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ABSTRACT

The effects that chronic cocaine administration (CCA) have on craving, cocaine metabolite concentrations and cytochrome P450 344 isoenzyme
(CYP450 344) activities in Sprague-Dawley rats following the administration of Salako Nutritional Supplements (SNS) were examined. Five groups
of fifty rats were used to assess the effect of the SNS following CCA. Craving was analyzed for each rat using a Conditioned Place Preference protocol.
Blood samples were obtained at regular intervals and used to measure cocaine plasma metabolite levels. CYP450 344 activity was determined in
the liver. Administration of the SNS reduced craving of cocaine significantly, upon discontinuing cocaine in the rats. Blood plasma analysis showing
higher benzoylecgonine equilibrium and the CYP450 344 levels demonstrated that the SNS possibly aided in the removal of the stored metabolites
indicative of increased metabolism of cocaine, enhanced by the Supplements. Results indicate that the SNS formulation reduces craving caused by
CCA by increasing the liver CYP450 344 activity, resulting in better plasma clearance.
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INTRODUCTION

Cocaine (C;H, NO,), classified as a stimulant, is described as being the most potent, powerfully
addictive stimulant of natural origin. It is an alkaloid that is extracted from the leaves of the
Coca plant (Erythroxylum coca), which originates in South America, and to a lesser extent, in
Africa, Indonesia and India (UNODC, 2010). Cocaine is one of the oldest known psychoactive
substances. Coca use has been traced as far back as around 5000 B.C. wherein the leaves of the
plant were continually chewed in the mouth. Pure cocaine was isolated in the 1880’s (National
Institute on Drug Abuse, 2008). In the early 1900s, pure cocaine was the main active ingredient
in numerous pharmaceutical and recreational formulations due to their properties that enhanced
general activity and decreased fatigue.

Cocaine use varies widely with drug users. The duration of the euphoric effects produced
by cocaine is dependent on the route of administration. The faster the absorption of cocaine, the
more rapid and intense the high produced, but the shorter the duration of action. Toxic amounts
of cocaine can be absorbed by any route of administration, which can have a wide range of ef-
fects which can include sudden death.

Metabolism of Cocaine

Cocaine is rapidly absorbed in the blood following the snorting, smoking and intravenous ad-
ministration. Cocaine is metabolized by several enzymatic and non-enzymatic pathways (Heard
et al., 2008) rapidly and extensively in animals to yield benzoylecgonine and ecgonine as the
principal products, along with other metabolites, particularly ecgonine methyl ester, which are
all generally inactive. Norcocaine is a minor metabolite that is formed, but is active and found
to be neurotoxic. Cocaine is converted to norcocaine via the cytochrome P450 3A4 isoenzyme
by means of N-demethylation. Norcocaine has shown to be equal in potency to cocaine (Hawks
et al., 1974; Misra et al., 1975). The pharmacology of cocaine is complex, which exhibits si-
multaneous effects in several organ systems in the body including the brain, cardiovascular,
immune and hematological systems (Espinoza, 2012; Heard et al., 2008 and Levine et al., 1990).
Cocaine has been shown to be extremely hepatotoxic (Boyer & Peterson, 2005; Kanel et al.,
1989; Pasanen et al., 1995) and also results in fatty infiltration responsible for increases in lipid
content of the liver (Affi et al., 1998; MachLachlan & Hodge, 1938). Developing an effective,
safe and cost-effective means of treating substance abuse is of paramount importance in society.

Chronic use of cocaine results in the metabolite being present in the urine for a prolonged
period following introduction of a large amount into the body. There is still a paucity of infor-
mation which exists regarding the effects that cocaine has on the body as a complete system,
including the toxicity that exists during chronic usage and the general basic mode of action
following varying modes of administration.

Conditioned Place Preference

Conditioned place preference is one popular method of an animal model of drug dependence.
The apparatus used to carry out the experiment is called a conditioned place preference box,
which consists of two chambers separated by a neutral chamber. One chamber differs from
the other by tactile clues such as colour and light intensity. Using a biased procedure, the non-
preferred compartment is paired with the drug and the CPP is a measurement of overcoming the
initial aversion for that compartment (Sanchis-Segura and Spanagel, 2006). In adult rats, place
preference for cocaine is effectively established for cocaine at a dosage of 20 mg/kg (Bardo et
al. 1986; and Brenhouse and Andersen, 2008).
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Treating Cocaine Addiction and Nutritional Supplements Administration

Presently there are no pharmacological methods of treating cocaine misuse (Garcia-Rodriguez et
al., 2009; Kennedy et al., 2012). The medications that are used currently treat symptomatically
the effects produced as a consequence of the discontinuation of cocaine use. There are numerous
research areas that are investigating possible treatment methods for cocaine misuse however the
key areas that show promise operate on the premise of the cocaine-induced adaptations that occur
which disturb the balances between excitatory and inhibitory neurotransmission which primar-
ily involve the glutamate and gamma-amino-butyric acid (GABA) (Hu, 2007; Volkow, 2009).

The main modality of the treatment of cocaine misuse involves behavioural interventions,
the most effective being Cognitive-behavioral Therapy (CBT) (Garcia-Rodriguez et al., 2009;
Maude-Griffin et al., 1998; Weiss R. D. et al., 2005). CBT is focused on the abstinence of the user
from cocaine and is based on the assumption that the development and continuation of cocaine
misuse are influenced by learning processes (Center for Substance Abuse Treatment, 1999).
The integration of both behavioural and pharmacological treatments will seemingly make the
most effective approach. However, at present there is no medication that treats cocaine misuse
(Kennedy et al., 2012). There is therefore the need for effective pharmacological method of
treatment of cocaine misuse.

