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Leukotriene B4 (LTB4) is a rapidly synthesized, early neutrophil chemoattractant that signals via its cell
surface receptor, BLT-1, to attract and activate neutrophils during peritonitis. BLT-1-deficient (BLT-1�/�)
mice were used to determine the effects of LTB4 on neutrophil migration and activation, bacterial levels, and
survival after cecal ligation and puncture (CLP). Male BLT-1�/� or wild-type (WT) BALB/c mice underwent
CLP. Tissues were harvested for determination of levels of bacteria, myeloperoxidase (MPO), LTB4, macro-
phage inflammatory protein 2 (MIP-2), and neutrophil (polymorphonuclear leukocyte [PMN]) numbers at 4
and 18 h after CLP. PMN activation was determined by an assessment of phagocytosis ability and CD11b
expression. Survival was also determined. BLT-1�/� mice had decreased numbers of PMNs in the peritoneum
at both 4 and 18 h after CLP but increased numbers of PMNs in the blood at 18 h compared with WT mice.
Liver and lung MPO levels were significantly higher in BLT-1�/� mice at both 4 and 18 h after CLP, with
increased bacterial levels in the blood, the liver, and peritoneal fluid at 4 h. Bacterial levels remained higher
in peritoneal fluid at 18 h, but blood and liver bacterial levels at 18 h were not different from levels at 4 h. PMN
phagocytosis and CD11b levels were decreased in BLT-1�/� mice. LTB4 levels were similar between the groups
before and after CLP, but MIP-2 levels were decreased both locally and systemically in BLT-1�/� mice.
Survival was significantly improved in BLT-1�/� mice (71%) compared with WT mice (14%) at 48 h post-CLP.
Thus, LTB4 modulates neutrophil migration into the mouse peritoneum, but not the lung or liver, after CLP.
Despite higher bacterial and PMN levels at remote sites, there was increased survival in BLT-1�/� mice
compared to WT mice. Decreased PMN activation may result in less remote organ dysfunction and improved
survival.

Bacterial peritonitis, with its attendant local and remote
complications, continues to be a cause of high morbidity and
mortality in the surgical patient (4, 5, 7). Therapeutic strategies
have focused on local host defenses in the peritoneum and
preservation of remote organ function. While activation and
influx of leukocytes into a septic focus are essential, remote
tissue neutrophil (polymorphonuclear leukocyte [PMN]) se-
questration has been implicated in the genesis of organ injury
and failure in models of ischemia-reperfusion, trauma, and
endotoxemia (2, 15, 17). Arachidonic acid metabolites, pro-
teases, and oxygen radicals released by activated neutrophils
have also been shown to be the final agents that induce damage
to endothelial cells, resulting in capillary leakage (29).

The events that lead to a local inflammatory response to
intraperitoneal infection are characterized by the recognition
of the site of infection by inflammatory cells, the specific re-
cruitment of subpopulations of leukocytes (macrophages, neu-
trophils, mast cells, natural killer cells, and lymphocytes) into
the affected area, and the subsequent clearance of the infecting
organism (3, 24). These interactions involve both cell-to-cell

contact via numerous cell surface receptors and the production
of a network of peptide or lipid mediators acting as chemoat-
tractants or signaling molecules (16). Migration between en-
dothelial cells then proceeds along a chemokine gradient to the
site of infection.

There are several groups of chemoattractants for leukocytes,
including N-formylated peptides, leukotriene B4 (LTB4) com-
plement components (C3a and C5a), and the CC and CXC
chemokines. These chemoattractants trigger directional migra-
tion of inflammatory leukocytes and cell polarization with re-
distribution of adhesion molecules, and they stimulate intra-
cellular calcium mobilization, cytosolic granule release, and
other forms of cellular activation (23).

Leukocyte responses are likely to be dependent on the in-
teraction of their receptors with multiple chemokines and
other chemoattractants, depending on the specific tissue in-
volved as well as the type and location of infection. Knockout
mice for the high-affinity cell surface receptor of LTB4 (BLT-
1-deficient [BLT-1�/�] mice) have been generated, and zymo-
san-elicited peritoneal exudate cells of these animals were
found to be unresponsive to LTB4 yet responsive to C5a and
platelet-activating factor in vitro, as measured by Ca2� influx
and chemotaxis (14). There was no PMN influx in response to
intraperitoneal LTB4 in the knockout mice, which indicated
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that BTL-1 was the specific receptor for neutrophil chemoat-
traction by LTB4 (14). Furthermore, leukocytes isolated from
the BLT-1�/� animals resisted adherence to venules in re-
sponse to LTB4 application, which indicated a clear role for
specific receptor-mediated LTB4 function in the integrin-me-
diated firm adhesion of PMNs to the endothelium (14, 27).

