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ince the first cases of AIDS were
described in the United States in
1981, the origin of this devastating disease has intrigued scientists and the general public alike. This
fascination is reflected in the numerous theories put forth for the emergence of HIV, the most infamous of
which involves the alleged use of HIVcontaminated oral polio vaccine in
Africa during the late 1950s (1). Thankfully, a steady stream of virological data
and phylogenetic analyses now means
that the oral polio vaccine theory has
rightly been assigned to the back shelves
of science fiction (2). The article by Gilbert et al. in this issue of PNAS (3) similarly uses an elegant combination of
virology and phylogeny to shed light on
another key moment in the history of
HIV: its spread from an origin in Africa
to the Americas.
Haiti: Sink or Source?
From the earliest days of AIDS reporting, it was clear that the Caribbean nation of Haiti was particularly significant
in this epidemic. Indeed, HIV/AIDS
was initially found to be relatively frequent in persons of Haitian origin, and
some Haitian isolates of HIV-1 fell on
relatively deep branches in phylogenetic
trees, suggesting that the virus took an
early foothold in that country. Until
now, however, the connection among
Africa, Haiti, and industrialized nations
like the United States has largely remained the stuff of speculation. By
deploying an impressive armory of phylogenetic techniques, Gilbert et al. (3)
provide the first solid evidence for the
role of Haiti in the emergence and evolution of HIV.
Like many RNA viruses and retroviruses, HIV-1 is genetically very diverse,
falling into a series of phylogenetically
defined clades, or subtypes, that have
differing geographic distributions, as
well as an ever-expanding set of intersubtype recombinants. The focus of this
particular study is HIV-1 subtype B, the
form of virus that was first described in
U.S. populations in the early 1980s and
that still dominates infections in most
industrialized nations to the present day.
The global spread of subtype B is considered a major event in the history of
HIV/AIDS because it marks the point
when the virus first entered the large,
wealthy, and highly mobile populations
of the Western world.
www.pnas.org兾cgi兾doi兾10.1073兾pnas.0709179104

Two factors contribute to the power
of the Gilbert et al. (3) study: (i) the use
of sophisticated methods of sequence
analysis that are able to account for
some of the idiosyncrasies of HIV evolution and (ii) the retrieval of gene
sequence data from ‘‘archival’’ HIV
samples, notably those from patients of
Haitian origin who carried the virus in
the early 1980s. Although far older samples are available from a number of
other viruses (for example, those for
human influenza A virus date back to
1918; ref. 4), these HIV viruses are certainly old with respect to the spread of
HIV outside of Africa and so provide
a unique window into the timescale of
viral evolution. With this happy marriage of new sequence data and state-ofthe-art bioinformatics, Gilbert et al. first
show that those subtype B viruses in
Haiti have their origins in Africa. They
then provide compelling evidence that
Haiti has unwittingly acted as the conduit for the spread of HIV to the
United States and a wide range of other
localities rather than being simply a regional sink.
Of more interest are the attempts of
Gilbert et al. (3) to put these evolutionary events into an historical time frame.
To achieve this result, the authors estimated the time to the most recent common ancestor (TMRCA) of HIV-1
subtype B using a ‘‘relaxed’’ molecular
clock (5), which allows the rate of evolutionary change to vary in a lineagespecific manner, a major factor in the
evolution of HIV. They estimated that
the date for the spread of HIV-1 to
Haiti from its ancestry in Africa is between 1962 and 1970 (with a mean of
1966). Importantly, this timescale corresponds well with a period when many
Haitians returned to their home country
from the Congo, after the latter’s independence from Belgium and subsequent
political crises. Because the Congo region has been shown to play a pivotal
role in the genesis of HIV (6), the correspondence between the travel data
and the inferred epidemiological timescale of Gilbert et al. provides strong
circumstantial evidence that the timescale is broadly correct. This study
therefore highlights the role played by
socioeconomic factors such as human
migration in the history of infectious
disease. In addition, the migration of
HIV from Haiti to the United States
and beyond is dated to the period 1966–

1972, perhaps 30–40 years after the virus first established itself in the human
population in Africa.
A Slow Fuse for AIDS in the Americas?
Perhaps the most fascinating insight
from this exercise in viral archeology is
that HIV was spreading in the United
States for at least 9 years before its first
clinical description. This finding is
bound to spark a lively debate because
it may seem untenable that such a long
period of ‘‘cryptic’’ transmission could
be possible in a nation with such an advanced health care system. Some may
argue that the now-characteristic symptoms of severe immunodeficiency would
have been spotted sooner, even given
the time lag between initial infection
and the onset of AIDS. Although it is
theoretically possible that the high virulence of HIV infection—manifest as
AIDS—did not evolve until later in the
U.S. epidemic, such that HIV virulence
has increased through time, a far more
likely explanation for a long history of
HIV in the United States before the
discovery of ‘‘patient zero’’ is simply
that it went undetected or was misdiagnosed. Indeed, this cryptic period is far
shorter than an equivalent period in
Africa, where the disease may have remained unrecognized for more than half
a century. Furthermore, for the ‘‘increasing virulence’’ hypothesis to be
true, all of the subtypes of HIV-1 that
have independent origins in central-west
Africa would have to have evolved the
symptoms of AIDS independently,
which seems untenable. A slow fuse for
the explosion of AIDS in the United
States in the early 1980s is also compatible with serological studies that suggest
that thousands of individuals may have
already been HIV-infected in this country by the late 1970s (7).
Another possibility is that the relaxed
molecular clock used by Gilbert et al.
(3), although a major advance, does not
fully capture the nature of HIV evolution. The most likely cause of any clock
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ent evolutionary rates at the intrahost
and interhost levels. In particular, there
is mounting evidence for an inverse relationship between rates of viral transmission and rates of evolutionary
change, with the highest rates observed
within individual hosts (8). Consequently, the very rapid spread of HIV
through standing networks of gay men
and injecting drug users in industrialized
nations during the early 1980s may have
been characterized by unusually low
rates of evolutionary change, which in
turn will introduce error into estimates
of the TRMCA. This important dynamical relationship has two possible causes:
(i) that intrahost evolution, in contrast
to that occurring among hosts, is dominated by the positive selection of amino
acid changes that facilitate immune escape and that elevate rates of evolutionary change over that expected under
neutral genetic drift (9), and/or (ii) that
most of the mutations that occur within

hosts are purged at transmission to new
hosts because of strong purifying selection in this new environment. For exam-
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ple, a proportion of the HIV genome
appears to be ‘‘reset’’ at interhost transmission because of mismatches between
mutations that confer escape from host
cytotoxic T lymphocyte responses and the
HLA type determining the specificity of
that response (10). In short, mutations
that are advantageous in one individual
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may be detrimental in another. This
continual rewinding may slow the molecular clock in fast epidemics.
Although it is possible that the timescale for HIV evolution proposed by
Gilbert et al. (3) has, to some extent,
been adversely affected by changing
rates of epidemic spread, the correspondence between the documented movement of individuals from Africa to Haiti
and the dates estimated in this paper
make it likely that any rate variation is
adequately encompassed within the distribution of evolutionary rates estimated
under a relaxed molecular clock. While
conclusive proof for the cryptic transmission of HIV will obviously require
the sampling, sequencing, and phylogenetic analysis of HIV samples from the
United States obtained during the
1970s, this paper undoubtedly sets the
benchmark for future studies in viral
phylogeography.
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