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1. ABSTRACT

Hypothermia is a thermoregulatory response to
systemic inflammation that is often regarded as
maladaptive to the host. However, rodents show regulated
hypothermia (that is, a selection of cool ambient temperature)
during systemic inflammation that correlates with
enhanced survival, supporting an adaptive value to this
response. The mechanisms regulating hypothermia are not
fully understood, but cytokines such as tumor necrosis
factor-alpha  (TNF-alpha), interleukins (ILs) and
interferon-gamma have been shown to induce or modulate
hypothermia. A review of the literature suggests that
TNF-alpha functions as an endogenous cryogen (i.c.,
induces hypothermia), whereas IL-10 modulates TNF-
alpha production and/or release as a mechanism of
hypothermia attenuation. IL-1beta and IL-6 are typically
regarded as endogenous pyrogens, but may induce
hypothermia during viral and bacterial inflammation. A
role for endogenous IFN-gamma in hypothermia has not
been demonstrated, but injection of this cytokine
potentiates hypothermia through augmented production of
other cytokines. It is clear that additional research is
required in this area. Suggested areas for future research
include a determination of the final mediator of
hypothermia and its specific anatomical site of action as
well as the role of cytokines in the regulation of
hypothermia under non-inflammatory conditions.

2. INTRODUCTION

The thermoregulatory response to systemic
inflammation is often biphasic in nature, consisting of
hypothermia preceding the development of fever. While
fever is recognized as an adaptive physiological response
aimed at facilitating host survival (1), hypothermia is
often regarded as maladaptive, correlating with poor
clinical outcome (2, 3). The mortality of hypothermic
sepsis patients has been reported as twice that of febrile
patients (2, 4), although mechanisms for a detrimental
effect of hypothermia have not been identified. Thus, the
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adaptive value of this thermoregulatory response during
systemic inflammation remains in question.

Regulated hypothermia (also referred to as
anapyrexia) represents the condition in which core body
temperature (T,) is lowered in response to a decrease in the
thermoregulatory setpoint. A reduction in setpoint evokes a
variety of effector mechanisms that promote heat loss,
diminish heat production and lower T.. Several species
develop regulated hypothermia in response to food
restriction (5), hypoglycemia (6, 7), hypoxia (8, 9),
hemorrhage (10), dehydration (11) and infection (12-16). In
instances in which regulated hypothermia is prevented,
survival is decreased (e.g., 6, 8) supporting a beneficial
effect of this response. It is likely that regulated
hypothermia functions as a survival mechanism to diminish
metabolic demands during conditions of severe energy
depletion, tissue injury or infection. The widespread
occurrence of regulated hypothermia argues in favor of this
hypothesis.

It has been suggested that hypothermia is a
nonspecific, secondary response to systemic inflammation
that does not represent a regulated phenomenon initiated by
a decrease in the thermal setpoint (17). While the former
scenario likely exists for extreme cases of circulatory
collapse/shock, several studies have shown hypothermia to
be a regulated response. It was recognized in bumblebees
that infected workers spend significantly more time outside
of the nest, experiencing cooler temperatures, than healthy
workers (16). When placed into a thermal gradient, which
allows the active selection of a range of ambient
temperatures (T,), the parasitized bumblebees displayed
cold-seeking behavior that enhanced survival (15, 16).
Cold-seeking behavior has also been reported in mammals.
Mice inoculated with influenza virus chose cooler ambient
temperatures as the infection progressed and the effect on
T, correlated with enhanced survival rates (12). Similar
findings have been described for mice and rats injected with
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Figure 1. Example of the thermoregulatory profile
induced by the IP injection of a (A) low (50
microgram/kg, IP), (B) septic-like (2.5 mg/kg, IP) and (C)
lethal dose (10 mg/kg, IP) of lipopolysaccharide (LPS; E.
coli 0111:B4 serotype) or (D) cecal ligation and puncture
(CLP; 18 gauge needle) in mice. Control mice received an
equivalent volume of sterile saline or sham surgery. Data
are presented as lh averages. Time 0 (arrow) represents
time of injection or CLP. Body temperature was measured
by biotelemetry in conscious, unrestrained mice. Black
horizontal bars represent lights off period in a 12:12h L:
D cycle.

endotoxin (13, 14). On the other hand, the natural
development of hypothermia in young mice during septic
shock improved survival whereas the development of fever
in older individuals was associated with mortality (18).
These data support the hypothesis that hypothermia is a
regulated response that is evoked during systemic
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inflammation to decrease the morbidity and mortality of the
infectious state.

