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Abstract:



Methamphetamine (MAMPH) increases core body temperature at room temperature and decreases it in the cold room. MAMPH at doses ≥ 5.0 mg/kg also induces neural toxicity at room temperature, but not in the cold room. We hypothesized that the neural toxicity of the MAMPH is heat related. Thus, the objectives of these experimentswere to investigate the dynamics of heat dissipation and conservation at various ambient temperatures. Forty male Sprague-Dawley rats were divided into four equal groups. Groups 1, 2 and 3 were injected intraperitoneally (i.p.) with saline and one hour later with an equivolume of MAMPH in doses of 2.5, 5.0, or 7.5 mg/kg bwt. Group four was injected with saline/saline. Core body (Tc) and tail skin (Ts) temperatures were recorded with thermistors (YSI series 700) at room temperature (21 ± 1°C) or in a cold room (7 ± 0.5°C) every five minutes for four hours. Tc was used as an index for total body heat, and Ts was used as an index for blood flow to the tail (a measure of heat dissipation /conservation) at various times during the experiment. Analysis of the data (ANOVA and post-hoc) showed that MAMPH at doses of 5.0 and 7.5 mg/kg bwt increased the Tc at room temperature, and decreased the Tc at doses of 2.5, 5.0 and 7.5 mg/kg bwt in the cold room in a dose dependent manner. Analysis of the tail effector mechanism for heat dissipation at room temperature, and for heat conservation in the cold room, demonstrated that Ts does not follow Tc at room temperature, but follows Tc in the cold room. In the cold room, MAMPH treated animals decreased Ts, or probably vasoconstricted the tail as the Tc falls. In contrast, at room temperature, although MAMPH raised the Tc of the animals, there was no evidence for a change in Ts, or no tail vasodilatation. Based on these data, we suggest that MAMPH (i.p.) impair heat dissipation, but not heat conservation. Hence, the accumulated heat in neural tissue may account, in part, for the reported neural toxicity of MAMPH.
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Introduction


Methamphetamine (MAMPH) is a central nervous system stimulant with a high potential for abuse and dependency. A number of studies established that repeated low doses or a single large dose of MAMPH produce long-term damage to dopaminergic and serotonergic fibers in various brain regions [1,2,3]. Neurotoxicological studies noted decreases in dopamine levels, loss of dopamine uptake sites [2], reduction in tyrosine hydroxylase activity [4] in the striatum, impairment in dopamine transporter [5] and vesicular dopamine uptake system [6], and impairment of the ionic antiporters at the dopaminergic neurons [7]. Similarly, high doses of MAMPH treatments produce depletions in brain serotonin [8] and decreases in the number of serotonin transporter binding sites [1 and 9].



In rodents, MAMPH and its analogue, amphetamine, simultaneously produce a variety of behavioral effects, many of which are due to their ability to increase activity in mesostriatal and mesolimbic dopamine systems [10,11,12]. These include increases in locomotor activity [13,14,15], stereotypic behavior [14], rearing behavior [13], and hypo- or hypothermia [16,17,18]. We previously showed dissociation between the thermic and motor activity effects of MAMPH [17 and 18]. There are reports indicating that cold environmental temperatures or pharmacological agents that produce hypothermia decrease MAMPH-induced neurotoxicity in rats [19,20,21] and mice [22-24 and 5]. We hypothesize that MAMPH, and probably other psychostimulants, impairs heat dissipation. The accumulated heat may account in part for the described neural toxicity of these drugs. The objectives of these experiments were to study the dynamics of heat dissipation and heat conservation in male rats as a result of various doses of MAMPH injection at cold and room temperatures.




Materials and Methods


In this study, male Sprague-Dawley rats with body weights of 200-400 grams were used. All animals were housed in the vivarium at the University of Arkansas for Medical Sciences (UAMS) under a photophase of 12 hours (0600 to 1800 hours) and scotophase of 12 hours. Food and water were provided ad libitum. In preparation for experimentation, animals were trained to rectal and tail skin probes and handling for a minimum of seven days. Prior to each experiment, animals received rectal and skin probes for one hour as a probe adjustment period, and held at room temperature (21 ± 1oC) or in the cold room (7 ± 0.5oC) depending upon the type of experiment. Forty male Sprague-Dawley rats were divided into four equal groups. Groups 1, 2 and 3 were injected intraperitoneally (i.p.) with saline and one hour later with an equivolume of MAMPH for doses of 2.5, 5.0, or 7.5 mg/kg per body weight (bwt). Group four was injected with saline/saline as the control. Core body (Tc) and tail skin (Ts) temperatures were recorded with thermistors (YSI series 700) at room temperature (21 ± 1°C) or in a cold room (7 ± 0.5°C) every five minutes for four hours (one hour for saline, and three hours for MAMPH or second saline injection).



