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The causative agent of tularemia, Francisella tularen-
sis, is a formidable biologic agent that occurs naturally
throughout North America. We examined genetic and spa-
tial diversity patterns among 161 US F. tularensis isolates
by using a 24-marker multiple-locus variable-number tan-
dem repeat analysis (MLVA) system. MLVA identified 126
unique genotypes. Phylogenetic analyses showed patterns
similar to recently reported global-scale analyses. We
observed clustering by subspecies, low genetic diversity
within F. tularensis subsp. holarctica, and division of F
tularensis subsp. tularensis into 2 distinct subpopulations:
A.l. and A.ll. The 2 F. tularensis subsp. tularensis subpop-
ulations also represent geographically distinct groups; A.l.
occurs primarily in the central United States, and A.ll.
occurs primarily in the western United States. These spatial
distributions are correlated with geographic ranges of par-
ticular vectors, hosts of tularemia, and abiotic factors.
These correlates provide testable hypotheses regarding
ecologic factors associated with maintaining tularemia foci.

Tularemia, also known as rabbit fever or deer-fly fever,
is caused by the gram-negative intracellular pathogen
Francisella tularensis (1). This bacterium was first identi-
fied in 1912 following reports of a plaguelike illness in
ground squirrels in Tulare County, California (2). One of
the most pathogenic microorganisms known, F. tularensis
is currently listed as a category A select agent (3) because
of its potential as a bioterrorism agent.

Since the discovery of this pathogen, 4 subspecies have
been identified that exhibit distinct virulence and biochem-
ical profiles as well as characteristic geographic distribu-
tions (4). Human disease is primarily associated with 2 F.
tularensis subspecies: the highly virulent F. tularensis
subsp. tularensis (type A), which is found only in North
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America, and the moderately virulent F. tularensis subsp.
holarctica (type B), which is endemic throughout the
Northern Hemisphere (5). Although F. tularensis subsp.
novicida was recently reported in Australia, it is endemic
primarily in North America and rarely isolated (6). F.
tularensis subsp. mediasiatica is reported only from cen-
tral Asian republics of the former Soviet Union (7).

Although the incidence of human tularemia is rare in
the United States, the distribution of the pathogen appears
ubiquitous (8). From 1981 to 1987, =60% of the cases
reported in the United States occurred in Arkansas,
Louisiana, Missouri, Oklahoma, or Texas (9). With the
exception of localized outbreaks at Martha’s Vineyard,
Massachusetts, the central states of Arkansas, Missouri,
Oklahoma, and South Dakota reported the highest inci-
dence of the disease from 1990 to 2000 (8). Human
tularemia incidence in the United States peaked in 1939
with 2,291 reported cases (5) and has since decreased to
100-200 cases annually (8).

In the United States, several blood-feeding arthropods
serve as vectors for F. tularensis, including ticks (Ixodidae)
and biting flies (Tabanidae) (5). Three ixodid tick species
are important vectors in the United States: the American
dog tick (Dermacentor variabilis), the Rocky Mountain
wood tick (D. andersoni), and the Lone Star tick
(Amblyomma americanum) (5). The deer fly (Chrysops
discalis) was the first tularemia vector to be identified and
is often associated with human disease in the western
United States (10-12).

Tularemia infections have been documented in >200
species of mammals, as well as birds, reptiles, and fish (4).
In North America, members of the family Leporidae, such
as Sylvilagus spp. (cottontail rabbits) and Lepus spp.
(hares), are important hosts (5). Despite these findings, the
transmission cycle of F. tularensis is not well characterized
because of the rare occurrence of natural outbreaks involv-
ing humans. As a result, ecologic and environmental
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factors promoting the maintenance of tularemia foci in
North America remain largely unknown.

We recently identified a major division within F.
tularensis subsp. tularensis (13). This division consists of
the split between the highly diverse A.l. isolates, which
include the SCHU S4 strain, and the less diverse A.ll. iso-
lates, which include the F. tularensis species type strain
ATCC 6223 (13). Since this division was not previously
recognized, no studies have yet explored ecologic factors
that may serve as the basis for this structure.