The Salako Nutritional Supplements formulation used in this study (Provisional Patent#
60/528,755) was developed in the clinics of the Getwele Treatment and Rehabilitation Services
Incorporated in Maryland, USA by Dr. Ajibike Salako-Akande for use in reducing craving for
alcohol and illicit drugs. Cocaine treatment, with this proprietary formulation, involves the use of
multi-nutritional formulation fortified with vitamins and minerals, which has been shown to be
effective in relapse management and prevention. It is being screened in our laboratories to check
if it may represent a safe and cost effective secondary prevention approach to cocaine addiction.

MATERIALS AND METHODS

Cocaine hydrochloride was obtained from Health Cooperation Limited, Kingston, Jamaica with
permission from the Ministry of Health of Jamaica.

Kits for Cocaine hydrochloride determination were purchased from Neogen Cooperation
Ltd., USA.

Kits for Cytochrome P450-3A4 isoenzyme determination were purchased from Promega
Corporation, USA.

Salako Nutritional Supplements formulation was provided by Dr. Ajibike Salako-Akande
of Getwele Foundation International, USA.

Animal Study
Design of Feeding Experiment

Cocaine hydrochloride acquisition and usage were with the approval of the Ministry of Health
Dangerous Drugs Inspector. The animal study was performed with the approval of the University
of the West Indies, Mona Ethics Committee. Fifty (50) adult Sprague-Dawley rats (25 males
and 25 females) between the ages of 6-8 weeks were obtained from the University of the West
Indies Animal House. The rats were separated, weighed, labeled for differentiation; and placed
into five groups (shown in Table 1), with an average body weight of 238.5 g. The stainless-steel
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Table 1. Rat groups and their assigned diets

Group Group Description

ND Normal rats fed normal rat diet.

NS Normal rats fed supplemented rat diet.

CcC Rats dependent on cocaine and continually given cocaine throughout the entire study period, fed normal rat diet.

CDND | Rats dependent on cocaine, cocaine use discontinued, fed normal rat diet.

CDNS | Rats dependent on cocaine, cocaine use discontinued, fed supplemented rat diet

cages that they were housed in were maintained daily and were placed in a room that was kept
on a 12/12-hour light/dark cycle. Throughout the entire study, the rats had access to food and
water ad libitum. The rats were acclimatized for a week prior to the start of the study.

Inducing Chronic Cocaine Dependence in Animal Models
Using Conditioned Place Preference (CPP)

Chronic drug dependence was induced in the animal models according to a modified method of
Martin et al. (2000) by means of a conditioned place preference paradigm. The conditioned place
preference paradigm utilized a conditioned place preference (CPP) box. The CPP box consists
of two compartments (15” x 15” x 15”) that differed in both colour (white versus black) and
light intensity (brightly lit versus dark and covered), separated by a neutral area. The rats were
habituated to the conditioned place preference (CPP) box for 3 days by allowing them to run
freely throughout the two compartments via the neutral area.

Rats in groups CC, CDND and CDNS were brought to a stage of drug dependence by use
of the CPP box. The rats in groups ND and NS were used as controls and were brought through
the CPP method, but instead using only vehicle (normal saline). This CPP paradigm occurred in
three phases and outlined as described below:

A. Preconditioning Phase: Each rat was placed in the neutral compartment and allowed to
explore both compartments freely. During this stage, the time spent in each compartment was
recorded out of a total 18 minutes and used in order to pair the compartments for association
with either the drug or the vehicle (normal saline). The preferred compartment was paired
to vehicle and the non-preferred compartment was paired with the cocaine hydrochloride
solution.

B. Conditioning Phase: Rats were treated with alternate injections of cocaine hydrochloride
(20 mg/kg in lcc. normal saline) or vehicle (normal saline) intra-peritoneally (i.p.) for 6
consecutive days. They were confined to the corresponding compartment immediately fol-
lowing injection using guillotine doors which matched the walls for 25 minutes. Drug was
administered on days 1, 3 and 5 whereas the vehicle was administered on days 2, 4 and 6.
Control subjects received vehicle every day. Following the drug pairing phase, rats in groups
CC, CDND and CDNS were chronically administered cocaine at a dosage of 25 mg/kg in
1 cc. normal saline i.p. for 20 consecutive days. This occurred as stated above in the drug
pairing phase. Control animals received vehicle every day and treated in the same manner.

C. Testing Phase: This phase was carried out as described previously in the preconditioning
phase. Free access was given to the rats of both compartments via the neutral chamber and

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.



32 International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015

the time spent in each compartment was recorded out of a total 18 minutes. This step occurred
after every phase of the feeding trial, and weekly throughout the supplement administration
phase.

Supplement Administration

The SA supplement formulation had three constituents and was introduced to the rats at dosages
specified in its proprietary form based on body weights. Rat chow (PMI Nutrition Inc., Lab diet
5008) was milled to a powder to facilitate the homogenous mixing of the supplement constituents
obtained from Getwele Foundation International (USA).

Rats in group CC were continually subjected to the drug throughout the entire course of
the study at the same dosage and method as described previously. After the 20 day chronic drug
administration period, rats in groups CDND and CDNS had their cocaine use discontinued and
fed normal rat diet and supplemented rat diet respectively for a period of three months according
to the SA supplement guidelines. Rats in group NS were fed supplemented rat diet henceforth.
Other groups were continued with the normal rat diet.

Sample Collection

Blood was obtained from the rats after acclimatization (baseline), after chronic drug dependence,
at the mid-point and the end of the supplement administration period. Serum was obtained for
analyses following the centrifugation (x 5000 rpm for 5 minutes, Centrifuge 5402 (Eppendorf,
Germany)) of the blood samples.