Data analysis. Paired and unpaired statistical analysis was used. Tc and Ts of each animal were compared before or after saline or MAMPH treatment. The unpaired analysis (ANOVA, Duncan's Multiple Range test) was performed on control and experimental data from animals treated under identical situations. The paired analysis (ANOVA, Post-hoc "Newman-Keuls" and Student's t-test) was used to compare each individual rat with itself (before and after drug treatment).



All data are presented as relative mean values in order to eliminate, in part, the large variations that appear as a result of the use of absolute values. The changes in Tc and Ts at 7 ± 0.5°C or at 21 ± 1°C were used for analysis of heat conservation or heat dissipation.




Results


Dynamics of heat dissipation


MAMPH at doses of 5.0 and 7.5 mg/kg bwt significantly increased core body temperature (Tc) at room temperature (Figure 1a & Figure 2). At 5.0 mg/kg bwt MAMPH increased Tc from 38.14 ± 0.46oC to 39.04 ± 0.22oC, or by 0.92°C, and at 7.5 mg/kg bwt from 38.45 ± 0.59oC to 39.96 ± 1.18°C, or by 1.51°C. At a dose of 2.5 mg/kg bwt, MAMPH initially increased Tc insignificantly within the first 15 minutes. Following the increase, MAMPH decreased Tc from 38.05 ± 0.46oC to 37.51 ± 0.51oC, or by –0.42°C. One way analysis of variance {ANOVA} of MAMPH treated versus saline controls indicates that the hyperthermic affect of MAMPH is significantly different (p = 0.0001) for all doses of MAMPH. In addition, post-hoc statistical analysis of the data suggested a possible dose-response relationship for the effect of MAMPH on Tc at room temperature. The differences in time (minutes) to reach a maximum response (Tc-max) between doses 2.5, 5.0 and 7.5 mg/kg bwt were not significantly different (p= 0.063). The Tc-max for 2.5 mg/kg bwt was 60.5 ± 13.83, for 5.0 mg/kg bwt was 47.7 ± 24.9, and for 7.5 mg/kg bwt was 70.0 ± 20 minutes.


Figure 1. Effects of methamphetamine on a) core body and b) tail skin temperature of male rat at 21 ± 1°C.
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Figure 2. Effects of methamphetamine on core body and tail skin temperature one hour after drug injection at 21 ± 1°C.
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Statistical analysis of the effector mechanism, tail skin temperature (Ts), for all doses of MAMPH (2.5, 5.0, and 7.5 mg/kg bwt) revealed no significant difference between saline and MAMPH-treated rats (p = 0.9299). However, there was a significant difference in Ts two hours after MAMPH injection at 5.0 mg/kg bwt (p= 0.0001). At this point, the Tc had declined from a maximum of 39.04 ± 0.22°C to 38.26 ± 0.60°C, whereas, Ts had risen from 29.86 ± 1.84 to 32.2 ± 1.10°C. MAMPH at a dose of 7.5 mg/kg bwt, significantly raised Ts in 60% of the rats (N = 6) around 2.5 hours after injection. However, 40% of the animals showed insignificant changes in their Ts and remained this way throughout the duration of the experiment (Figure 1b & Figure 2).








Dynamics of heat conservation


MAMPH at doses of 2.5, 5.0, and 7.5 mg/kg bwt, simultaneously decreased both Tc and Ts significantly in the cold room (Figure 3 and Figure 4). At a dose of 2.5 mg/kg bwt, MAMPH decreased Tc from 38.01 ± 0.34°C to a minimum average value (Tc-min) of 35.98 ± 0.71°C, or by –2.22°C. Following Tc, the Ts decreased from 18.64 ± 2.46°C to 17.11 ± 2.43°C, or by –1.57°C. At a dose of 5.0 mg/kg bwt, MAMPH decreased Tc from 37.97 ± 0.42°C to 35.38 ± 0.82°C, or by –2.68°C, and Ts from 19.22 ± 1.48°C to 16.39 ± 1.36°C, or by –2.56°C. At a dose of 7.5 mg/kg bwt, MAMPH decreased Tc from 38.16 ± 0.51 to 34.01 ± 1.60°C, or by –4.15°C, and Ts from 19.82 ± 1.96°C to 17.07 ± 2.32 °C, or by –2.7°C.