In this study, we examined genetic-spatial patterns
among North American F. tularensis isolates to better
understand how geography may shape their genetic reper-
toire. In an attempt to identify factors that may influence
the maintenance of endemic tularemia foci in the United
States, we examined correlations between observed genet-
ic groupings that were identified by using multiple-locus
variable-number tandem repeat analysis (MLVA) and biot-
ic and abiotic variables.

Methods

Isolates of F. tularensis and MLVA Subtyping

We examined 161 F. tularensis isolates, 158 from the
United States and 3 from Canada. Subspecies analyzed
included 83 F. tularensis subsp. tularensis, 72 F. tularensis
subsp. holarctica, and 6 F. tularensis subsp. novicida. The
originating laboratories for a subset of these isolates (n =
80) is reported elsewhere (13). All additional isolates were
provided by the Centers for Disease Control and
Prevention in Fort Collins, Colorado. A detailed descrip-
tion of the MLVA typing system and its use in examining
phylogenetic relationships within F. tularensis are reported
elsewhere (13).

Phylogenetic, Spatial, and Statistical Analyses

A neighbor-joining dendrogram was generated by using
PAUP (Sinauer Associates Inc., Sutherland, MA, USA).
Distribution maps were generated with ArcView 3.3
(Environmental Systems Research Institute, Inc.,
Redlands, CA, USA); host and vector distributions were
based on previously published data (5,14,15). Rank Mantel
analyses were performed (16) by using PRIMER software
(Primer-E, Ltd., Plymouth, UK). Genetic group (A.l. or
A.11.) or location (California or not California) were used
as the categoric factors for analysis of similarities
(ANOSIM) (17). Spatial analyses were performed by
using county centroid data from a subset of isolates with
known county of origin. Within this subset, 1 representa-
tive was included from each set of isolates known to be
from the same host or epidemiologically linked. Isolates
examined included 49 F. tularensis subsp. holarctica, 30 F.
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Figure 1. Genetic relationships among 48 North American
Francisella tularensis subsp. tularensis A.l. subpopulation isolates
based upon allelic differences at 24 variable number tandem
repeat (VNTR) markers. County, state, and year of isolation are
specified to the right of each branch or clade. G indicates number
of distinct VNTR marker genotypes, dots indicate host-linked iso-
lates, boxed designation indicates prominent F. tularensis subsp.
tularensis laboratory strain SCHU S4, and asterisks indicate iso-
lates with an unknown year of isolation.

tularensis subsp. tularensis subpopulation A.l., and 28 F.
tularensis subsp. tularensis subpopulation A.ll. A digital
elevation model (Environmental Systems Research
Institute, Inc.) was used to calculate mean elevation in
each county of occurrence.

Results

Neighbor-joining analysis of MLVA data identified 4
major genetic groups among the 161 North American F.
tularensis isolates: F. tularensis subsp. tularensis subpopu-
lation A.l., F. tularensis subsp. tularensis subpopulation
Alll., F tularensis subsp. holarctica, and F. tularensis
subsp. novicida (Figures 1-5). The genetic groupings
observed are consistent with the major genetics groups we
described previously (13). In all cases, assignment of iso-
lates to these genetic groups was consistent with their exist-
ing subspecies designations, which were based upon
immunofluorescent, biochemical, and other molecular tests.
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Figure 2. Genetic relationships among 35 North American
Francisella tularensis subsp. tularensis A.ll. subpopulation isolates
based upon allelic differences at 24 variable number tandem
repeat (VNTR) markers. County, state, and year of isolation are
specified to the right of each branch or clade. G indicates number
of distinct VNTR marker genotypes, triangle indicates epidemio-
logically linked isolate, asterisk indicates isolate with an unknown
year of isolation, boxed designation indicates F. tularensis type
strain B-38, and square indicates a set of genetically identical but
epidemiologically unlinked isolates.

