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Cocaine is one of the most consumed stimulants throughout the world, as official sources report. It is a naturally

occurring sympathomimetic tropane alkaloid derived from the leaves of Erythroxylon coca, which has been used by

South American locals for millennia. Cocaine can usually be found in two forms, cocaine hydrochloride, a white

powder, or ‘crack’ cocaine, the free base. 
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1. Introduction

Cocaine is a naturally occurring sympathomimetic alkaloid from the plant Erythroxylon coca that has been used as

a stimulant, by chewing the leaves or brewing teas, in South America for over 5000 years. Cocaine was firstly

isolated from the leaves in the mid-1800s and was at that time considered safe and used in toothache drops,

nausea pills, energy tonics, and the original ‘Coca-Cola’ beverage . Currently, it is found in one of two forms for

(ab)use: Cocaine hydrochloride (also known as ‘coke’, ‘blow’ or ‘snow’), a fine white crystalline powder, which is

soluble in water and consumed mainly through the intranasal route (‘sniffing’/‘snorting’), orally or intravenously; or

as a free base (resulting from reaction of cocaine hydrochloride with ammonium or baking soda), commonly known

as ‘crack cocaine’ or simply ’crack’, and typically consumed via inhalation (the solid mass is cracked into ‘rocks’

that are smoked, using glass or makeshift pipes) .

Cocaine abuse remains a significant public health problem with serious socio-economic consequences worldwide

. According to the most recent World Drug Report, 0.4% of the global population aged 15–64 reported cocaine

use in 2019—this corresponds to approximately 20 million people . The latest edition of the European Monitoring

Centre for Drug and Drug Addiction (EMCDDA) Drug Report states that it remains the second most abused

substance in the European Union, second only to cannabis . Furthermore, despite the global COVID-19

pandemic, European authorities have intercepted at seaports growing amounts of cocaine in 2020 . All the while,

case reports detailing the harmful consequences of cocaine use abound .

2. Natural Occurrence and Chemical Characterisation of
Erythroxylum coca
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The coca shrub, from which cocaine is extracted, is a plant of the genus Erythroxylum that grows in Central and

South America, and it has over 250 identified species, of which the two most important are E. coca and

Erythroxylum novogranatense; however it is from E. coca Lam. var. coca (also referred to as ‘Bolivian’ or ‘Huanuco’

coca) that the majority of cocaine supply is extracted . The coca plant presents large, thick, dark green leaves

with an elliptical shape and a somewhat sharp apex, and has small red fruits . Circa 18 different alkaloids can be

found in the leaves of the coca plant, such as cinnamoylcocaine, tropacocaine, methylecgonine, benzoylecgonine

(BE) and pseudotropine—all of these are significantly less euphoric and less toxic than cocaine (Figure 1) .

Figure 1. Examples of different alkaloids that can be found in the leaves of the coca plant.

Coca leaves have been traditionally used by the indigenous Andean populations and were/are consumed mostly by

chewing; coca leaves as a part of religious occasions and other celebrations by the Inca, as well as employed for

medicinal purposes . It was from the coca leaves that Albert Niemann first isolated cocaine in 1859–1860 .

A study from one hundred years later found that dry leaves of E. coca var. coca have around 6.3 mg of cocaine per

gram of plant material .

3. Physicochemical Properties of Cocaine and Analytical
Methods for Identification

Cocaine is a tropane alkaloid with weak basic properties. In the free base form, cocaine is unionised and insoluble

in aqueous medium, displaying a boiling point of 187 °C; while its ionised hydrochloride salt is readily dissolved in

water and presents high stability at very high temperatures, as such, it does not volatilise in the smoke. Table 1

summarises a few of the physical and chemical properties of cocaine .

Table 1. Physical and chemical properties of cocaine.
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One of the most employed methods of detection for cocaine are immunoassays, a fast method that allows a

qualitative presumptive assessment of the drug in the biological matrix tested (e.g., blood, urine). However, as this

type of test is subjected to a certain degree of false positive and false negative results, a confirmatory quantitative

method should be employed afterwards . Cocaine can be detected in both biological and non-biological

matrices through chromatographic methods. A number of reports in the literature describe the detection of cocaine,

and its metabolites, in human urine samples  but also in blood/plasma or hair . A comparison

of methodologies between gas chromatography coupled with mass spectrometry (GC-MS) and high-performance

liquid chromatography (HPLC) for the analysis of human urine reported similar outcomes . This allowed

laboratories to resort to HPLC for sample examination without such a demanding pre-treatment. Kintz et al. first

described a GC-MS method suitable for the simultaneous identification of the ‘crack’-specific metabolite,

anhydroecgonine methyl ester (AEME), as well as the parent drug cocaine and additional metabolites (BE,

ecgonine methyl ester (EME) and cocaethylene (CE)) in plasma, saliva, urine, sweat and hair samples . This

method was successfully applied to 1 mL samples of urine, saliva and plasma, 50 mg of hair, and sweat extracted

from a sweat patch, yielding limits of detection for AEME of 1 ng/mL for the first three matrices (with a linearity

range of 5–1500 ng/mL), 0.1 ng/mg for the hair (with a linearity range of 0.2–25 ng/mg) and 0.5 ng/patch (with a

linearity range of 2–100 ng/patch). Recently, published research by Fernandez et al. described a validated method

for the detection of cocaine and several of its metabolites in 0.5 mL of urine samples, resorting to a simple

derivatization step following a solid phase extraction (SPE)—the method achieved low limits of quantification from