The role of BLT-1, the high-affinity receptor for LTB4, in
response to polymicrobial peritonitis, however, has not been
investigated. Using the cecal ligation and puncture (CLP)
model of polymicrobial peritonitis, we tested the hypothesis
that the LTB4 receptor would govern neutrophil migration and
therefore affect clinical outcome of polymicrobial peritonitis in
this model. We showed that PMN recruitment was reduced in
BLT-1�/� mice, with a concomitant increase in bacterial load
in the peritoneum. Despite this finding and increased remote
organ PMN accumulation, there was improved survival in the
BLT-1�/� mice, possibly due to reduced activation of PMNs.
Our study reinforces the importance of LTB4 during peritonitis
and provides novel evidence of interactions between LTB4

signaling through BLT-1 and levels of the CXC chemokine
macrophage inflammatory protein 2 (MIP-2).

MATERIALS AND METHODS

Animals. Six- to eight-week-old BLT-1�/� mice (Ltb4r1tm1Bodd) backcrossed
for seven generations onto a BALB/c genetic background (14) and their wild-
type (WT) BALB/c controls were used. Animals were housed in a facility ap-
proved by the American Association for Accreditation of Laboratory Animal
Care and were provided food and water ad libitum. Studies were approved by the
Institutional Animal Care and Use Committee and conducted in accordance with
the guidelines of the National Institutes of Health and under the supervision of
a veterinarian.

CLP. Mice were anesthetized with inhaled isofluorane (Abbott Laboratories,
Chicago, Ill.). CLP was performed by exposing the cecum through a midline
laparotomy, ligating with 4-0 silk suture just below the ileocecal junction and
ensuring that a standard length of cecum was ligated each time and that there
was no bowel obstruction. For survival and 18-h harvest experiments, a single
23-gauge puncture was made in the cecum. For 4-h harvest experiments, two
18-gauge punctures were made in the cecum to yield higher bacterial counts. The
cecum was then returned to the peritoneal cavity, and the abdominal incision was
closed in layers.

Survival. Mice were injected with 1 ml of normal saline subcutaneously for
volume resuscitation at the time of CLP. Cefoxitin (100 mg/kg of body weight)
was administered subcutaneously every 12 h.

Timed harvests. Mice were anesthetized with ketamine (80 mg/kg) and xyla-
zine (16 mg/kg) at 4 or 18 h after CLP, and tissues were harvested at sacrifice.
Peritoneal lavage fluid was obtained to determine bacterial counts, cytokine
levels, neutrophil counts, and myeloperoxidase (MPO) levels. Liver, lung, and
spleen tissue samples were collected for determination of bacterial counts and
MPO levels. Blood was collected by cardiac puncture for evaluation of bacterial
and leukocyte counts and PMN activation levels.

Peritoneal lavage. Peritoneal exudate cells were recovered by peritoneal la-
vage with 4 ml of sterile, ice-cold, heparinized RPMI 1640 medium (GIBCO/
BRL, Bethesda, Md.) and were counted manually by using a hemocytometer.

MPO assay. MPO activity was used as a measure of neutrophil accumulation.
Liver and lung tissue samples (40 to 60 mg) were homogenized in 20 mM
phosphate buffer (pH 7.4) and centrifuged at 10,000 � g for 15 min. Tissue cell
pellets were then resuspended in 50 mM phosphate buffer (pH 6.0) with 10 mM
EDTA and 0.5% hexadecyltrimethylammonium bromide. The solubilized pellets
were frozen, thawed, heated for 2 h at 60°C, sonicated for 2 s, and then refrozen.
The MPO level was determined spectrophotometrically by using tetramethyl-
benzidine as the color reagent, as previously described (26).

MIP-2 and LTB4 assays. Concentrations of MIP-2 were determined in super-
natants from peritoneal lavage and in serum by enzyme-linked immunosorbent
assays (Biosource International, Camarillo, Calif.) performed according to the
manufacturer’s instructions. Concentrations of LTB4 were measured from peri-
toneal lavage supernatant by enzyme immunoassay (Cayman Chemical, Ann
Arbor, Mich.) performed according to the manufacturer’s instructions.