Genetic Resolution

The MLVA typing system provided good genetic reso-
lution (Figures 1-4). A total of 126 unique genotypes were
observed among the 161 isolates. The average pairwise
distance between isolates within the A.l. and A.1l. subpop-
ulations of F. tularensis subsp. tularensis, F. tularensis
subsp. holarctica, and F. tularensis subsp. novicida was
0.324, 0.172, 0.144, and 0.310, respectively. MLVA pro-
vided complete discrimination among F. tularensis subsp.
tularensis A.l. isolates, with the exception of 3 sets of iso-
lates obtained from the same hosts (Figure 1). Among A.ll.
isolates, all but 2 sets of isolates were resolved by MLVA
(Figure 2). Genetic resolution was poorest within F.
tularensis subsp. holarctica; 14 sets of isolates were unre-
solved. Among these sets, only 2 were epidemiologically
or host-linked, whereas many of the remaining 12
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associated sets contain isolates from distant geographic
locations (Figure 3).

Geographic Distributions of Genetic Groups

The 4 genetic groups exhibited unique distributional
patterns in geographic space (Figure 6). Isolates from F.
tularensis subsp. holarctica were the most widespread,
occurring in many of the lower 48 contiguous states, as
well as British Columbia. With the exception of the 1920
Utah type strain (Utah 112) and 1 isolate from California,
the other 4 F. tularensis subsp. novicida isolates were col-
lected in southeastern states (Figures 4 and 6). The human
incidence hotspot in the central United States (8) appears
to be associated with the F. tularensis subsp. tularensis A.l.
group (Figure 6). However, isolates from this group were
also collected in Alaska, British Columbia, and California

B type
New Mexico 2000 .
_‘SaLaClara, California 1997
Deschutes, Oregon 1991

N=72
= Marin, California 1999
G=45 Monroe, New York 1998 "
|—— Kootenay, British Columbia 1997
South Dakota 1997
Texas 2002
_1 Yolo, California 1989 ™
Jeffefson Kentucky 2000
Benson, Morth Dakota 2001

_|Santa Clara, Call[omw 1993 g
Fayene Kenl 2001

North Eakma 2001

Tulare, California 1984
Fayette, Kentucky, 2000
Santa Clara, Calitornia 1997
Natrona, Wyoming 1996
San Francisco, California 1999

Yolo, California 1999 .

Contra Costa, California 1995

San Maleo, California 1997

Ravalli, Montana 1976

Unknown 2000

Contra Costa, California 1999 ®
Daviess, Kentucky 1999

\irginia 1997 "
g San Diego, Califomia 1997
Yolo, California 1990
Carrol, Ind:ana 1999
Kemn, California 1996
Alpine, California 1985

Yolo, California 1988 4

Marin, California 1998

Yolo, California 1989
Contra Costa, California 1999
Lane, Oregon 1996
Washmgiton 0regnn1998 A
Washingtion, Oregon 1996

1 Tinols 1996 Lane Oregon 2001
Maricopa, Arizona 2000 (N = 12) A
California 1997 -
Jefferson, Kentucky 2001
ssawee grassc Mronlana 1941

p— San Diego, California 1884

- (?r%z California 1991

L Kern, California 1999

Santa Cruz, California 1984
L Butte, California 1983

_|: Butte, Galrfomla 19682
Alameda, California 1897

Figure 3. Genetic relationships among 72 North American
Francisella tularensis subsp. holarctica B type isolates based upon
allelic differences at 24 variable number tandem repeat (VNTR)
markers. County, state, and year of isolation are specified to the
right of each branch or clade. G indicates number of distinct VNTR
marker genotypes, squares indicate genetically identical but epi-
demiologically unlinked isolates, asterisk indicates isolate with an
unknown year of isolation, dot indicates a host-linked isolate, and
triangles indicate epidemiologically linked isolates.
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Figure 4. Genetic relationships among 6 North American
Francisella tularensis subsp. novicida isolates based upon allelic
differences at 24 variable number tandem repeat (VNTR) markers.
County, state, and year of isolation are specified to the right of
each branch or clade. G indicates number of distinct VNTR mark-
er genotypes, and boxed designation indicates F. tularensis subsp.
novicida type strain Utah 112 (U112).
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(Figures 1 and 6). In contrast, isolates of the F. tularensis
subsp. tularensis A.Il. subpopulation were collected pri-
marily in the western United States, although some were
also collected in Ontario and Texas (Figures 2 and 6).
California is the only state that had isolates from all 4
genetic groups (Figures 1-4 and 6).