Analysis of Cocaine Metabolite Plasma Concentrations

Cocaine hydrochloride and its metabolites were determined by a direct competitive ELISA ac-
cording to manufacturer’s guidelines (Neogen Cooperation Cocaine/ Benzoylecgonine ELISA
kit, 2006). The principle of the test was based on competition between a horseradish peroxidase
enzyme conjugate and the cocaine metabolite that is present in the sample, with a limited number
of specific binding sites on the microplate precoated with antibody. A colorimetric method was
then employed to compare the absorbance readings of the samples with the standards using a mi-
croplate reader at 650 nm (EIX800 Universal Microplate Reader, Bio-Tek Instrument Inc., USA).

Liver Cytochrome P450 3A4 Isoenzyme Determination

Cytochrome P450 3A4 isoenzyme was determined in the liver utilizing a luminescent method
following manufacturer’s instructions in a kit from Promega, P450-Glo V9002 Assays (2011).
The available cytochrome P450 isoenzymes present in the samples were reacted with a lumino-
genic cytochrome P450 substrate. The cytochrome P450 isoenzymes converted the substrate to
luciferin, which in turn reacted with luciferase to produce light. The amount of light produced
was directly proportional to the cytochrome P450 activity on the samples.

Statistical Analysis

The results obtained were expressed as mean value + the standard error of the mean (SEM).
The differences among all the groups at p < 0.05 were tested using the Analysis of the variance
(ANOVA) test. To determine whether the significant difference lies among the groups, the
Duncan’s multiple range test was used to compare the means. All statistical analyses were done
using the statistical program SPSS version 16 (2007).
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RESULTS

Effect of Supplement Administration on Craving Indicated by
Time Spent in the White Compartment of the CPP Box

Figures 1-4 shows the time spent in the white compartment of the conditioned place preference
(CPP) box as an indicator of craving for cocaine at varying phases of the supplement admin-
istration period. There were no significant differences (p > 0.05) in the time spent in the white
compartment of the CPP box between any of the groups during the acclimatization period. Groups
ND and NS maintained a time of between 4 to 6 minutes for the remainder of the study. These
groups were the normal groups not exposed to cocaine. Groups CC, CDND and CDNS showed
remarkable increase (p < 0.05) in time spent in the white compartment during the drug pairing
exercise and after chronic cocaine treatment (Figure 1). Group CC was maintained on cocaine
throughout the remainder of the study and fed normal diet which resulted in a time constant at just
below 13 minutes throughout the remainder of the study, indicating sustained craving for cocaine.

Groups CDND and CDNS both had their cocaine use discontinued following the chronic
cocaine administration period. Both groups showed signs of reduced craving for the drug given
the moderate time spent in the white compartment (p < 0.05) of the CPP box at around week 5
of the supplement administration period. By week 6 (Figure 3), group CDNS spent significantly
less time (p < 0.05) in the white compartment of the CPP box than that of group CDND. This
trend continued until the end of the supplement administration phase, where the time spent in the
white compartment of the CPP box for groups CDND and CDNS was recorded at approximately
10 minutes and 6 minutes respectively.

Figure 1. Time spent in the white compartment of the CPP box (minutes) as an indicator of
craving following chronic cocaine administration in rat model
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ND - Normal rats fed normal rat diet, NS - Normal rats fed supplemented rat diet, CC - Rats
dependent on cocaine and continually given cocaine throughoutthe entire study period, fed normal
rat diet, CDND - Rats dependent on cocaine, cocaine use discontinued, fed normal rat diet; CDNS -
Rats dependent on cocaine, cocaine use discontinued, fed supplementedrat diet.

The values shown representmean + standard error ofthe mean.

Figures with different superscripts are significantly different (p < 0.05).
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Figure 2. Time spent in the white compartment of the CPP box (minutes) as an indicator of crav-
ing one week following the start of nutritional supplement administration in rats

14
12

10 -

Time spent in white compartment as an indicator of
craving
(mins)

ND NS cc CDND CDNS

ND - Normal rats fed normal rat diet; NS - Normal rats fed supplemented rat diet, CC - Rats
dependent on cocaine and continually given cocaine throughout the entire study period, fed
normal rat diet; CDND - Rats dependent on cocaine, cocaine use discontinued, fed normal rat
diet; CDNS - Rats dependent on cocaine, cocaine use discontinued, fed supplemented rat diet.
The values shown represent mean * standard error of the mean.

Figures with different superscripts are significantly different (p < 0.05).

Figure 3. Time spent in the white compartment of the CPP box (minutes) as an indicator of crav-
ing mid-way following the start of nutritional supplement administration period in experimental
rat groups NS and CDNS
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ND - Normal rats fed normal rat diet; NS - Normal rats fed supplemented rat diet, CC - Rats
dependent on cocaine and continually given cocaine throughout the entire study period, fed
normal rat diet; CDND - Rats dependent on cocaine, cocaine use discontinued, fed normal rat
diet, CDNS - Rats dependent on cocaine, cocaine use discontinued, fed supplemented rat diet.
The values shown represent mean + standard error of the mean.

Figures with different superscripts are significantly different (p < 0.05).

Effect of Supplement Administration on
Serum Cocaine Metabolite Levels

Table 2 illustrates the cocaine metabolite concentration in plasma of rats at varying intervals
of the animal study. There was no cocaine metabolite observed in the groups not exposed to
cocaine. Following chronic cocaine dependence, there was significant increase in the metabolite
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Figure 4. Time spent in the white compartment of the CPP box (minutes) as an indicator of crav-
ing at the end of the nutritional supplement administration period in experimental rat groups

NS and CDNS

COND CDNS.