Figure 3. Effects of methamphetamine on a) core body and b) tail skin temperature at 7± 0.5°C.
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Figure 4. Effects of methamphetamine on core body and tail skin temperature one hour after drug injection at 7± 0.5°C.



[image: Ijms 03 01095 g004]






Statistical analysis of the data indicates that the hypothermic affect of MAMPH is significant at all doses (p = 0.0001). Post hoc statistical analysis of the data showed that only the effects of 5.0 and 7.5 mg/kg bwt of MAMPH on Tc were significantly different from each other (Figure 3b). Analysis of the variance and Post-hoc statistical analysis show that the differences in time (minutes) to reach to a minimum response or Tc-min between doses of 2.5, 5.0 and 7.5 mg/kg bwt were not significantly different. The Tc-min for 2.5 mg/kg bwt was 55 ± 15.97, for 5.0-mg/kg bwt was 65 ± 29.32, and for 7.5-mg/kg bwt was 63.50 ± 16.51 minutes.









Discussion


Methamphetamine significantly increased Tc at doses of ≥ 5 mg/kg bwt at room temperature, and suppressed it at doses of 2.5 mg/kg bwt at cold environmental temperature. Analysis of the heat exchange or thermo-effectors mechanism as monitored by Ts, revealed that the physiological mechanism underlying the hypo- and hyperthermic effects of MAMPH is different. At room temperature, MAMPH induced a condition similar to hyperthermia demonstrated by Raman et al. [25]. Exposing male rats to a high ambient temperature of 30-40 oC resulted in an increase in Tc but not in Ts or blood flow to the tail [25]. In a normal situation [26,27,28,29], rat vasodilate the vasculature to the tail or it increases Ts to dissipate heat to the environment when it is challenged with a rise in its core body temperature. Methamphetamine at 21 ± 1°C seems to induce hyperthermia. Although, MAMPH induced a significant increase in Tc, the tail did not respond (p> 0.05). Indeed, the heat dissipating mechanism was delayed in response (p< 0.05) by an hour to the rise in Tc at 5.00 mg/kg bwt of MAMPH.



Is the mechanism underlying the hyperthermic effect of MAMPH regulated similarly to fever triggered by pyrogens? It has been shown [30] that pyrogens trigger a rise in Tc “set point” or “set range” to a higher level. The prostaglandin synthetase inhibitors such as indomethacin inhibit this effect of pyrogens. In addition, during fever, the recruitment of the heat gain mechanism and suppression of the heat loss mechanism depends upon the environmental temperature [31]. At room temperature, the heat loss mechanism is suppressed. Thus, the peripheral vascular system that is responsible for heat dissipation does not respond despite a rise in body temperature. At cold ambient temperature, the heat gain mechanism is activated. Thus, the peripheral vasculature was vasoconstricted.



The effect of MAMPH at room temperature seems to be similar to the effect of pyrogens on heat gain/heat conservation. Mohaghegh et al. showed that the hyperthermic effect of MAMPH was blocked by 5.0 mg/kg dose injections of indomethacin [18]. Thus, MAMPH, like pyrogens can increase the “set point” or “set range” of the core body temperature. With a rise in the body's temperature “set point” accompanied with a delay in response of the tail vasculature to dissipate heat, there will be a hyperthermia or chemically induced fever. In contrast to pyrogens, MAMPH at doses of (2.5-mg/kg bwt at cold ambient temperature induced a dose dependent hypothermia. However, this hypothermic effect of MAMPH was unexpectedly associated with a significant (p< 0.05) decrease in Ts. An increase rather a decrease in Ts as previously described [28] was unexpected. In addition, the hypothermic effect of MAMPH was not inhibited by 5.0 or 10 mg/kg bwt of indomethacin [17 and 18]. Previously, it been shown that regulated hypothermia is mediated via prostaglandin E1 system [32]. Thus, probably, MAMPH at 7 ± 0.5°C forced the animal into hypothermia via a profound suppression of metabolic heat production. What may account for this suppression of heat dissipation, despite the hypothermic effect of MAMPH is not clear. It is possible that the hypothermic animal tries to regulate the amount of heat loss by some unknown processes.
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