Bacterial counts. Homogenized liver and lung tissues (150 to 250 mg of
samples in 2 ml of sterile saline), whole blood, and peritoneal lavage fluid were
plated in serial log dilutions on tryptic soy or brain heart infusion agar plates.
After plating, tryptic soy agar plates were incubated at 37°C aerobically for 24 h,
and brain heart infusion agar plates were incubated anaerobically for 48 h.
Results were expressed as log CFU per milliliter for blood, log CFU per gram for
tissues, and log CFU per mouse for peritoneal lavage fluid. Lower limits of
detection were 1.52 log CFU/ml for blood, 2.12 log CFU/mouse for peritoneal
lavage fluid, and 2.65 log CFU/g for liver.

PMN activation. Activation of cells was determined by measuring the ability of
PMNs to ingest fluorescently labeled bacteria and by the cell surface expression
of the PMN-activation marker CD11b. Fluorescein isothiocyanate (FITC)-la-
beled Escherichia coli (Molecular Probes, Eugene, Oreg.) was opsonized by
incubation with 5% pooled mouse serum in a shaking water bath at 37°C for 30
min. The bacteria were then washed twice in phosphate-buffered saline prior to
the addition of PMNs in 1:100 ratios of blood leukocytes to bacteria and incu-
bated for another 30 min in the water bath. The red blood cells were then lysed,
and cells and bacteria were washed twice in phosphate-buffered saline, followed
by fixation with 1% paraformaldehyde (Polysciences, Warrington, Pa.). Fluores-
cence was measured in the PMN population unquenched and quenched with
trypan blue (Sigma, St. Louis, Mo.) by using a FACScan flow cytometer (Becton
Dickinson, Franklin Lakes, N.J.) equipped with CellQuest software. Quenching
prevents fluorescence of bacteria attached to the outside of the cell, allowing
determination of ingested bacterial levels. Results were expressed as mean chan-
nel fluorescence (MCF) levels. CD11b levels were also determined by flow
cytometry by labeling PMNs in blood and peritoneal exudate with FITC-anti-
CD11b antibody (BD Pharmingen, San Diego, Calif.). Isotype-matched control
antibodies were also used. Red cells were lysed hypotonically with ammonium
chloride, and samples were then washed with phosphate-buffered saline and fixed
in 1% paraformaldehyde. Ten thousand cells were acquired, and the data were
analyzed on a FACScan flow cytometer and by gating around the PMN popu-
lation. Results were expressed as MCF levels.

Statistical analysis. Concentrations of cytokines, neutrophil counts, MCF lev-
els, and MPO levels were compared by analysis of variance (ANOVA), with the
Tukey-Kramer honestly significant difference test as a follow-up. The Fisher
exact test was used for differences in survival. Bacterial counts and cell percent-
ages were compared nonparametrically by using the Mann-Whitney U test.
Cytokine and MPO levels are expressed as means � standard errors of the mean
(SEM). A P value of 0.05 or less was considered significant.

RESULTS

Neutrophil migration was decreased in the peritoneum and
increased in remote organs after CLP in BLT-1-deficient mice.
As LTB4 is a PMN chemoattractant previously shown to exert
this effect through BLT-1 (14), we expected decreased PMN
accumulation at the site of infection in BLT-1�/� mice. This
expectation was confirmed by a slight decrease in PMNs in the
peritoneum at 4 h after CLP (not significant) and a significant
decrease in PMNs by 18 h in BLT-1�/� mice (Table 1). Con-
versely, BLT-1�/� mice had increased PMNs in the blood at

TABLE 1. Comparison of neutrophil migration in WT and
BLT-1�/� mice into the peritoneum, blood, liver,

and lung during bacterial peritonitisa

Time point
and mouse

type

Peritoneal
PMN (106)

Blood PMN
(106)

Liver MPO
(U/g of tissue)

Lung MPO
(U/g of tissue)

4 h
WT 1.77 � 0.10 0.41 � 0.06 4.35 � 0.61 74.34 � 10.50
BLT-1�/� 1.45 � 0.18 0.52 � 0.07 9.14 � 0.86b 154.33 � 8.06b

18 h
WT 17.12 � 2.41 0.73 � 0.06 4.52 � 1.12 72.20 � 14.77
BLT-1�/� 9.37 � 0.92b 4.23 � 0.72b 11.86 � 4.19b 155.30 � 20.20b

a Results are expressed as means � SEM. There were eight mice per experi-
mental group.