Genetic-Geographic Correlations

Only within F. tularensis subsp. tularensis subpopula-
tion A.1l did genetic and geographic distances show a cor-
relation (p = 0.340, p = 0.0009). No significant correlation
was found between genetic and geographic distances
within F. tularensis subsp. tularensis subpopulation A.l.
(p =-0.009, p = 0.5239) or F. tularensis subsp. holarctica
(p =0.033, p =0.3328).

F. tularensis subsp. tularensis ALl
and A.ll. Subpopulations

Based on ANOSIM, A.l. and A.ll. isolates form 2 dis-
tinct groups in geographic space (R = 0.336, p<0.001). We
found no evidence (R =-0.048, p = 0.639) that F. tularen-
sis subsp. tularensis A.l. isolates from California (n = 5)
are genetically distinct from A.l. isolates found in the other
47 contiguous states (n = 23).

The geographic distributions of the A.l. and A.Il. sub-
populations are associated with distinct abiotic and biotic
factors, including known tularemia vectors and hosts. The
mean elevation in counties where A.1. subpopulation geno-
types were isolated was significantly lower (451.7 m, stan-
dard error [SE] 84.9; U = 211.5, p<0.001, by Mann-
Whitney U test) than the mean elevation in counties where
A.1l. subpopulation genotypes were isolated (1,400.9 m,
SE 175.2). The geographic distribution of A.l. isolates is
closely associated with the distribution of the vectors A.
americanum and D. variabilis; both D. variabilis and the
A.l. isolates occur primarily in the central and eastern
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United States but also in California (Figure 7A). The main
geographic cluster of A.ll. isolates is associated with the
distributions of 2 known tularemia vectors, D. andersoni
and C. discalis (Figure 7A). Finally, the main geographic
distributions of A.l. and A.ll. isolates are each associated
with the distributions of different rabbit hosts, S. flori-
danus and S. nuttallii, respectively (Figure 7B).

Discussion

This study provides an ecogenetic analysis of F.
tularensis in the United States and contributes new insights
into this human health threat and potential biologic
weapon. Our analyses categorized North American F
tularensis isolates into 4 previously recognized groups
(13) and provided good genetic resolution within those
groups (Figures 1-5). These findings indicate that MLVA
is useful for examining continent-scale patterns of genetic
diversity in F. tularensis. We focus here on a more detailed
discussion of F. tularensis population structure on a conti-
nentwide scale and the ecologic correlates and associations
of specific groups.

We observed relatively little genetic diversity within F.
tularensis subsp. holarctica (Figure 3) despite analyzing
samples from across North America (Figure 6). The genet-
ic diversity that exists within this subspecies does not
appear to be related to geographic distance. The lack of
geographic differentiation, coupled with the low genetic
diversity of F. tularensis subsp. holarctica in the United
States, is consistent with rapid transmission of a recently
emerged pathogen across great distances.

Unlike F. tularensis subsp. holarctica, the A.l. and
A.11. subpopulations within F. tularensis subsp. tularensis
are genetically distinct and geographically differentiated.
The spatial distributions of these 2 subpopulations are
associated with large differences in elevation, with A.l.
occurring at lower elevations than A.Il. Elevation alone is
unlikely to influence the distribution of different groups
within F. tularensis subsp. tularensis. We examined eleva-
tion because it is a single measurement that is highly

— B type

e A

ALl

I— | Ft. novicida
r—
0.1

Figure 5. Phylogenetic relationships among subgroups A.l., A.ll., B
type, and Francisella tularensis subsp. novicida at 24 variable num-
ber tandem repeat markers. Scale bar represents genetic distance.
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Figure 6. Spatial distribution of 125 Francisella tularensis isolates
for which information on originating county was available.
Locations (colored circles) correspond to county centroids. More
than 1 subspecies was isolated from some counties in California
(Alameda, Contra Costa, Los Angeles, San Luis Obispo, and
Santa Cruz) and Wyoming (Natrona) (see Figures 1-3). In some
cases, a single circle may represent instances where >1 sample of
a given subspecies or genotypic group was isolated from a single
county. Two isolates with county information, 1 from northern
British Columbia and 1 from Alaska, are not shown.

correlated with other, more biologically relevant factors
that may influence host and vector distributions, such as
temperature, rainfall, and distribution of major vegetation
types (18). The A.l. and A.ll. subpopulations may have
adapted to transmission and maintenance by specific vec-
tors and hosts, leading to niche separation. This idea is sup-
ported by the striking association between the respective
distributions of the A.l. and A.ll. subpopulations and the
distributions of specific tularemia vectors and hosts (Figure
7). Our results indicate that S. floridanus may be an impor-
tant host for the A.l. subpopulation and S. nuttallii for the
A.1l. subpopulation (Figure 7B).