Time spent in white compartment as an indicator of craving
(mins)

ND - Normal rats fed normal rat diet; NS - Normal rats fed supplemented rat diet; CC - Rats
dependent on cocaine and continually given cocaine throughout the entire study period, fed
normal rat diet; CDND - Rats dependent on cocaine, cocaine use discontinued, fed normal rat
diet; CDNS - Rats dependent on cocaine, cocaine use discontinued, fed supplemented rat diet.
The values shown represent mean * standard error of the mean.

Figures with different superscripts are significantly different (p < 0.05).

Table 2. The cocaine hydrochloride metabolite (benzoylecgonine) concentration in plasma of
rats at varying intervals of the animal study

Cocaine hydrochloride metabolite (benzoylecgonine)

(ng/mL)
Phase of Animal Study
Baseline After Chronic Mid-way End of Supplement
Cocaine Supplement Administration

Group Dependence Administration

ND None detected None detected None detected None detected

NS None detected None detected None detected None detected

cc None detected 1090.32 +13.56* 1141.20+30.112 251.78+31.95°
CDND None detected 1099.32 £ 25.45" 203.89+37.18° None detected
CDNS None detected 1147.88+31.41" 361.83+£91.88° None detected

ND - Normal rats fed normal rat diet; NS - Normal rats fed supplemented rat diet, CC - Rats
dependent on cocaine and continually given cocaine throughout the entire study period, fed normal
rat diet;, CDND - Rats dependent on cocaine, cocaine use discontinued, fed normal rat diet, CDNS -
Rats dependent on cocaine, cocaine use discontinued, fed supplementedrat diet.

Results are expressedas mean = standard error of the mean.

Figures with differentletters are significantly different(p < 0.05).

concentration in the groups of rats exposed to cocaine (CC, CDND and CDNS). Mid-way the
supplement administration phase, there was a high level of cocaine metabolite in the circulating
plasma in the group continually given cocaine throughout the entire study period. There was
significant increase (p < 0.05) in the circulating cocaine metabolite concentrations in the groups
that had their cocaine use discontinued and fed nutritionally supplemented diet in comparison
to the group given normal diet.
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Cytochrome P450 3A4 Isoenzyme Liver Activity

Figure 5 illustrates cytochrome P450 3A4 isoenzyme activity in the liver at the end of the study
period. Increased activity (p < 0.05) was observed in the group NS (fed the SA supplement for-
mulation) when compared with the normal control group, ND. Groups CC, CDND and CDNS
(the groups exposed to cocaine) exhibited increased enzyme activity (p < 0.05) where group
CDNS in turn showed a significant increase (p < 0.05) in enzyme activity.

DISCUSSION
Conditioned Place Preference (CPP)

In this study rats with chronic cocaine dependence were developed using the conditioned place
preference (CPP) paradigm. These rats were used as indicators of craving, in order to determine
the efficacy of the SA supplement with discontinued cocaine use, in order to elucidate the pro-
posed mechanism of action of the supplements.

CPP has been developed and is used as one of the most effective experimental protocols to
measure drug reward when using laboratory animals (Bardo & Bevins, 2000; Cunningham et al.,
2006) and has been used in numerous studies as a standard measure of craving in animal models
(Carboni & Vacca, 2003; Tzschentke, 1998). The principle underlying the use of a CPP box is
based on the choice for an otherwise ‘unpreferred’ compartment as an indication of craving. In this
experiment, the pre-conditioning phase indicated that the ‘preferred’ compartment was the black,
dark chamber in which the animal models spent the majority of the time naturally, as opposed to
the white, brightly lit chamber which was the ‘unpreferred’ compartment, and where significantly
less time was spent. The white, brightly lit chamber was paired with cocaine subsequently and
a craving was noted by the significant increase in time spent in this once “unpreferred’ compart-
ment. A marked craving for the drug was demonstrated by a significant increase in the amount

Figure 5. CYP450 344 isoenzyme analysis following chronic cocaine exposure and subsequent
treatment with SA supplements in rats
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of time spent in the white compartment after chronic drug administration in comparison to the
periods before any cocaine was administered.

Other studies have consistently used this method where time spent in the chambers was
indicative of craving for the drug (Maldonado & Rodriguez de Fonseca, 2002; Martin et al.,
2000; Sora et al., 1998). Results indicate that there was significant craving produced for the
drug prior to supplement administration in the groups that were exposed to cocaine chronically,
namely groups CC, CDND and CDNS.

The effectiveness of the supplements on craving was tested in one group, and compared with
normal rat diet given to another group following chronic cocaine administration. The rats that
were continually exposed to cocaine throughout the study consistently exhibited a craving for
the drug throughout the study. At week 5 of the supplement administration period, group CDNS
showed evidence of reduced craving for the drug as seen by a reduction in the time spent in the
white compartment from 12.46 + 0.18 minutes at the start of the administration to 11.38 + 0.18
minutes. Over time, this value decreased until the end of the administration period. At week 13,
the time spent in the white compartment was 6.05 + 0.18 minutes, which was comparable to the
group’s time at acclimatization 5.98 + 0.48 minutes. Group CDND exhibited a slight decrease in
time spent in this compartment, but not as marked as group CDNS whereas group CC exhibited
a continued indication of craving for the drug.

These results demonstrate that the administration of the supplements reduced craving of the
drugsignificantly following discontinued cocaine use during the supplement administration period.