The majority of experimental data on
hypothermia has been performed in rodents. One facet of
rodent research that confounds data interpretation is the
profound impact of T, on thermoregulatory processes. Due
to the high surface area to body mass ratio of small rodents
which facilitates heat loss, housing at standard laboratory
temperatures (typically 20-22°C) may induce hypothermia
and mask potential fever responses. For example, pyrogen
injection induces hypothermia in rats housed at 24°C (i.e,
below their thermoneutral zone; TNZ) and fever at 30°C
(within their TNZ; 19). There are several early studies in
mammals suggesting that mice and rats, as opposed to
larger experimental animals, responded to
lipopolysaccharide (LPS; a cell wall component of gram-
negative bacteria) with hypothermia rather than fever (20-
22). Furthermore, stress-induced elevations in T, due to
restraint may mask fever responses. Thus, to induce fever
in rodents, very large pyrogen doses were typically
injected. As shown in Figure 1, a large dose of LPS induces
hypothermia and, may result in significant mortality
following circulatory collapse. With the advent of
radiotelemetry to measure T, in the absence of restraint and
the recognition of T, effects on heat conservation, it is now
known that thermoregulatory responses to systemic
inflammation are often biphasic in nature, consisting of
regulated hypothermia and fever.

The maintenance of normal T, particularly under
conditions of low T,, requires significant expenditure of
energy. The maintenance of fever during infection is a
highly energetic process yet it has been conserved
throughout evolution (1), suggesting that the effects of high
T. on immune responses outweigh the high metabolic
requirement. Based on the Q) effect (i.e., the factor by
which biochemical reaction rate is increased for each 10°C
increase in temperature), one can predict that for each 1°C
change in T, there will be a ~10% change in tissue
metabolic requirements (and a subsequent effect on the
production of harmful tissue end products). Hypothermia
represents the opposite extreme of the thermoregulatory
continuum as fever, in that its function is thought to reside
in energy conservation. Induced hypothermia has been
clinically recognized as a protective treatment strategy
under conditions of oxygen scarcity such as cerebral
ischemia, cardiopulmonary bypass surgery and stroke (23-
25). The beneficial effect of hypothermia under these
conditions of oxygen scarcity appears obvious, but does
this relationship extend to the inflammatory condition? An
energy depletion hypothesis was suggested for the
incidence of hypothermia during septic shock (26). This
hypothesis states that the adaptive value of hypothermia
would be realized under conditions of energy depletion,
which prevent the highly energetic cost of fever from being
of benefit to the host. In this scenario, hypothermia and
fever represent the extremes of a thermoregulatory
continuum whose control is dependent on the metabolic
capabilities of the host. In accordance with this hypothesis,
LPS-induced shock in rats was correlated with the selection
of a cool T, in a thermogradient and a decrease in the T,
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threshold for activation of cold thermogenesis (27). The
latter finding is representative of poikilothermic T, control
or a widening of the interthreshold zone for thermal
effector activation (i.e., T, is dependent on T,) and serves as
an effective means of energy conservation.

3. EXPERIMENTAL
INFLAMMATION

MODELS OF SYSTEMIC

Although several clinical studies have shown an
effect of hypothermia on cytokine production and other
immune responses (28-30), induced hypothermia was used
to lower T., making it difficult to extrapolate to the natural
occurrence of hypothermia during systemic inflammation.
Thus, these studies have provided little insight into the
regulatory role of cytokines in the hypothermic response to
inflammation.

There are two experimental models of systemic
inflammation that have provided the majority of data
regarding the role of cytokines in hypothermia. The
peripheral injection of LPS is a frequently used model of
systemic inflammation. LPS stimulates the release of
cytokines from activated macrophages and other cell types
and induces a stereotypic T, response consisting of fever
alone (Figure 1A; low dose, 50 microgram/kg, IP),
hypothermia preceding fever (Figure 1B; high or septic-like
dose, 2.5 mg/kg, IP) or hypothermia that results in
mortality, without a subsequent expression of fever (Figure
1C; lethal dose, 10 mg/kg, IP).