The A.l. and A.Il. subpopulations within F. tularensis
subsp. tularensis are associated with specific vector
species, and movement of these vectors may have dispersed
the pathogen across the United States. The distribution of
the A.l. subpopulation is spatially correlated with A. amer-
icanum and the American dog tick D. variabilis (Figure
7A). The transport of dogs and, consequently, F. tularen-
sis—infected D. variabilis may explain the lack of genetic-
spatial correlation within this group, as well as the
occurrence in California of both D. variabilis and the A.l.
subpopulation of F. tularensis subsp. tularensis. Tularemia-
infected D. variabilis could have been introduced into
California through dogs during human westward migration
in the 19th or 20th centuries. This hypothesis is consistent
with the urban distribution of D. variabilis in California
(19). Whatever the timing, A.l. isolates from California do
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not form a genetic group that is distinct from other A.l. iso-
lates, which is suggestive of multiple introductions to
California from the eastern United States. In contrast, the
information in Figure 7 suggests the primary focus of the F.
tularensis subsp. tularensis A.ll. subpopulation is in the
western United States and that this focus is associated with
the vectors D. andersoni and C. discalis.

The evolutionary linkage of the A.l. and A.11. subpopu-
lations within F. tularensis subsp. tularensis may be
ancient (Figure 8A). Large MLVA distances separate these
types (13) and are equivalent to those separating other F.
tularensis subspecies (Figure 5). The current spatial distri-
bution and genetic distances distinguishing the A.l. and
A.11. subpopulations may have been shaped by Pleistocene
refugia. The greater diversity observed in the A.l. subpop-
ulation is consistent with an older age, more rapid evolu-
tion in this focus, or a historical genetic bottleneck unique
to the A.Il. subpopulation that occurred after A.l.-A.ll.
separation. Evolutionary rates are accelerated in certain
ecologic scenarios and retarded in others. However, if
equal evolutionary rates between the A.l. and A.11. subpop-

O Dermacentor variabilis
@ Ft. subsp. tularensis All. [] Amblyomma americanum

O Fit subsp. tularensis A.l.

O Dermacentor andersoni  [] Chrysops discalis

O Ft subsp. tularensis A.l.
@ Fit. subsp. tularensis All, [
O syivitagus nuttallii

O Syivitagus floridanus

Figure 7. Spatial distributions of isolates from the A.l. and A.ll. sub-
populations of Francisella tularensis subsp. tularensis relative to A)
distribution of tularemia vectors Dermacentor variabilis, D. ander-
soni, Amblyomma americanum, and Chrysops discalis; and B) dis-
tribution of tularemia hosts Sylvilagus nuttallii and S. floridanus.
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Figure 8. Genetic and spatial data of the A.l and A.Il subpopula-
tions of Francisella tularensis subsp. tularensis in the United
States. A) Ancestral status of these 2 subpopulations is unclear;
either could have founded the other, or a third unknown subpopu-
lation could have been the ancestor. B) Highly restricted bacterial-
endemic regions could now be breaking down because of
human-mediated dispersal of the pathogen across the country.
The small circles indicate the spatial distribution of the A.l and A.ll
isolates, as shown in Figure 6.

ulations are assumed, A.l. is older and may have been the
founding population for A.lIl. More robust phylogenetic
analysis that uses slowly evolving characters (20,21)
should eventually root this relationship.

The lower Midwest tularemia focus (8) may have been
a dispersal source for other A.l. populations in the United
States. In this model (Figure 8B), continentwide dispersal
may have occurred as recently as the advent of modern
transportation (e.g., rail or automobile traffic). A locally
robust population of F. tularensis subsp. tularensis A.l.
may have been relatively isolated until European colonists
dispersed this pathogen throughout the continent. The
rapid and long-range dispersal of infected animals or vec-
tors would be similar to an evolutionary radiation with lit-
tle correlation to spatial parameters.