Cocaine Metabolism/Plasma Metabolites

Cocaine is metabolised in the body in numerous ways. The two-primary means of metabolism
incorporate the esterases which are found in various tissues and organs and the oxidative pathway,
performed by the liver. Cocaine can release epinephrine and norepinephrine into the circulating
system which may give way to glutathione depletion in the liver (James et al., 1983; Register &
Bartlett, 1954). Catecholamines seem to be elevated by some cocaine metabolites, which may
lead to cocaine toxicity (Misra & Pontani, 1977; Williams et al., 1977)

The primary cocaine metabolite, benzoylecgonine, was measured in the circulating plasma
of rats throughout the entire study period. There was a high circulating plasma concentration of
benzoylecgonine following chronic cocaine administration which was maintained over a period
of time by the group continually administered cocaine throughout the study period. Cocaine
as previously mentioned has been found to be stored in organs in the body when administered
chronically (Bystrowska et al., 2012; Colucci et al., 2010). Circulating plasma concentrations
are often an indicator of equilibrium between these organs operating as storage and the blood,
which gives an indication of the concentrations remaining in the body (Chaing & Hawks, 1986;
Rook et al., 2006). The concentrations were significantly higher in the treatment group (CDNS)
when compared to the untreated group (CDND). The higher equilibrium that appears to exist
in the treatment group could possibly be an indicator of a gradual, slow release of the stored
metabolites which may have contributed to better management of craving in the animal models.

Cytochrome P450 3A4 Isoenzyme Concentration

The cytochrome P450 system is one major system that carries out the metabolism of cocaine
(Shuster et al., 1983), particularly the cytochrome P450 3A4 isoenzyme activities which were
determined at the end of the animal study using liver cells. Increased activity of the cytochrome
P4503 A4 isoenzyme which is partly responsible for cocaine metabolism is suggestively indicative
of increased metabolism of cocaine into its varying metabolites. The activities were significantly
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increased in the rats that were exposed to cocaine. This increased activity was further enhanced
in the treated group (CDNS) which leads to the possible premise that the SA supplement for-
mulation increases the breakdown of the cocaine into its metabolites and somehow providing a
protective effect on the liver.

SUMMARY

The study was to investigate the effects of chronic cocaine administration and subsequent ad-
ministration of nutritional supplements in reducing craving in this rat model. It was seen that
the supplements reduced craving of cocaine significantly following discontinued cocaine in the
animal model. The cytochrome P450 3 A4 isoenzyme is partly responsible for cocaine metabolism
and is suggestively indicative of increased metabolism of cocaine, which was further enhanced
by the supplements. Blood plasma analysis showing higher benzoylecgonine equilibrium dem-
onstrated that the supplements possibly have aided in removing the stored metabolites and this
may have contributed to better management of craving in the rats.

ACKNOWLEDGMENT

The authors would like to thank The School of Graduate Studies and Research (The University of
the West Indies, Mona), Environmental Health Foundation (Jamaica), Scientific Research Coun-
cil (Jamaica) and Bureau of Standards (Jamaica) — the funding agencies for providing support.

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.



International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015 39

REFERENCES

Affi, N. H., Abdel-Rahman, M. S.; & Nassar, A. M. (1998). Effect of alcohol and/or cocaine on blood
glutathione and the ultrastructure of the liver of pregnant CF-1 mice. Toxicology Letters, 98(1), 1-12.
doi:10.1016/S0378-4274(98)00040-X PMID:9776556

Bardo, M. T., & Bevins, R. (2000). Conditioned Place Preference: What does it add to our preclinical under-
standing of drug reward? Psychopharmacology, 153(1),31-43.doi:10.1007/s002130000569 PMID: 11255927

Boyer, C. S., & Peterson, D. R. (2005). Hepatic biochemical changes as a result of acute cocaine admin-
istration in the mouse. Hepatology (Baltimore, Md.), 14(6), 1209—1216. doi:10.1002/hep.1840140641
PMID:1959871

Bystrowska, B., Adamczyk, P., Moniczewski, A., Zaniewska, M., Fuxe, K., & Filip, M. (2012). LC/MS/
MS evaluation of cocaine and its metabolites in different brain areas, peripheral organs and plasma in
cocaine self-administering rats. Pharmacological Reports, 64(1337), 1337-1349. doi:10.1016/S1734-
1140(12)70931-3 PMID:23406744

Carboni, E., & Vacca, C. (2003). Conditioned place preference. In Drugs of Abuse (pp. 481-498). Humana
Press.

Center for Substance Abuse Treatment. (1999). Brief Interventions and Brief Therapies for Substance Abuse.

Chiang, C.N. and Hawks, R.L. (1986). Implications of drug levels in body fluids: Basic concepts. Urine
testing for drugs of abuse, 73, 62-83.

Colucci, A. P., Aventaggiato, L., Centrone, M., & Gagliano-Candela, R. (2010). Validation of an Extrac-
tion and Gas Chromatography-Mass Spectrometry Quantification Method for Cocaine, Methadone, and
Morphine in Postmortem Adipose Tissue. Journal of Analytical Toxicology, 34(6), 342—-346. doi:10.1093/
jat/34.6.342 PMID:20663287

Cunningham, C. L., Gremel, C. M., & Groblewski, P. A. (2006). Drug-induced conditioned place preference
and aversion in mice. Nature Protocols, 1(4), 1662—1670. doi:10.1038/nprot.2006.279 PMID:17487149

Espinoza, L. R., & Alamino, R. P. (2012). Cocaine-induced vasculitis: Clinical and immunological spec-
trum. Current Rheumatology Reports, 14(6), 532—538. doi:10.1007/511926-012-0283-1 PMID:22875288

Garcia-Rodriguez, O., Secades-Villa, R., Higgins, S. T., Fernandez-Hermida, J. R., Carballo, J. L., Errasti
Perez, J. M., & Diaz, S. A. (2009). Effects of voucher-based intervention on abstinence and retention in
an outpatient treatment for cocaine addiction: A randomized controlled trial. Experimental and Clinical
Psychopharmacology, 17(3), 131-138. doi:10.1037/a0015963 PMID:19586227

Hawks, R. L., Kopin, 1. J., Colburn, R. W., & Thoa, N. B. (1974). Norcocaine: A pharmacologically active
metabolite of cocaine found in brain. Life Sciences, 15(12),2189-2195. doi:10.1016/0024-3205(74)90035-
6 PMID:4621015

Heard, K., Palmer, R., & Zahniser, N.R. (2008). Mechanisms of acute cocaine toxicity. The open pharma-
cology journal, 2(9), 70.