Cecal ligation and puncture (CLP) is an
experimental model of bacterial infection that simulates the
clinical condition of sepsis. The sepsis syndrome is
characterized by pathophysiologic symptoms that include
hypothermia, fever, hypotension, metabolic acidosis and
death (31). These symptoms have been successfully
replicated using CLP with a temperature profile similar to
that induced by a high (often described as septic-like) dose
of LPS (compare Figure 1B and 1D). To induce sepsis, the
cecum is isolated, perforated and the contents expressed
into the peritoneal cavity where a proliferative infection
ensues. Whereas LPS is a non-replicating component of
gram-negative bacteria, CLP induces a bacterial infection
of mixed intestinal flora that models a perforated necrotic
bowel. Interestingly, the cytokines examined using the LPS
and CLP models have been shown, by a variety of
experimental techniques, to mediate both hypothermia and
fever. These data suggest that the classification of a
cytokine as an endogenous pyrogen (i.e., fever inducer),
antipyretic  (i.e., fever reducer) or cryogen (i.e.,
hypothermia inducer) is not as clear-cut as originally
described.

The focus of this review is on cytokines that
mediate hypothermia. Most cytokines that have been
implicated in the mediation of hypothermia were originally
described for their effects on fever. The natural extension
of the discovery of a cytokine’s ability to reduce T, during
fever (i.e., function as an antipyretic) is to determine its
capacity to decrease T, in the non-febrile organism (i.e.,
function as an endogenous cryogen). Thus, the description
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of each cytokine's role in hypothermia will be prefaced
with a brief discussion of its effects on fever. This
overview of fever with hypothermia is meant to illustrate
that these two processes are often observed as a continuum,
rather than as discrete thermoregulatory events and may be
mediated by multiple actions of the same cytokine.

4. TUMOR NECROSIS FACTOR

TNF exists in two biologically active forms,
termed ~ TNF-alpha  (cachectin) and  TNF-beta
(lymphotoxin). Both forms of the cytokine interact with
p55 and p75 receptors to induce physiological effects (32-
34). Soluble TNF receptors (STNFR) circulate in serum and
function to neutralize TNF biological activity or inhibit
proteolytic degradation (33, 35, 36). TNF-alpha is thought
to be the main endogenous form of the cytokine that
mediates T..

For the past decade or more, controversy has
surrounded the role of TNF-alpha in the mediation of T,
during systemic inflammation. One of the principle
questions driving the debate is whether endogenous TNF-
alpha has pyrogenic, antipyretic or cryogenic actions.
Accumulated evidence suggests that TNF-alpha may
induce each of these effects, depending on the
inflammatory model and species examined.

TNF-alpha has typically been described as an
endogenous pyrogen. The injection of TNF-alpha induces
fever in mice (37), rats (38-40), rabbits (41, 42), guinea
pigs (43) and humans (44). Clearly, the ability of TNF-
alpha to induce fever in several species and by several
routes of administration (i.e, peripherally and centrally)
argues for a generalized pyrogenic role for this cytokine.

The ability of injected TNF-alpha to induce
hypothermia in rats (45) and mice (46, 47) suggests that, at
least in some species, this cytokine may have cryogenic
actions. Due to the ability of TNF-alpha to induce several
of the pathophysiologic symptoms of shock, hypothermia
may be a secondary response to multiple organ system
failure induced by its injection. In rats, hypothermia to
central (IlIrd ventricle) TNF-alpha injection was associated
with a decrease in sympathetic outflow to brown adipose
tissue (BAT). These data suggest a specific effect of TNF-
alpha on metabolic thermogenesis rather than a passive heat
loss effect from changes in vascular resistance induced by
hypotension (45). However, the site(s) of TNF-alpha
regulation of BAT activity remain unidentified. That is, the
effect of peripheral injection of TNF-alpha on BAT and T,
was not tested. There is also the caveat that the
characterization of a cytokine in control of T, cannot be
solely determined from injection studies since these
represent pharmacological rather than physiological effects.

The release of endogenous TNF-alpha should
precede the development of hypothermia with a time course
that suggests a role in the mediation of this phenomenon. In
mice and rats, a high or septic-like dose of LPS induces an
initial hypothermia within ~1-2h post-injection (see Figure
1B and 1C). While the time course of hypothermia
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correlates with enhanced plasma TNF-alpha levels (60-120
min following LPS injection) in several studies (48-53),
there are also instances in which these events are
temporally dissociated from one another or hypothermia is
observed in the absence of TNF-alpha release (52, 54).
Limited sampling sites and times are likely responsible for
some of these negative findings (52, 54).