b The P value was �0.05 for WT versus BLT-1�/� mice by ANOVA.
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4 h and significantly increased blood PMN levels by 18 h after
CLP, together with significantly increased MPO levels in the
lung and liver at both 4 and 18 h after CLP (Table 1). These
data reinforce the importance of LTB4 signaling via BLT-1 on
PMN migration to the site of infection and also support pre-
vious evidence that there is an increase in both peripheral
blood and remote organ PMNs if PMN migration to the site of
infection is inhibited (22). Increased PMN accumulation is
often used as an indication of remote organ damage and dys-
function, which have been shown to significantly contribute to
mortality after CLP (28).

LTB4 production was not inhibited in BLT-1�/� mice dur-
ing CLP. LTB4 is an early mediator of inflammation and is
known to be one of the earliest proinflammatory mediators
produced following inflammatory stimuli such as infection (13,
30). LTB4 levels were low in the peritoneums of healthy mice
that had not undergone CLP, but were increased at 4 h after
CLP to similar levels in WT and BLT-1�/� mice (3.1 � 0.2 and
2.8 � 0.7 ng/ml, respectively). This finding indicates that the
mouse BLT-1 deficiency does not lead to inhibition of LTB4

production or overcompensation by increased LTB4 produc-
tion during bacterial peritonitis. As expected, LTB4 levels were
significantly decreased by 18 h after CLP to near pre-CLP
levels, with no differences between results for WT and BLT-
1�/� mice (0.17 � 0.08 and 0.14 � 0.04 ng/ml, respectively).
The regulation of LTB4 production during CLP does not,
therefore, appear to be affected in BLT-1�/� mice, providing
the potential for LTB4 to signal via an alternative receptor.

MIP-2 levels were regulated locally and systemically by sig-
naling through BLT-1. MIP-2, a murine CXC chemokine anal-
ogous to human interleukin 8, is known to be another major
PMN chemoattractant during bacterial infection (22). We
therefore investigated whether differences in PMN accumula-
tion observed for BLT-1�/� mice were also secondary to al-
terations in MIP-2 levels. Peritoneal and serum MIP-2 was not
detected in healthy animals that had not undergone CLP (data
not shown), but levels of MIP-2 were significantly increased in
both WT and BLT-1�/� mice at both 4 and 18 h after CLP
compared with levels in healthy mice. However, levels of peri-
toneal MIP-2 in BLT-1�/� mice at 4 h after CLP were signif-
icantly decreased compared with levels in WT mice at 4 h after
CLP (Fig. 1A). Similar significant decreases in MIP-2 levels
were detected in the sera of BLT-1�/� mice at 18 h after CLP
(Fig. 1B). These data suggest that there is regulation of MIP-2
production via signaling of LTB4 through the BLT-1 receptor.
This novel pathway of regulation may represent a potential
method of increasing the duration of action of LTB4 during
CLP, and it also adds another potential layer of regulation of
the overall immune response to bacterial infection.

Bacterial clearance was impaired in BLT-1�/� mice during
CLP. It was expected that bacterial clearance at the site of
infection would be impaired secondary to impaired accumula-
tion of PMNs in BLT-1�/� mice and would be increased sys-
temically as well as in remote organs secondary to increased
PMN migration to these sites in BLT-1�/� mice, as presented
above. Although there was an increase in aerobic and anaer-
obic bacterial levels in the peritoneums of BLT-1�/� mice at
4 h after CLP, as expected (Fig. 2), there were also increased
bacterial levels in the blood and livers at this time point (Fig.
2). By 18 h after CLP, however, there were no significant

differences in the recovery of aerobes from any compartment.
Recovery of anaerobes at the 18-h time point was significantly
greater from the peritoneal cavities of the BLT-1�/� animals,
but levels of anaerobes were similar in the blood and livers of
the two groups of animals. This result suggests either that
another mediator is acting to decrease bacterial clearance re-
motely or that there is a decrease in the ability of PMNs in
BLT-1�/� mice to phagocytose and clear bacteria.