Hu, X. (2007). Cocaine withdrawal and neuro-adaptations in ion channel function. Molecular Neurobiol-
ogy, 35(1), 95-112. doi:10.1007/BF02700626 PMID:17519508

James, R. C.,Roberts, S. M., & Harbison, R. D. (1983). The perturbation of hepatic glutathione by a-adrenergic
agonists. Fundamental and Applied Toxicology, 3(4), 303-308. doi:10.1016/S0272-0590(83)80144-4
PMID:6138290

Kanel, G. C., Cassidy, W., Shuster, L., & Reynolds, T. B. (1989). Cocaine-induced liver cell injury: Com-
parison of morphological features in man and in experimental models. Hepatology (Baltimore, Md.), 11(4),
646-651. doi:10.1002/hep.1840110418 PMID:2328957

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.


http://dx.doi.org/10.1016/S0378-4274(98)00040-X
http://www.ncbi.nlm.nih.gov/pubmed/9776556
http://dx.doi.org/10.1007/s002130000569
http://www.ncbi.nlm.nih.gov/pubmed/11255927
http://dx.doi.org/10.1002/hep.1840140641
http://www.ncbi.nlm.nih.gov/pubmed/1959871
http://dx.doi.org/10.1016/S1734-1140(12)70931-3
http://dx.doi.org/10.1016/S1734-1140(12)70931-3
http://www.ncbi.nlm.nih.gov/pubmed/23406744
http://dx.doi.org/10.1093/jat/34.6.342
http://dx.doi.org/10.1093/jat/34.6.342
http://www.ncbi.nlm.nih.gov/pubmed/20663287
http://dx.doi.org/10.1038/nprot.2006.279
http://www.ncbi.nlm.nih.gov/pubmed/17487149
http://dx.doi.org/10.1007/s11926-012-0283-1
http://www.ncbi.nlm.nih.gov/pubmed/22875288
http://dx.doi.org/10.1037/a0015963
http://www.ncbi.nlm.nih.gov/pubmed/19586227
http://dx.doi.org/10.1016/0024-3205(74)90035-6
http://dx.doi.org/10.1016/0024-3205(74)90035-6
http://www.ncbi.nlm.nih.gov/pubmed/4621015
http://dx.doi.org/10.1007/BF02700626
http://www.ncbi.nlm.nih.gov/pubmed/17519508
http://dx.doi.org/10.1016/S0272-0590(83)80144-4
http://www.ncbi.nlm.nih.gov/pubmed/6138290
http://dx.doi.org/10.1002/hep.1840110418
http://www.ncbi.nlm.nih.gov/pubmed/2328957

40 International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015

Kennedy, A. P., Gross, R. E., Whitfield, N., Drexler, K. P. G., & Kilts, C. D. (2012). A controlled trial of
the adjunct use of D-cycloserine to facilitate cognitive behavioral therapy outcomes in a cocaine-dependent
population. Addictive Behaviors, 37(8), 900-907. doi:10.1016/j.addbeh.2012.03.008 PMID:22578380

Levine, S. R., Brust, J. C. M., Futrell, N., Ho, K.-L., Blake, D., Millikan, C. H., & Welch, K. M. A. et al.
(1990). Cerebrovascular complications of the use of the Crack form of alkaloidal cocaine. The New England
Journal of Medicine, 323(11), 699-704. doi:10.1056/NEJM199009133231102 PMID:2388668

MacLachlan, P. L., & Hodge, H. C. (1938). The Influence of Cocaine Feeding on the Liver Lipids of the
White Mouse. The Journal of Biological Chemistry, 104, 721-726.

Maldonando, R., & Rodriguez de Fonseca, F. (2002). Cannabinoid Addiction: Behavioural Models and
Neural Correlates. The Journal of Neuroscience, 22(9), 3326-3331. PMID:11978807

Martin, M., Ledent, C., Parmentier, M., Monaldonado, R., & Valverde, O. (2000). Cocaine, but not mor-
phine, induces conditioned place preference and sensitization to locomotor responses in CB1 knockout
mice. The European Journal of Neuroscience, 12(11), 4038-4046. doi:10.1046/j.1460-9568.2000.00287.x
PMID:11069600

Maude-Griffin, P. M., Hohenstein, J. M., Humfleet, G. L., Reilly, P. M., Tusel, D. J., & Hall, S. M. (1998).
Superior efficacy of cognitive-behavioral therapy for urban crack cocaine abusers: Main and matching ef-
fects. Journal of Consulting and Clinical Psychology, 66(5), 832—837. doi:10.1037/0022-006X.66.5.832
PMID:9803702

Misra, A. L., Nayak, P. K., Bloch, R., & Mule, S. J. (1975). Estimation and disposition of [3H] benzoylec-
gonine and pharmacological activity of some cocaine metabolites. The Journal of Pharmacy and Pharma-
cology, 27(10), 784-786. doi:10.1111/j.2042-7158.1975.tb09404.x PMID:241797

Misra, A. L., & Pontani, R. B. (1977). Disposition and metabolism of psi-cocaine (dextrococaine) in the
rat. Drug Metabolism and Disposition: the Biological Fate of Chemicals, 5(6), 556-563. PMID:21779

National Institute on Drug Abuse. (2008). Cocaine Drug Facts. Retrieved from http://www.nida.nih.gov/
pdf/infofacts/Cocaine08.pdf