TNF-alpha neutralization has been shown to
attenuate (55, 56), exacerbate (57, 58) or have no effect
(59-61) on fever. The reasons for these divergent results are
not well defined, but may be related to the injected dose of
LPS or ineffective neutralization of the cytokine using
injected antagonists. To test the hypothesis that endogenous
TNF-alpha functions as an antipyretic, we examined fever
responses to a low and high dose of LPS in TNF p55/p75
receptor (TNFR) knockout mice (i.e., mice that can
produce TNF-alpha in response to LPS, but do not respond
physiologically to the cytokine; 62, 63). Using this animal
model, we observed similar fever responses in KO and
wild-type (WT) mice to a low dose of LPS, but more rapid
initiation of fever in KO mice exposed to a high LPS dose
(64). The former result is not particularly surprising since a
cytokine’s antipyretic effects are expected under conditions
in which fever approaches harmful levels and it is likely
that a low LPS dose was insufficient to induce that effect.
This is particularly relevant to mice, which require much
larger LPS doses than rats to develop fever. On the other
hand, the more rapid initiation of fever in KO mice in
response to a high dose of LPS correlated with reduced
plasma IL-10 levels (62, 64) indicating a TNF/IL-10
regulatory loop for antipyresis. While these data do not
resolve the issue of endogenous TNF function during fever,
they suggest that multiple actions of this cytokine may be
elicited depending on the severity of the inflammatory
insult and the experimental technique used to neutralize
endogenous cytokine activity.

The above data showing the effect of systemic
inflammation induced by LPS and CLP on T, indicate that
cytokines often function as endogenous pyrogens,
antipyretics or cryogens. It has been hypothesized that a
reduction in arterial O, saturation and its subsequent
inhibition of ATP production is sensed by cns neurons and
results in the actions of a cytokine being switched from a
pyretic to an antipyretic or cryogenic mode, in an effort to
conserve energy (65). This PO, hypothesis is particularly
attractive given the ability of several of the systemic
inflammatory mediators discussed in this review to induce
hypoxia, including LPS, TNF-alpha and influenza virus
(65).

Studies of TNF-alpha neutralization and
hypothermia have provided fairly consistent results in favor
of cryogenic actions of this cytokine. In rats, LPS-induced
hypothermia was attenuated by ~44% using TNF antiserum
(66). Given the relatively large LPS dose (500
microgram/kg, iv) used in this study, partial attenuation
may due to the release of other endogenous cryogens not
identified, incomplete inhibition of TNF-alpha by the
antiserum, or circulatory collapse. The injection of a
neutralizing TNF binding protein did not affect the depth of
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LPS-induced hypothermia in another study in rats, but the
duration of hypothermia was attenuated such that fever was
initiated more rapidly (53). Interestingly, fever peak was
enhanced as well, supporting initial cryogenic and
subsequent antipyretic effects of TNF-alpha. In mice, the
co-injection of TNF-alpha (at a dose that had no effect on
normal T.) with LPS exacerbated hypothermia and
attenuated fever (46). However, when endogenous TNF
was neutralized by the injection of the STNFR or TNF-
alpha antiserum, hypothermia was blocked, but fever was
unaffected (46). These data support the hypothesis that
endogenous TNF functions as a cryogen and does not have
pyrogenic or antipyretic actions in mice. Perhaps more
importantly, these results show that the effects of an
injected cytokine do not always correlate with those
obtained following neutralization of the endogenous
cytokine.

There are instances in which TNF-alpha
neutralization has shown no effect on hypothermia and
these results may be related to the severity of the
inflammatory insult. The injection of an anti-TNF
antiserum into mice attenuated LPS-induced mortality, but
had no effect on the mortality and hypothermia induced by
CLP (67). This study used a very high dose of LPS (200-
600 microgram/mouse) such that the thermoregulatory
profile is likely representative of septic shock and
circulatory collapse. Unfortunately, T, was not indicated so
it is unclear if hypothermia was facilitated by this factor. In
this study, T, dropped to ~22°C within 6h following LPS or
CLP and fever was not a component of the T, profile (67).
It is unclear if the antiserum would have been effective at a
lower dose of LPS that induced a less pronounced
hypothermia. Furthermore, one might predict that the
severity of the insult, as indicated by the profound
hypothermia, induced several cytokines and/or other factors
that were responsible for the deep hypothermia such that
TNF-alpha antagonism alone was insufficient to inhibit the
response. However, combined therapy with the STNFR and
IL-1 receptor antagonist was also without effect on CLP-
induced hypothermia in mice, despite the alteration of other
cytokines, such as IL-6, that have been implicated in the
morbidity of sepsis (68). Using the same CLP technique
with mice housed at thermoneutrality (T,=30°C), we
examined the effect of TNF neutralization on hypothermia
and fever using TNFR knockout mice. Figure 1D provides
an example of the temperature profile elicited by CLP in
C57BL (WT) mice (one of the background strains used to
generate TNFR KO mice). These mice developed ~1.5-2°C
hypothermia during the first day following CLP that
culminated in ~I1°C fever the following day. When we
tested the thermoregulatory response to CLP in TNFR KO
mice, hypothermia was prevented, fever developed more
rapidly than in WT controls and survival was enhanced
(69). These data suggest that hypothermia is a detrimental
response during sepsis induced by CLP, which contrasts
with studies showing beneficial effects of regulated
hypothermia (i.e., cold-seeking behavior) following
endotoxin injection (13, 14). The reasons for these
differences are unknown, but may be related to the severity
of the inflammatory insult and/or the complete absence of
TNF signaling in these mice. Does CLP induce a regulated
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hypothermia in rodents? This remains