PMN activation was decreased in BLT-1�/� mice after CLP.
PMN activation was determined by measuring PMN phagocy-
tosis ability and cell surface expression of the PMN-activation
marker CD11b. There was decreased phagocytosis of FITC-
labeled E. coli in BLT-1�/� mice compared with WT mice at
4 h after CLP, although this finding was not statistically signif-
icant (Fig. 3A). However, a significant decrease in PMN ex-
pression of CD11b was observed for BLT-1�/� mice (Fig. 3B).
The macrophage phagocytosis ability of BLT1�/� mice (3,800
� 800 MCF) was not different from that of WT mice (3,900 �
500 MCF). These data indicate that LTB4 signaling via BLT-1
may be critical to complete PMN activation during CLP. This
signaling pathway may also play a role in PMN migration as

FIG. 1. Levels of MIP-2 in the peritoneums (A) and sera (B) of WT
and BLT-1�/� mice after CLP. Peritoneal lavage fluid and serum
samples were collected from mice at 4 and 18 h after CLP, and MIP-2
levels were determined by enzyme-linked immunosorbent assay. There
were eight mice per experimental group per time point, and the results
shown were combined from two separate experiments. Results are
expressed as the means � SEM. �, P � 0.05 for WT versus BLT-1�/�

mice by ANOVA.
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CD11b forms part of the integrin cell adhesion molecule
CD11b/CD18.

Survival was improved for BLT-1�/� mice after CLP. In-
creased levels of bacteria locally and in remote sites have been
shown to contribute to mortality after CLP (11). Therefore,
given the almost universal increase in bacterial levels in BLT-
1�/� mice during peritonitis, as shown above, it was expected
that these mice would exhibit an increased mortality rate com-
pared to WT mice. However, the opposite result was observed.
Survival was significantly improved for BLT-1�/� mice (71%)
compared with WT mice (14%) at 48 h post-CLP (Fig. 4).
There was also an ultimate 42% 7-day survival advantage for
BLT-1�/� mice (Fig. 4). The improved survival rate may be
due to decreased remote organ dysfunction secondary to de-
creased damage from less-activated PMNs.

DISCUSSION

There has been a recent resurgence of interest in products of
the 5-lipoxygenase pathway, with the development of knockout
mice rendered leukotriene deficient by disruption of the 5-li-

poxygenase gene and, subsequently, of mice deficient in the
specific receptor for LTB4 (19, 30). Our data demonstrated a
survival benefit from knockout of the specific LTB4 receptor in
a model of murine peritonitis produced by CLP, despite im-
paired neutrophil migration to the site of infection in the
peritoneal cavity. LTB4 production in the BLT-1 knockouts
was similar to that in the WT mice, indicating a true defect in
ligand-receptor interaction. Interestingly, the survival benefit
was associated with increased bacterial levels early on after
CLP, which likely occurred because of the impaired local host
defense response manifested by reduced levels of peritoneal
neutrophils. Of special interest is that MIP-2, a potent endog-
enous chemoattractant, may be regulated in part through the
BLT-1 receptor, providing further evidence of cross talk be-
tween different chemokines and their receptors. MIP-2 levels
in both the peritoneal fluid and blood have been shown to
correlate with mortality after CLP (28). It may be that these
knockout mice are able to tolerate a higher bacterial load or
that lung and liver injury is limited by decreased neutrophil
activation in these animals, in which LTB4 cannot engage its
receptor. This apparent paradox has been observed previously

FIG. 2. Aerobic and anaerobic bacterial levels in the blood, peritoneal lavage fluid, and liver at 4 h (A) and 18 h (B) after CLP in WT and
BLT-1�/� mice. Whole blood, peritoneal lavage fluid, and homogenized liver tissue were plated in serial log dilutions on tryptic soy agar (aerobic)
or brain heart infusion agar (anaerobic) and incubated at 37°C for 24 to 48 h. There were eight mice per experimental group per time point, and
the results shown were combined from two separate experiments. Results are expressed as log CFU per millliliter (for blood), per mouse (for
peritoneal lavage fluid), and per gram of tissue (for liver). �, P � 0.05 for WT versus BLT-1�/� mice by the Mann-Whitney U test.
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in STAT4 knockout mice, which had increased survival com-
pared to controls but also had increased levels of bacteria (10).