2.5 to 10 ng/mL by using GC-MS with electron ionization . Liquid chromatography coupled with tandem mass

spectrometry (LC-MS/MS) was also successfully employed to detect cocaine and BE both in urine and oral fluid

, as it was ultra-performance liquid chromatography coupled with tandem mass spectrometry (UPLC-MS/MS) in

dried blood samples . Of note, cocaine in blood/plasma samples may undergo spontaneous and enzymatic

hydrolysis to its metabolite BE, if the samples are not treated with a pseudocholinesterase (PChE) inhibitor, such

as sodium fluoride . As such, samples suspected to contain cocaine should be adjusted to pH 5 with acetic acid

4. Pharmacodynamics

Cocaine has different pharmacodynamic properties that make possible its use as a local anaesthetic and as a

sympathomimetic stimulant at the central nervous system (CNS).

The anaesthetic action of cocaine is related to its capacity to block voltage-gated sodium channels by stabilizing

these channels in an inactive state (Figure 2). The binding of cocaine to the channel’s pore prevents sodium from

flowing through it into the cells and thus blocking the depolarization process and the propagation of the electrical

impulses . The current medical use is very limited as most countries consider it obsolete. It can still be used

as a topical anaesthetic, which might be particularly useful for endoscopic sinus surgery, given its vasoconstrictive

effects. There are, however, controversies related to the development of mild morbidities, such as hypertension

and tachycardia .

Cocaine Form Cocaine Hydrochloride Cocaine Free Base

Other names it is known by ‘coke’, ‘snow’, ‘blow’ ‘crack’

CAS 53-21-4 50-36-2

Molecular formula C H ClNO C H NO

Molecular weight 339.8 g mol 303.35 g mol

Boiling point - 187 °C

Melting point 195 °C 98 °C

Solubility in water 2 g/mL 1.7 × 10  g/mL

pKa; pKb (at 15 °C) - 8.61; 5.59

Log P - 2.3

17 22 4 17 21 4

−1 −1

−3
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and refrigerated at 4 °C or frozen to increase stability of the drug, although some degradation occurs along the

time, even at −20 °C.

Figure 2. Schematic representation of cocaine’s interaction with voltage-gated sodium channels. Cocaine enters

the channels and binds to them by two pathways (hydrophilic and hydrophobic). In the hydrophobic pathway

cocaine interacts with the sodium channel at the membrane level, alternatively in hydrophilic pathway, the cocaine

is ionized in cytoplasm before the interaction. In both cases, the flow of sodium is blocked, which diminishes the

propagation of electrical impulses and causes a local anaesthetic effect.

On the other hand, the psychoactive and sympathomimetic effects of cocaine derive from the blockade of

presynaptic transporters responsible for the reuptake of serotonin, noradrenaline, and dopamine. In the case of the

latter, the blockade of the presynaptic dopamine transporter (DAT) in the synaptic cleft causes an extracellular

increase in dopamine with an overstimulation of the dopaminergic postsynaptic receptors, inducing the euphoric

‘rush’ . Further mechanisms of tolerance at this level are responsible by the subsequent drop in the dopamine

levels experienced as a dysphoric ‘crash’. A recent meta-analysis showed that chronic cocaine users display a

significant reduction in dopamine receptors D  and D  in the striatum, the caudate and putamen brain regions, as

well as a significantly increased availability of DAT all over the striatum .
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When cocaine is consumed, an exacerbated dopaminergic activity along the mesocorticolimbic pathways occurs.

Neurons from these pathways are located in the ventral tegmental area and project to other brain locations,

including the nucleus accumbens . This could explain why the drug has such an addictive potential, since it is

well acknowledged that the nucleus accumbens may have an important role in the rewarding and addictive

properties of cocaine and other drugs . However, it should be mentioned that cocaine’s capacity to increase

serotoninergic activity (which may induce seizures) could also contribute to the drug’s addictive potential .

Figure 3 schematically represents cocaine’s pharmacodynamic action over the monoaminergic system.

Figure 3. Schematic representation of cocaine’s pharmacodynamics at the noradrenergic, serotonergic or

dopaminergic synapse. Cocaine acts by blocking the presynaptic transporters of dopamine, serotonin and

noradrenaline, preventing the reuptake of the neurotransmitters into the presynaptic terminal, which will cause

intense and prolonged stimulation of the postsynaptic receptors. DAT, dopamine transporter; NAT, noradrenaline

transporter; SERT, serotonin transporter.