unanswered.

question

Based on the reviewed studies, the actions of
endogenous TNF-alpha may be characterized as pyrogenic,
antipyretic or cryogenic depending on the species and the
type and severity of the inflammatory stimulus. Under
conditions in which mild hypothermia is induced, TNF-
alpha appears to be at least partially responsible for the
decreased T.. On the other hand, when a rapid, profound
hypothermia is the immediate response to inflammation, it
is likely that several mediators are involved in the response
such that neutralization of any one cytokine is without
significant effect. Furthermore, the depth of hypothermia
may be a contributing factor to mortality during systemic
inflammation, although this hypothesis has not been
directly tested. It is clear that the controversy regarding the
role of TNF-alpha in fever and hypothermia has not been
resolved.

5. INTERLEUKIN-10

IL-10 is a Th2 cytokine originally described as a
cytokine synthesis inhibitory factor. IL-10 inhibits the LPS-
induced synthesis of a number of cytokines implicated in
the regulation of T, including IL-1gamma, IL-6, IL-8 and
TNF-alpha (70, 71). Elevated plasma IL-10 levels are
detected in septicemia (72) and the protective effects of IL-
10 against sepsis morbidity and mortality are well
recognized, correlating in many cases with the inhibition of
TNF-alpha production (72, 73-78).

Based on the ability of IL-10 to inhibit the
production of other cytokines implicated in T, control, a
role for this cytokine in fever has been hypothesized.
Pharmacologically, IL-10 functions as an antipyretic in
rats (79, 80), mice (77) and humans (81), an effect that
correlates with reduced production of IL-1beta (79), IL-
6 (79, 81, 82) and TNF-alpha (79, 81). Neutralization of
IL-10 exacerbated fever to the subcutaneous air pouch
injection of endotoxin in rats with augmented
production of IL-lbeta, IL-6 and TNF-alpha (82).
Similarly, IL-10 KO mice showed enhanced fever
responses to LPS that correlated with augmented
production of IL-6 (77). These studies indicate that the
inhibitory effects of IL-10 on cytokine production
extend to thermoregulatory processes with IL-10
implicated as an endogenous antipyretic. There are no
reports of IL-10 inducing fever or hypothermia.

There are several studies indicating a functional
relationship between IL-10 and TNF-alpha in the mediation
of hypothermia. IL-10 injection prevented LPS-induced
hypothermia through the reduced production of TNF-alpha
(73). On the other hand, IL-10 KO mice developed a
prolonged decrease in T. and succumbed to LPS,
suggesting a protective effect of IL-10 and detrimental
effect of hypothermia (77). It is hypothesized that enhanced
TNF-alpha levels (and presumably other cytokines) in IL-
10 KO mice are responsible for these effects, although
plasma cytokine levels were not determined in this study
(77). Others have shown that IL-10 KO mice show
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profound hypothermia (T~25°C) and decreased survival
correlating with enhanced plasma TNF-alpha levels during
Trypanosoma cruzi infection (74). The specificity of these
effects to TNF-alpha was demonstrated by a reversal of
hypothermia and prolonged survival following TNF-alpha
antibody treatment (74). Based on these results,
endogenous IL-10 attenuates hypothermia through the
inhibition of endogenous TNF-alpha production.

While studies providing evidence for a role of IL-
10 in T, responses to infection and inflammation are not
extensive, the data suggest antipyretic and cryogenic
actions of this cytokine. A relationship between IL-10 and
TNF-alpha has been demonstrated in hypothermia, but IL-
10-induced antipyresis likely results from the inhibited
production of several cytokines, including IL-1beta, IL-6
and TNF-alpha.

