that these numbers showed
that a prophylactic agent tested against a superficially inoculated subject
was “subjected to a very severe test indeed.” If a prophylactic agent could
withstand an otherwise 54-percent rate of infection, he argued, it “should be
expected to show up well” when subjected to the “less-severe test of routine
risk of infection.”®

By September 1947, Dr. Cutler also decided to conduct several experiments
using artificial inoculation after sexual intercourse. With this method, the
men had sexual intercourse with a commercial sex worker, and immediately
following intercourse, “while the penis was still partially engorged and while
the fluid of the ejaculate was at the meatus,” the inoculation was performed
to “simulate more nearly the natural conditions.”® This type of experiment
occurred on 13 different days, but the results did not differ significantly to arti-
ficial inoculation without sexual intercourse.*!" The researchers completed their
gonorrhea experiments with subjects in the Guatemalan Army in July 1948.412

Psychiatric Hospital

The researchers conducted gonorrhea intentional exposure experiments in
the Psychiatric Hospital from June to September 1948.%'% These experiments
involved a total of approximately 50 subjects, 32 of whom received some form
of treatment.** They included inoculation in the subjects’ rectum, urethra,
and/or eyes.*” One female subject who was identified as having a terminal
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SUBJECT PROFILE: BERTA

Berta was a female patient in the
Psychiatric Hospital. Her age and
the illness that brought her to the
hospital are unknown.

In February 1948, Berta was
injected in her left arm with
syphilis. A month later, she
developed scabies (an itchy skin

infection caused by a mite). Several

weeks later, Dr. Cutler noted that
she had also developed red bumps
where he had injected her arm,
lesions on her arms and legs, and
her skin was beginning to waste
away from her body. Berta was
not treated for syphilis until three
months after her injection.

Soon after, on August 23, Dr.
Cutler wrote that Berta appeared
as if she was going to die, but he
did not specify why. That same
day he put gonorrheal pus from
another male subject into both
of Berta’s eyes, as well as in

her urethra and rectum. He also
re-infected her with syphilis.
Several days later, Berta’'s

eyes were filled with pus from
the gonorrhea, and she was
bleeding from her urethra.

On August 27, Berta died.

illness died four days after the researchers
inoculated her, without receiving any treat-
ment for the gonorrhea or syphilis with
which the researchers had infected her.'¢

Syphilis Experiments

Overview

The researchers conducted intentional expo-
sure experiments involving syphilis, the
STD caused by the bacterium Treponema
pallidum, with 688 subjects, including
commercial sex workers, prisoners, and
psychiatric patients from May 1947 through
October 1948.47 The primary purpose of
these experiments was to study the clin-
ical effectiveness of the orvus-mapharsen
prophylaxis that Drs. Arnold and Mahoney
proved effective in rabbits.”'® Other types of
prophylaxis tested were the Army “pro kit”
(a topical preparation containing calomel,
sulfathiazole, white petrolatum, light
mineral oil, and cetyl alcohol), parenterally
administered preparations (e.g., POB), and
oral penicillin in pill or liquid form.*"

The researchers used several different strains
of infectious material for the syphilis experi-
ments.*?* They used rabbits as the source of
most of the strains,*?! but they also tested
strains taken directly from humans (“human
passage material”) because of questions about

the impact of rabbit passage on the pathogenicity of Treponema pallidum and
conviction that “the ultimate value of a prophylactic agent depended upon the
ability to protect man against the infection in man.”** These methods exposed
subjects to additional health risks for human-to-human pathogens in addition to
the syphilis and any number of zoonotic pathogens from the rabbit strains.
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To harvest the human passage mate-
Syphilis is a contagious disease caused

by the bacterium Treponema pallidum.
Although it is mainly transmitted through
sexual contact, syphilis can also be

rial, Dr. Cutler used exudate (infectious
fluid) from selected subjects with previ-
ously infected penile or skin chancres,

transmitted from mother to fetus during some of which was obtained from
pregnancy. The disease is mainly patients in the local hospitals, including
characterized by sores, but can also the Military Hospital where Dr. Raul

cause a wide variety of symptoms that
vary depending on the state of the disease
(primary, secondary, latent, and tertiary).
Syphilis can be diagnosed through a blood

Maza worked. Dr. Cutler then excised
the cutaneous chancres, sometimes by
full “circumcision,” under local anes-

test or an examination of the bacteria thesia.®?® He explained in his Final
found in the infectious sore. If caught Syphilis Report that treatment for
early, syphilis can easily be treated with the donor’s syphilis was sometimes

eiatutle e, Gish s parlll 1 provided immediately after removal

of the chancre but that at other times
“treatment was delayed to study the healing of operative wounds in syphilitic

patients.”#4

The material was then ground up and made into an emulsion.
<« . 3 . . .
The “street strain” inoculum was a mixture of material collected from three

different soldiers.?

The researchers used three types of intramuscular penicillin injections for treat-
ment: an aqueous solution of the sodium or potassium salt of penicillin G;
POB; or Duracillin, the procaine salt of penicillin in a peanut oil base.*** While
some of the subjects exposed to syphilis were not treated absent clinical evidence
of disease (e.g., the development of a chancre), 388 out of 688 subjects exposed
were treated in some fashion.*?” These treatment practices varied, however, and
the efficacy of the different approaches was not fully known at the time. The
researchers recorded few adverse events related directly to the penicillin treat-
ment, but they noted that at least one subject died after receiving penicillin.***

Penitentiary

When the researchers began work in the Penitentiary in early fall 1946, they
limited their work to “good will” screening and treatment, plus serology and
placebo prophylaxis, until May 10, 1947, when the group began intentional
exposure experiments.*?? In total, 219 prisoners were included in these experi-
ments through exposure to infected commercial sex workers and/or artificial
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inoculations with infectious material, between May 1947 and September
1948.%° Only 92 of the 219 people exposed received some form of treat-
ment.®! In contrast to the experiments with soldiers and psychiatric patients,
the prisoners were exposed to commercial sex workers and artificial inocula-

tion with relatively less invasive injection methods.**

Prison inmates were viewed as an isolated population that could be used for
“normal exposure” to STDs (i.e., sexual intercourse). There is no record of 