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Selective agonists targeted to the 5-HT,. receptor have attracted interest as novel therapies for B. Characterisation of a nicotine precipitated withdrawal: effect of lorcaserin and Ro 60-0175 C. Characterisation of lorcaserin, Ro 60-0175 and CP-809101 in two feeding tests
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Nicotine discrimination studies:: Male, Sprague-Dawley rats were trained to discriminate nicotine (0.3 mg/kg SC) from saline a > 100 Lorcaserin (mg/kg) Ro 60-0175 (mg/kg) CP809101 (mg/kg)
using a standard 2 lever choice procedure (FR10 schedule). After stable discrimination, substitution tests were conducted. Next, l
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Nicotine withdrawal studies: Male, Wistar rats were implanted s.c. with osmotic minipumps containing either saline or nicotine Figure 3. Effect of (L) vehicle (SC), or () mecamylamine (1 mg/kg SC) in Wistar rats implanted with osmotic minipump primed to deliver saline (Sham) or nicotine at 6 or os 4| |7 I =
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Intake was detgrmlned using a within subjects design. In the palatability-induced feeding test, a behavioural measure of satiety S W Lor § ®Ro Figure 6. (A) Effect of Lorcaserin (0.1-1 mg/kg SC), Ro 60-0175 (0.1-1 mg/kg SC) and CP-809101 (0.1-3 mg/kg on responding for food under a progressive ratio
sequence was included. S 40 - g schedule of reinforcement. Reductions in break point were seen with each drug in an SB-242084 (0.5 mg/kg IP) reversible manner. N=12 rats per treatment. (B) Effect
E > of lorcaserin (0.3-3 mg/kg SC), Ro 60-0175 (0.1-1 mg/kg SC) and CP-809101 (0.3-6 mg/kg SC) on consumption of a palatable sweetened mash over a 1h test period.
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lorcaserin clearly disrupted the satiety sequence, which may be related to the expression of malaise related behaviours at 3-6 mg/kg SC doses (see Figure 5C). * P<0.05
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) ) ) ) _ ) _ ) Figure 4. Effect of (A) lorcaserin (1mg/kg SC; 30min ptt.), (B) Ro 60-0175 (1mg/kg SC; 30min ptt.) against a mecamylamine (1 mg/kg) precipitated withdrawal in Wistar A Acquisition of a CP-809101 discrimination B. CP-809101 cue: Generalisation C. CP-809101 cue: Response rate
Nicotine substitution Nicotine substitution Nicotine substitution Nicotine substitution rats. Test conducted 9 days post minipump implantation. Neither treatment significantly affected overall incidence of withdrawal signs in each nicotine group. '
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0- Wr Ch  ShTw Pt Misc 0 Wr Ch  SWTw Pt Misc T cn SWT > |\/|/' Figure 7. (A) Male Sprague-Dawley rats were trained to discriminate CP-809101 (1 mg/kg SC) from saline. Stable discrimination was acquired by the majority of animals
Checked sign Checked sign ' W _ t IS¢ by approximately 80 sessions. Response rate was significantly decreased at this training dose of CP-809101 although some tolerance developed over the course of
Response rate Response rate Response rate Response rate Checked sign training. (B) Generalisation curve for CP-809101 (0.1-3 mg/kg SC), Lorcaserin (0.1-3 mg/kg SC) and Ro 60-0175 (0.1-3 mg/kg SC) — each drug showed a dose related
_ _ - . _ _ _ _ _ generalisation to the CP-809101 stimulus. The generalisation to a 3 mg/kg CP809101 dose was blocked by pretreatment with SB-242084 (0.5 mg/kg IP). (C) Across this
] Figure 5. (A) Breakdown of behaviours comprising the somatic signs score show that ptosis and to a lesser extent chewing/shakes, are the predominant behaviours in our same dose range response rate was also reduced in a dose related fashion by each drug. N=6-10 rats per dose. * P<0.05 vs. vehicle control.
25 - 20 - 20 - 2.0 experiments. (B) Many of these signs are shared by treatments that induce nausea/emesis in vomiting species, e.g. rolipram (1-3 mg/kg IP recorded over 1h). This
' ' Q suggests that a significant proportion of somatic nicotine withdrawal signs reflect malaise. (C) Interestingly, lorcaserin produced similar signs at high doses (3-6mg/kg SC).
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Nicotine interaction Nicotine interaction Nicotine interaction Nicotine interaction 3. Pretreatment with either lorcaserin or Ro 60-0175 (both 1 mg/kg sc) failed to attenuate the somatic withdrawal signs to a mecamylamine precipitated W/D.
4. Many of the W/D signs observed following nicotine W/D are similar to unconditioned behaviours observed following emetogic stimulii e.g. rolipram. This may
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