Such rapid dispersal also may be a function of the
recent introduction of lagomorph species into these areas.
In the first half of the 20th century, hundreds of thousands
of rabbits and hares were shipped from central states to
eastern states (5,22), and some of these shipments includ-
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ed carcasses infected with F. tularensis (23). Before 1937,
no cases of tularemia were reported from Massachusetts
(5). These reports suggest that mass introductions of cot-
tontail rabbits for sporting purposes ultimately may have
helped shape the geographic distribution of this pathogen
in the United States. Clearly, this anthropogenic factor
played some role in dispersing the pathogen from the cen-
tral regions of the United States to eastern regions where
tularemia is now endemic.

The overall incidence of human tularemia infections in
the United States appears to arise from areas where we
showed the prevalence of the A.l. subpopulation of F.
tularensis subsp. tularensis. Some of the main human inci-
dence hotspots in the United States, Arkansas, Kansas,
Massachusetts, Missouri, Oklahoma, and South Dakota
(8), are all associated with A.l. (Figures 1 and 6). This dis-
tribution may be the result of a successful group within the
F. tularensis subsp. tularensis A.l. subpopulation or favor-
able ecologic conditions that promote disease maintenance
and transmission in this region.

Conclusions

Our results confirm the presence of 2 distinct subpopu-
lations within F. tularensis subsp. tularensis and indicate
that these groups are geographically distinct and associat-
ed with unique biotic and abiotic factors. These findings
are important because F. tularensis subsp. tularensis is
most often associated with human tularemia in the United
States. The ecologic correlates identified here provide a
framework for developing testable hypotheses regarding
niche separation between the A.l. and A.Il. subpopulations
and should inform future studies addressing the transmis-
sion dynamics and persistence of F. tularensis in North
America.

Acknowledgments

We thank Ken Gage and Joe Piesman for thoughtful discus-
sions and Rommelle Vera-Tudela, Matt Van Ert, and Jim Schupp
for technical assistance.

This work was supported by the Department of Homeland
Security and the Cowden Endowment at Northern Arizona
University.

Dr Farlow performed this work as a part of his dissertation
requirements in the Keim Genetics Laboratory at Northern
Avrizona University. He completed his PhD in 2004 and is now a
postdoctoral fellow at Arizona State University studying
orthopoxviruses.

References

1. Hopla C, Hopla A. Tularemia. In: Beran G, Steele J, editors.
Handbook of zoonoses. 2nd ed. Boca Raton (FL): CRC Press Inc.;
1994. p. 113-26.

Emerging Infectious Diseases ¢ www.cdc.gov/eid « Vol. 11, No. 12, December 2005



N

w

[$2]

[=2]

~

©

©

10.

11

12.

13.

14.

. McCoy G, Chapin C. Bacterium tularense, the cause of a plague-like

disease of rodents. Public Health Bull. 1912;53:17-23.

. Rotz LD, Khan AS, Lillibridge SR, Ostroff SM, Hughes JM. Public

health assessment of potential biological terrorism agents. Emerg
Infect Dis. 2002;8:225-30.

. Sjostedt AB. Francisella. In: Brenner DJ, Krieg NR, Staley JT,

Garrity GM, editors. The proteobacteria, part B. Bergey’s manual of
systematic bacteriology. 2nd ed. New York: Springer-Verlag; 2005. p.
200-10.

. Jellison WL. Tularemia in North America, 1930-1974. Missoula

(MT): University of Montana; 1974.

. Hollis DG, Weaver RE, Steigerwalt AG, Wenger JD, Moss CW,

Brenner DJ. Francisella philomiragia comb. nov. (formerly Yersinia
philomiragia) and Francisella tularensis biogroup novicida (former-
ly Francisella novicida) associated with human disease. J Clin
Microbiol. 1989;27:1601-8.

. Olsufjev. NG, Meshcheryakova 1S. Subspecific taxonomy of

Francisella tularensis. Int J Syst Bacteriol. 1983;33:872-4.

. Hayes E, Marshall S, Dennis D, Feldman K. Tularemia—United

States, 1990-2000. MMWR Morb Mortal Wkly Rep 2002;51:181-4.