6. INTERLEUKIN-6

IL-6 has been strongly implicated as an
endogenous pyrogen based on production of fever
following its injection, increased circulating levels of the
cytokine during fever and the absence of fever under
conditions in which IL-6 has been neutralized (1, 83, 84).
There has been little consideration of IL-6 as an
endogenous cryogen, although some studies have
demonstrated an effect of IL-6 neutralization on
hypothermic responses. In IL-6 KO mice, hypothermia to
LPS was enhanced in comparison to WT controls and this
effect correlated with augmented plasma concentrations of
TNF-alpha during the time course of hypothermia (84).
These data suggest that endogenous IL-6 functions in a
negative feedback loop on TNF-alpha production during
infection, much in the same manner as described for IL-10.
When IL-6 KO mice were tested during CLP-induced
sepsis, hypothermia did not differ from that observed in
WT mice through 14h post-surgery (see WT T, profile of
Figure 1D; 69). These data appear to contradict the findings
described above in which hypothermia to LPS was
enhanced in KO mice. However, as sepsis ensued from 15-
48h, the hypothermic response to CLP was enhanced in IL-
6 KO mice such that fever never developed and the mice
eventually succumbed to the insult (69). These data suggest
that fever has a protective role in the sepsis syndrome in
mice and that prolonged hypothermia (i.e., beyond the first
14h) could serve as a barometer of morbidity in this model.
Although plasma TNF-alpha levels were not measured, it is
hypothesized that exacerbated production of TNF-alpha
(and perhaps other cytokines) occurred in the absence of
IL-6 negative feedback, such that lethality was enhanced
(69).

The intranasal inoculation of mice with influenza
virus at a thermoneutral T, results in the development of a
~1-2°C hypothermia, without subsequent development of
fever (12, 85, 86). Influenza virus induces hypoxia (87) and
an increase in IL-6 levels in lung lavage fluid (85). The
hypothermic response to influenza infection is regulated, in
that inoculated mice choose a cool T, in a thermal gradient
(12). To test the hypothesis that cytokines are mediating
hypothermia during influenza, IL-6 KO mice were
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intranasally inoculated with the virus and their T, profiles
compared to that of WT controls. IL-6 KO mice developed
attenuated decreases in T, following virus inoculation (86).
These results are in direct contrast to the effects obtained in
IL-6 KO mice injected with LPS or made septic by CLP in
which hypothermia was exacerbated (see above). It appears
that endogenous IL-6 modulates hypothermia in several
ways, presumably depending on the physiological milieu
induced by the inflammatory stimulus. As suggested by the
PO, hypothesis from Kozak (65), the divergent actions of
IL-6 may be directly related to the occurrence of hypoxia
during influenza infection.

7. INTERLEUKIN-1beta

The IL-1 family of ligands is comprised of IL-
lalpha, IL-1beta and the IL-1 receptor antagonist (IL-
Ira). IL-1beta is thought to be the primary secreted form
of IL-1 and the main regulator of T. during
inflammation. The IL-1ra is a natural inhibitor of IL-1
actions that binds to IL-1 receptors without inducing an
intracellular signal (88). The two receptors for IL-1 have
been cloned and classified as the type I and type II
receptors (89). The type I receptor (IL-1r1) is thought to
be the only signaling receptor for IL-1; the type II
receptor is thought to serve as a negative regulator of
IL-1 functions (89).

IL-1beta is considered a key mediator of fever.
IL-1beta induces fever when injected peripherally or
centrally into several species, an effect mediated
through the endogenous production of IL-6 (90, 91).
Peripheral and central injection of IL-1beta neutralizing
antiserum/antibodies or the IL-1ra attenuated, but did
not prevent fever to LPS (90, 91) and CLP (92). In
studies using IL-1beta or IL-1r1 KO mice, LPS-induced
fever was enhanced (93), attenuated (84) or similar (94)
to that observed in WT mice. There are currently no
studies using the injection of IL-1 neutralizing agents
that have demonstrated complete inhibition of fever
induced by LPS. These findings indicate that IL-1beta is
one of several endogenous pyrogens involved in fever
generation.

There are limited data supporting a role for
endogenous IL-1 in hypothermia. CLP and LPS-induced
hypothermia do not appear to be mediated by endogenous
IL-1beta. The injection of a septic-like dose of LPS into IL-
Ibeta KO mice produced hypothermia that was virtually
identical to that observed in WT controls (84). Plasma IL-6
levels did not differ between groups at 2h post-injection,
which corresponded to the peak of hypothermia (84). These
data suggest that (1) IL-lbeta does not mediate
hypothermia or (2) other factors compensated for IL-1beta
deficiency in the KO mice.