Pasanen, M., Pellinen, P., Stenback, F., Juvonen, R. O., Raunio, H., & Pelkonen, O. (1995). The role of
CYP enzymes in cocaine-induced liver damage. Archives of Toxicology, 69(5), 287-290. doi:10.1007/
s002040050172 PMID: 7654131

Register, U. D., & Bartlett, R. G. (1954). Relationship of adrenalin to tissue sulfhydryl compounds. Science,
120(3107), 109-110. doi:10.1126/science.120.3107.109 PMID:13178662

Rook, E. J., Huitema, A. D. R., Mv Ree, J., & Beijnen, J. H. (2006). Pharmacokinetics and pharmacokinetic
variability of heroin and its metabolites: Review of the literature. Current Clinical Pharmacology, 1(1),
109-118. doi:10.2174/157488406775268219 PMID: 18666382

Shuster, L., Eleanor, C., & Sudhakar, S. W. (1983). Metabolism of cocaine and norcocaine to N-hydroxynorco-
caine. Biochemical Pharmacology, 32(20),3045-3051.doi:10.1016/0006-2952(83)90247-2 PMID:6639673

Sora, 1., Wichems, C., Takahashi, N., Li, X., Zeng, Z., Revay, R., & Uhl, G. R. et al. (1998). Cocaine re-
ward models: Conditioned place preference can be established in dopamine- and in serotonin-transporter
knockout mice. Proceedings of the National Academy of Sciences of the United States of America, 95(13),
7699-7704. doi:10.1073/pnas.95.13.7699 PMID:9636213

Thompson, M. L., Shuster, L., & Shaw, K. (1979). Cocaine-induced hepatic necrosis in mice—The role of
cocaine metabolism. Biochemical Pharmacology, 28(15),2389-2395.do0i:10.1016/0006-2952(79)90705-6
PMID:497018

Tzschentke, T. M. (1998). Measuring reward with the conditioned place preference paradigm: A compre-
hensive review of drug effects, recent progress and new issues. Progress in Neurobiology, 56(6), 613—672.
doi:10.1016/S0301-0082(98)00060-4 PMID:9871940

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.


http://dx.doi.org/10.1016/j.addbeh.2012.03.008
http://www.ncbi.nlm.nih.gov/pubmed/22578380
http://dx.doi.org/10.1056/NEJM199009133231102
http://www.ncbi.nlm.nih.gov/pubmed/2388668
http://www.ncbi.nlm.nih.gov/pubmed/11978807
http://dx.doi.org/10.1046/j.1460-9568.2000.00287.x
http://www.ncbi.nlm.nih.gov/pubmed/11069600
http://dx.doi.org/10.1037/0022-006X.66.5.832
http://www.ncbi.nlm.nih.gov/pubmed/9803702
http://dx.doi.org/10.1111/j.2042-7158.1975.tb09404.x
http://www.ncbi.nlm.nih.gov/pubmed/241797
http://www.ncbi.nlm.nih.gov/pubmed/21779
http://www.nida.nih.gov/pdf/infofacts/Cocaine08.pdf
http://www.nida.nih.gov/pdf/infofacts/Cocaine08.pdf
http://dx.doi.org/10.1007/s002040050172
http://dx.doi.org/10.1007/s002040050172
http://www.ncbi.nlm.nih.gov/pubmed/7654131
http://dx.doi.org/10.1126/science.120.3107.109
http://www.ncbi.nlm.nih.gov/pubmed/13178662
http://dx.doi.org/10.2174/157488406775268219
http://www.ncbi.nlm.nih.gov/pubmed/18666382
http://dx.doi.org/10.1016/0006-2952(83)90247-2
http://www.ncbi.nlm.nih.gov/pubmed/6639673
http://dx.doi.org/10.1073/pnas.95.13.7699
http://www.ncbi.nlm.nih.gov/pubmed/9636213
http://dx.doi.org/10.1016/0006-2952(79)90705-6
http://www.ncbi.nlm.nih.gov/pubmed/497018
http://dx.doi.org/10.1016/S0301-0082(98)00060-4
http://www.ncbi.nlm.nih.gov/pubmed/9871940

International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015 41

UNODC. (2010). United Nations Office on Drugs and Crime. World Drug Report 2010. United Nations
Publication.

Volkow, N.D. (2009). What Is Cocaine?. Cocaine: Abuse and Addiction, NIDA Research Report Series 3-7.

Weiss, R. D., Ostacher, M. J., Otto, M. W., Calabrese, J. R., Fossey, M., Wisniewski, S. R., & Sachs, G.
S. et al. (2005). Does recovery from substance use disorder matter in patients with bipolar disorder? The
Journal of Clinical Psychiatry, 66(6), 730-735. doi:10.4088/JCP.v66n0609 PMID:15960566

Williams, J., & Wasserberger, J. (2006). Crack cocaine causing fatal vasoconstriction of the aorta. The
Journal of Emergency Medicine, 31(2), 181-184. doi:10.1016/j.jemermed.2005.08.021 PMID:17044582

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.


http://dx.doi.org/10.4088/JCP.v66n0609
http://www.ncbi.nlm.nih.gov/pubmed/15960566
http://dx.doi.org/10.1016/j.jemermed.2005.08.021
http://www.ncbi.nlm.nih.gov/pubmed/17044582

42 International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015

Natwaine Sherune Gardner recently completed a PhD in Biotechnology at the University of the West Indies,
Mona, where she attained High Commendation.

Kedon JS Luke grew up in the resort town of Ocho Rios Jamaica, and eventually moved to Kingston to
pursue higher studies at the UWI Mona Campus where he completed a Bachelor s degree in Biochemistry
in 2007 and went on to do research work as a part of the UWI Yam group in 2008. He went on to complete
a MSc in Occupational and Environmental Safety and Health at the same institution. He currently works
in Project Management at the Office of the Prime Minister and pursues various entrepreneurial prospects
simultaneously.