The 5-lipoxygenase knockout mice have been found to be
more susceptible to intratracheal bacterial instillation than the
WT mice, but they still recruited PMNs into the lung. How-
ever, the knockout mice had defective phagocytosis in vitro
that was restored by exogenous LTB4 (1). Further, PMNs
treated with an LTB4 receptor antagonist had defective phago-
cytosis that was restored only with exogenous LTB4, not with
other leukotrienes (20). These results signify that LTB4 is
important not only to PMN migration but to activation as well.
Our data are consistent with these findings in that PMN phago-
cytosis and CD11b expression were reduced in the BLT-1
knockout mice, and bacterial levels were increased corre-
spondingly. Survival, however, was improved in the BLT-1
knockout mice after CLP, which may be related to the fact that
other leukotrienes are not present in the 5-lipoxygenase knock-
out mice. Although CLP is not normally considered a model of
multiple organ dysfunction, there is increasing evidence that
death after CLP is often unrelated to absolute bacterial levels
and likely occurs as a result of an imbalanced immune re-
sponse to infection and subsequent multiple organ failure (9,
10). Alternatively, LTB4 may exert anti-inflammatory effects to

mediate the immune response to infection through a receptor
pathway distinct from BLT-1, such as the peroxisome prolif-
erator-activated receptor pathway (6, 8) via heme oxygenase-1
and nitric oxide production.

In humans, after major trauma, 5-lipoxygenase products
from patient PMN fractions are reduced, corresponding with
the appearance of immature band forms (18). This finding
implies that cell maturity is important in PMN migration and
subsequent amplification of the inflammatory response. Inhi-
bition of the LTB4 receptor with a specific antagonist reduces
peritoneal leukocyte influx after CLP and diminishes survival
(21). Monocyte chemoattractant-1 in the peritoneum is ele-
vated after CLP, and anti-monocyte chemoattractant-1 anti-
bodies reduce LTB4 levels but not levels of other CXC che-
mokines. Thus, an endogenous chemokine may regulate
leukocyte influx by increasing production of the lipid chemoat-
tractant and vice versa. This possibility implies the presence of
coregulatory mechanisms to amplify the peritoneal inflamma-
tory response to infection. Such pathways may involve MIP-2,
as well, and our data provided the first evidence of potential
cross talk between LTB4 and MIP-2 via the BLT-1 receptor. In
a thioglycolate model of peritonitis, both 5-lipoxygenase and
C5-deficient mice had diminished peritoneal PMN migration
(25). LTB4 inhibition in C5-deficient mice nearly abolished
peritoneal PMN migration in this model, which suggested that
these two chemoattractants have independent but overlapping
roles in PMN chemotaxis. Most chemoattractants are short-
lived and inactivated by reactive oxidants.

In summary, we have shown that the specific receptor for
LTB4 is required for appropriate early neutrophil migration to
the site of infection but not into organs remote from the site of
infection. Lack of the BTL-1 receptor is associated with im-
paired bacterial clearance from polymicrobial peritonitis, yet
survival of BLT-1�/� mice was enhanced. This result may be
explained by decreased neutrophil activation in remote organs
or by engagement of the peroxisome proliferator-activated re-

FIG. 3. Neutrophil phagocytosis (A) and cell surface expression of
CD11b (B) in WT and BLT-1�/� mice at 4 h after CLP. Whole blood
was incubated with opsonized FITC-labeled E. coli. Total cell fluores-
cence of neutrophils (attached and ingested bacteria) and fluorescence
after quenching of external fluorescence with trypan blue (ingested
bacteria only) were measured by flow cytometry. Neutrophils in whole
blood were also stained with FITC-labeled anti-CD11b antibody, and
fluorescence was measured by flow cytometry. Results are expressed as
MCF levels. There were seven mice per experimental group per time
point, and the results shown were combined from two separate exper-
iments. �, P � 0.05 for WT versus BLT-1�/� mice by ANOVA.

FIG. 4. Survival of WT and BLT-1-deficient (BLT-1�/�) mice after
CLP. Mice underwent 23-gauge CLP with saline resuscitation and 100
mg of cefoxitin/kg every 12 h for the duration of the experiment. There
were 17 WT mice and 16 BLT-1�/� mice per experimental group. The
results shown were combined from three separate experiments. �, P �
0.05 for WT versus BLT-1�/� mice by the Fisher exact test.
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ceptor pathway (6, 8) and an enhanced systemic anti-inflam-
matory response, both of which could limit remote organ in-
jury. LTB4 has recently been shown to recruit effector T cells
via interaction with its receptor BLT-1 on these cells (12),
which might also limit tissue injury. In addition, a second low-
affinity receptor that is widely expressed, BLT-2, has been
described (31). Further study is required to explain the molec-
ular mechanisms at play behind these observations.
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