More severe inflammatory stimuli such as CLP
and influenza virus have elucidated a role for IL-1 in
hypothermia. In rats, iv injection of the IL-1ra attenuated
hypothermia and hypotension induced by CLP and
improved survival (95). Unfortunately, the effects of the
IL-1ra alone were not reported. It is not clear if the effects
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of IL-lra on hypothermia were directly related to
hemodynamic changes or were specific to the
thermoregulatory actions of the cytokine since the profile
of changes in blood pressure and T, were similar following
treatment. Intra-hypothalamic injection of a neutralizing
IL-1beta antibody had no effect on hypothermia induced by
CLP in rats (92), despite proven efficacy of the antibody. In
response to intranasal inoculation with influenza virus,
hypothermia was attenuated in IL-lbeta KO mice
compared to their WT counterparts (96). These findings are
similar to those reported in IL-6 KO mice, as previously
discussed (see Interleukin-6 section). Interestingly, the
attenuation of hypothermia on day 5 post-inoculation
correlated with the time point at which survival was
significantly decreased in the KO mice (96). These data
support previous studies showing a protective effect of
hypothermia on survival from viral infection in this species

(12).
8. INTERFERON-gamma

Interferons are antiviral proteins that have shown
pyrogenic effects in humans and experimental animals.
That is, the injection of IFNalpha and IFNgamma induced
fever when injected peripherally or centrally into a variety
of species (reviewed in 1).

IFNgamma is thought to be a key mediator of
sepsis lethality due to its potentiation of cytokine
production (97). When the thermoregulatory actions of this
cytokine were determined in mice, the injection of
I[FNgamma alone induced ~1.2°C hypothermia of ~6h
duration (98). IL-1beta, IL-6 and TNF-alpha did not appear
to mediate this effect (98). IFNgamma injection
immediately prior to LPS (Oh pretreatment) potentiated
hypothermia and 8h pretreatment was maximally effective,
producing ~7.0°C decrease in T.. The latter effect was
related to the augmented production of IL-1beta and TNF-
alpha (98). Although these data provide evidence for an
effect of exogenous IFNgamma on T, further studies are
required to identify endogenous effects of this cytokine on
hypothermia.

9. FUTURE DIRECTIONS

It is difficult to assess the impact of hypothermia
on infection outcome and the role of cytokines in the
regulation of this response, based on current experimental
data. There is considerable controversy regarding TNF-
alphain the regulation of hypothermia, although this
cytokine appears to function as an endogenous cryogen in
most instances. Unfortunately, few data are available on the
effects of other cytokines on hypothermia and more
research is required in this area. Most importantly, research
beyond the effects of exogenous cytokines on T, is required
to delineate an endogenous role of any cytokine in
thermoregulation. Figure 2 provides a hypothetical model
of cytokine interactions that mediate hypothermia in
response to an inflammatory stimulus. This model is based
on our current understanding of the mediation of
hypothermia by the cytokines discussed in this review.
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Figure 2. Hypothetical model of cytokine interactions that
regulate hypothermia during systemic inflammation.
Exposure to an inflammatory stimulus, such as
lipopolysaccharide (LPS), induces the production of IL-
Ibeta, IL-6, TNF-alpha and IL-10 from macrophages and
other cell types. IL-1beta and IL-6 stimulate hypothalamic
production of prostaglandin E, (PGE,) through a variety of
proposed signaling pathways. PGE, increases the thermal
setpoint, resulting in the production of fever. TNF-alpha
stimulates a decrease in T, that is thought to be a regulated
response, although the final mediator of this response
remains unidentified. TNF-alpha also functions as an
endogenous antipyretic in several species, thus limiting the
ultimate magnitude of fever. IL-10 is produced in response to
LPS and other cytokines and serves as a negative regulator of
cytokine production, thus limiting the ultimate magnitude of
fever and hypothermic responses. This model ignores the
contribution of IFNgamma to T, responses since a role for
this endogenous cytokine has not been identified in
hypothermia. This model does not identify other endogenous
substances that have effects on T, such as nitric oxide or
arginine vasopressin. Solid line denotes stimulatory
pathways; Dashed line denotes inhibitory pathways.

Hypothermia is clinically described as a
detrimental symptom of sepsis, whereas several animal
studies have shown a protective effect of a regulated
decrease in T, (i.e., cold-seeking behavior in a thermal
gradient). In gene knockout mice, attenuated hypothermia
was associated with enhanced (TNFR KO mice; 69) or
decreased (IL-1beta and IL-6 KO mice; 86, 96) survival
during bacterial and viral infection, respectively. Whether
these differences in study outcome are a direct consequence
of a decrease in T, or other cytokine actions is unknown,
but it suggests that the type of inflammatory insult is
important. Although experimental data indicate that the
depth of hypothermia may have the most profound impact
on infection outcome, additional studies are required to
directly test this hypothesis.