Winston G. De La Haye is a Consultant Addiction Psychiatrist. He is the Chief Medical Officer in Jamaica.

Lowell Dilworth is a lecturer and chemical pathologist at the University of the West Indies, Mona Campus.
Lowell’s research interest includes the impact of bioactive compounds on mammalian metabolism.

Donovan A. McGrowder holds Bachelor of Science (Honours) and Doctor of Philosophy (PhD) degrees in
Biochemistry and Chemistry, and Biochemistry respectively from the University of the West Indies, Mona,
Kingston, Jamaica. Dr. McGrowder also holds a Master of Science degree from University of Westminster,
London, UK and a Master of Arts in Psychology and Counselling from St. Stephens College, Alberta Canada.
He also has post-graduate training and experience in Clinical Biochemistry and Molecular Biology. Dr.
McGrowder joined the staff of The University of the West Indies, Mona in 2001 as Research Fellow in
the Department of Basic Medical Sciences — Biochemistry Section and was promoted to Lecturer in 2003
and Senior Lecturer in 2009. He is also Consultant of Chemical Pathology at the University Hospital of
the West Indies. He is Fellow of the Institute of Biomedical Science, UK, Fellow of the Royal Society of
Tropical Medicine and Hygiene, UK, and Member of the Institute of Health Promotion and Education, UK.

Everard Barton is a well-known nephrologist and has spearheaded significant advancements in Dialysis
availability in Jamaica.

Lauriann Elizabeth Young holds a PhD in Physiology (Neurophysiology), awarded in 1991. Lauriann is
Head, Physiology, Dept. of Basic Medical Sciences, FMS, UWI.

Ajibike Salako-Akande is a Primary Care Physician, Researcher, and Substance Abuse Specialist. Ajibike
has 35 years’ experience in General Medicine, Mental Health and Substance Abuse. Ajibike is a business
Owner/Inventor and has developed a family of four formulations of dietary supplements as alternative
therapy to mitigate craving for alcohol cocaine/amphetamine, heroin, marijuana and nicotine abuse/
dependence. The formulations have been shown to be effective and safe. Mechanism of Actions have also
been identified. Ajibike is affiliated with bwtech@UMBC, Research & Technology Park, University of
Maryland Baltimore County, Halethorpe Maryland, USA.

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.



International Journal of Measurement Technologies and Instrumentation Engineering, 5(2), 28-43, July-December 2015 43

Henry Lowe is a medicinal chemist who has contributed approximately 50 years of service in the fields of
science & technology, the environment, and the health sciences, nationally, regionally and internationally.
As a result of his outstanding work in these areas he has earned several recognitions nationally and region-
ally, including the Order of Jamaica and Commander of the Order of Distinction. As a researcher, Dr. Lowe
has discovered several bioactive molecules from various medicinal plants (particularly the Jamaican Ball
Moss) which have been used to develop a variety of nutraceuticals and cosmeceutical products. The major
thrust of his R&D work is towards the management of cancer, diabetes and HIV/AIDS. He is also the holder
of 2 patent and several pending patents. Dr. Lowe has published 22 books and was the first Caribbean
person to publish a science textbook series for the Caribbean. He is an Adjunct Professor at the Institute of
Human Virology (IHV) in the Department of Medicine, University of Maryland School of Medicine, USA.
He is also a Distinguished Adjunct Professor of Ethno-medicinal Chemistry, University of Technology,
Jamaica. Dr. Lowe has contributed to tertiary education not only as a teacher, but also a research scientist
who has been the Founder and Chairman of the All American Institute of Medical Sciences (AAIMS), the
first and only offshore medical school in Jamaica. Dr. Lowe researched and established the first Ministry
of Science & Environment in the region. He has served as Chairman on several public and private sector
boards, including President & CEO of Blue Cross Blue Shield of Jamaica. He is the founder and Executive
Chairman of the not for profit organization, the Environmental Health Foundation, and also of the R&D
Commercial Holdings Limited, which includes, EHF Resource Development Limited, Pelican Publishers
Limited, Bio-Tech R&D Institute, Medicanja Limited and Eden Gardens Wellness Resort & Spa. Eden
Gardens Wellness Resort & Spa was established in 2002, as a unique health tourism boutique resort to
demonstrate a new health tourism concept. Dr. Lowe has not only physically established this health tourism
venture, but also written a handbook titled Health Tourism in the Caribbean, to be publish in September
2016. Dr. Lowe continues to offer advice in the areas of health tourism to local and regional interests.

Helen N. Asemota is Professor of Biochemistry and Molecular Biology and Director of the UWI Biotech-
nology Centre. Helen has taught at the undergraduate, graduate/postgraduate and postdoctoral levels
collectively some 30,000 students in different countries. In her academic career, she has supervised over
30 PhD's & MPhil studies in Biochemistry & Biotechnology, and over 100 undergrad research projects in
biological sciences. Professor Asemota is noted for leading large international multi-disciplinary grants
for technology transfer and has also been Pl in USA National Institute of Health (NIH) and National Sci-
ence Foundation (NSF) grants. Professor Asemota is a renowned biotechnologist in tuber crops production
and quality improvement, especially for yams. She is also a biomedical research expert in experimental
diabetes, hypercholesterolemia, experimental cocaine addiction, and study of bioactive compounds, phyto
biomaterials for byproducts innovation for value chain expansion. Well-published with some 300 publi-
cations and several patents from her research work. Her PubMed link is http://www.ncbi.nlm.nih.gov/
pubmed/?term=Helen+Asemota..

Copyright © 2015, IGI Global. Copying or distributing in print or electronic forms without written permission of IGI Global is prohibited.