. Taylor JP, Istre GR, McChesney TC, Satalowich FT, Parker RL,

McFarland LM. Epidemiologic characteristics of human tularemia in
the southwest-central states, 1981-1987. Am J Epidemiol.
1991;133:1032-8.

Francis E, Mayne B. Experimental transmission of tularaemia by flies
of the species Chrysops discalis. Public Health Rep.
1921;36:1738-46.

Klock LE, Olsen PF, Fukushima T. Tularemia epidemic associated
with the deerfly. JAMA. 1973;226:149-52.

Hillman CC, Morgan MT. Tularemia—report of a fulminant epidem-
ic transmitted by the deer fly. JAMA. 1937;108:538-40.

Johansson A, Farlow J, Larsson P, Dukerich M, Chambers E,
Bystrom M, et al. Worldwide genetic relationships among
Francisella tularensis isolates determined by multiple-locus variable-
number tandem repeat analysis. J Bacteriol. 2004;186:5808-18.
Burgdorfer W. Ecology of tick vectors of American spotted fever.
Bull World Health Organ. 1969;40:375-81.

15.

16.

17.

20.

21.

22.

23.

Francisella tularensis in the United States

Patterson BD, Ceballos G, Sechrest W, Tognelli MF, Brooks T, Luna
L, et al. Digital distribution maps of the mammals of the Western
Hemisphere [database on the Internet]. Arlington (VVA): NatureServe;
2003 [cited 2004 Nov 21]. Available from http://www.natureserve.
org/getData/mammalMaps.jsp

Mantel N. The detection of disease clustering and a generalized
regression approach. Cancer Res. 1967;27:209-20.

Clarke KR. Non-parametric multivariate analyses of changes in com-
munity structure. Aust J Ecol. 1993;18:117-43.

. Pikula J, Beklova M, Holesovska Z. Ecology of European brown hare

and distribution of natural foci of tularaemia in the Czech Republic.
Acta Vet Brno. 2004;73:267-73.

. Rotramel GL, Schwan TG, Doty RE. Distribution of suspected tick

vectors and reported cases of Rocky Mountain spotted fever in
California. Am J Epidemiol. 1976;104:287-93.

Keim P, van Ert MN, Pearson T, Vogler AJ, Huynh LY, Wagner DM.
Anthrax molecular epidemiology and forensics: using the appropriate
marker for different evolutionary scales. Infect Genet Evol.
2004;4:205-13.

Pearson T, Busch JD, Ravel J, Read TD, Rhoten SD, U’Ren JM, et al.
Phylogenetic discovery bias in Bacillus anthracis using single-
nucleotide polymorphisms from whole-genome sequencing. Proc
Natl Acad Sci U S A. 2004;101:13536-41.

Ayres JC, Feemster RF. Epidemiology of tularemia in Massachusetts
with a review of the literature. N Engl J Med. 1948;238:187-94.
Belding DL, Merrill B. Tularemia in imported rabbits in
Massachusetts. N Engl J Med. 1941;224:1085-7.

Address for correspondence: Paul Keim, Keim Genetics Laboratory,
Department of Biological Sciences, Northern Arizona University,

Flagstaff,

AZ 86011-5640, USA; fax: 928-523-0639, email:

paul.keim@nau.edu

Use of trade names is for identification only and does not imply
endorsement by the Public Health Service or by the U.S.
Department of Health and Human Services.

International Conference on
Women and Infectious Diseases:
Progress in Science and Action
March 16-18, 2006

Marriott Marquis Hotel

Atlanta, Georgia, USA

The goal of the conference is to enhance prevention and control of infectious diseases among women
worldwide, ensuring that these efforts address global inequalities.

Diseases affecting pregnancy, birth, and infants

Information-sharing of infectious disease science

Diseases disproportionately affecting women across the life span
Diseases occurring in populations but having distinct impact on women

Gender-specific interventions against infections in diverse populations of women

Collaboration between individuals and organizations around the globe
Increased role for women in basic and applied science careers

More information is available at www.womenshealthconf.org; email omwh@cdc.gov or call 1-404-371-5308.

Emerging Infectious Diseases * www.cdc.gov/eid « Vol. 11, No. 12, December 2005

1841