Many of the studies presented in this review were
conducted using gene knockout mice. It is important to
recognize that while gene knockout technology provides a
unique approach to thermoregulation studies, it also can
complicate data interpretation. Due to the absence of a gene
product throughout development, several unrecognized
redundancies have developed that likely impact the
thermoregulatory processes being examined. In general
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terms, gene knockout studies are performed on animals that
were capable of surviving in a gene’s absence.
Unfortunately, in most cases the resultant changes in an
animal’s basic thermoregulatory process due to a gene’s
absence during development have not been assessed. It is
anticipated that the use of time-dependent and tissue-
specific gene knockout strategies, as well as the recently
developed gene knockout rat (99), will permit an
examination of cytokine actions in the regulation of
hypothermia in a more natural animal model and in species
other than the mouse.

There are several clinical conditions that could
directly benefit from a better understanding of the
mechanisms regulating hypothermia. Forced hypothermia, in
which T, is physically decreased using cooling blankets or
other methods, is used clinically during cardiopulmonary
bypass surgery and as treatment for brain ischemia and stroke
to reduce metabolic demands of injured tissue (23-25, 100,
101). The benefit of hypothermia treatment for these
conditions is thought to reside in the inhibitory effect of
reduced T, on tissue metabolism and cytokine production.
However, it is likely that the efficacy of this treatment is not
fully realized when T, is being physically reduced in the
absence of a change in the thermoregulatory setpoint. Under
these conditions, a variety of physiologic effector mechanisms
are evoked to resist body heat loss and the resultant increase
in metabolism is expected to counter the desired benefit of the
treatment. On the other hand, the manifestation of
poikilothermia as an adaptive thermoregulatory strategy
suggests that a breakdown in T, control precision may be of
benefit to the host under severe pathological conditions such
as septic shock (27). It is hoped that the identification of
additional inflammatory conditions that evoke this response
and an understanding of the mechanisms of cytokine
regulation of hypothermia will provide treatment strategies
that can be used to maximize patient benefits during several
injurious and inflammatory states.

While data are accumulating on the role of
cytokines in hypothermia, significant gaps still exist in our
current knowledge. A few proposed areas for future
research include:

1. Determination of the final mediator of hypothermia.
Several studies have examined prostaglandins (PG) as the
final mediator of hypothermia, but the results have been
contradictory. While hypothalamic PGD, levels were
reported to increase during LPS-induced hypothermia in
rats (102), prostaglandin synthesis inhibitors, such as
indomethacin attenuate (103), exacerbate (50) or have no
effect (17) on hypothermia. More studies are required in
this area to determine the final mediator as well as the
specific anatomical location for regulation of this response.

2. Examination of cytokine antagonism  on
thermoregulatory setpoint changes. An alteration of
hypothermia using cytokines/antagonists is assumed to
represent a direct effect on the thermal setpoint, but this has
not been verified. Are cytokine effects on hypothermia
associated with the appropriate thermoeffector mechanisms
that are indicative of a change in the thermoregulatory
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setpoint? Do cytokine antagonists alter cold-seeking
behavior during infection-induced hypothermia? Do gene
knockout mice behave differently in a thermal gradient
during infection than their wild-type counterparts?

3. A study of cytokine regulation of hypothermia during non-
infectious states. Do the effects of cytokines on T, extend to
non-inflammatory states? Clearly, a more global understanding
of cytokine thermoregulatory effects is needed.

Finally, it is important to note that the majority of
studies on cytokines and hypothermia have been performed
on rodents. There remains the question of the applicability
of cytokine effects to the human condition since regulated
hypothermia is poorly understood in this species. Given the
large difference in surface area to body mass ratio between
rodents and humans and the reduced sensitivity of mice and
rats to bacterial products such as LPS (i.e., much larger
doses are required to elicit fever in rodents, even within the
TNZ), extrapolation between species is difficult.
Furthermore, there is the concern that the thermoregulatory
actions of a cytokine may be beneficial, whereas other
physiological effects may be harmful, thus complicating
our assessment of potential beneficial treatment effects.
Only through careful analysis of a cytokine’s actions in
several models of systemic inflammation, with attention to
hypothermia as well as fever, can these obstacles be
identified and overcome.
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