The sympathomimetic properties of cocaine are related to the above-mentioned inhibition of noradrenaline

reuptake via noradrenaline transporter (NAT). Because cocaine impedes this reuptake of noradrenaline, and thus
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increases its availability, there will be an increase in the stimulation of the α- and β-adrenergic receptors, and an

augmented adrenergic response—which relates to the marked vasoconstrictive properties of the drug (responsible

for a few of the cardiotoxic effects) .

Additionally, cocaine also has the capacity to directly target adrenergic, N-methyl-D-aspartate (NMDA), and sigma

and kappa opioid receptors. Cocaine affects NMDA receptors, as exposure to the drug modulates (for greater or

lesser) receptor subunit expression, alters receptor distribution in the synapse, and influences the crosstalk of the

NMDA receptor with the dopaminergic receptor D , in different brain areas, for example, the nucleus accumbens,

the ventral tegmental area and the prefrontal cortex . Lastly, cocaine acts directly over the sigma opioid

receptors, binding with greater affinity to the σ  receptor than to the σ  receptor; agonism at the σ  by cocaine

partially mediates the hyperlocomotion and seizures, and these receptors are paramount in the establishment of

cocaine-induced conditioned place preference in mice .

Recently, it has been suggested that the pharmacological action of cocaine over DAT may not be as simple as the

sole inhibition of the transporter’s reuptake function, as its behaviour is distinct from other DAT inhibitors of equal or

greater potency (with matched capacity for crossing the BBB) and resembles methylphenidate (a norepinephrine-

dopamine reuptake inhibitor that also induces the release of synaptic dopamine). As such, it was hypothesised

that, similar to amphetamines, cocaine functions as a negative allosteric modulator of DAT (i.e., a DAT ‘inverse

agonist’), altering transporter function and reversing transport direction . However, more research is necessary

in this area to further clarify cocaine pharmacodynamics.

5. Effects and Toxicity of Cocaine

Cocaine’s LD  has been previously determined in a few studies using different animal models: in mice, using an

intraperitoneal administration, it was valued at 95.1 mg/Kg ; in rats and dogs using an intravenous route, the

values were 17.5 and 21 mg/Kg, respectively .

As previously stated, cocaine targets the CNS, inducing a myriad of physical, psychological, and behavioural

effects, which are inherently dependent on the user’s profile, route of administration and dose. While many of the

severe pathological effects induced by cocaine could be attributed to a chronic consumption pattern (e.g.,

neurodegeneration, premature brain aging, depression, blood vessels damage), certain effects, such as

tachycardia, hypertension, hyperthermia, diaphoresis, tremors, seizures, mydriasis, headaches, abdominal pain,

muscle hyperactivity, haemorrhagic stroke, and multiorgan failure, arise with acute abuse patterns (all too often,

even after a single dose). It is important to keep in mind that some cocaine metabolites maintain the ability to cross

the BBB, thus contributing to both desirable effects and adverse/toxic reactions reported by users .

6. Abuse Potential, Dependence, and Tolerance

The abuse and dependence of cocaine is strongly related to the drug’s capacity to induce the release of dopamine

within the mesocorticolimbic circuit (also known as the reward system). As the user continues to consume cocaine,
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desensitization occurs and so larger doses are necessary to induce stimuli of the same magnitude as before, as

well as to minimize withdrawal symptoms . Cocaine dependence/addiction specifically is not included in the

Diagnostics and Statistics Manual of Mental Disorders 5th edition (DSM-5); however, the criteria for stimulant use

disorder can be applied. The criteria set for this are: hazardous use, neglected major life roles (e.g., work,

parenting) to use, social/interpersonal problems related to use, craving, withdrawal, tolerance, activities given up to

use, much time spent using, used larger amounts/longer, physical/psychological problems related to use, and

repeated attempts to quit/control use .

Cocaine has been demonstrated to possess an elevated abuse potential, with experimental studies reporting it

induces place preference conditioning and readily acts as reinforcer for drug self-administration . Di

Chiara and Imperato tested the effect of cocaine on extracellular dopamine content in two terminal dopaminergic

brain areas of rats (the dorsal caudate nucleus and the nucleus accumbens septi), and found that the drug has the

capacity to increase dopamine concentrations in both the areas, but especially in the nucleus accumbens,

postulating that this ability could be a key element of drugs of abuse . The dorsal striatum also seems to be

involved in cocaine dependence, given that in dependent individuals, the exposure to cocaine cues (a video of

subjects consuming ‘crack’) reduced the binding of a radioligand to D2 receptor in this brain region, and greater

displacement of the radioligand corresponded with craving. Subjects with the highest degrees of withdrawal and

addiction also had the greatest degree of displacement . Furthermore, Volkow et al. determined that, when

compared to non-dependent individuals, cocaine-dependent subjects demonstrate impaired dopamine increases in

the dorsal and ventral striatum in response to methylphenidate, which did not differ from that elicited by the

placebo. This same study found that the baseline levels of dopaminergic D2 and D3 receptors of the ventral

striatum were markedly lower for cocaine abusers, . Recent advances in the field revealed that the

heteromerization of receptors D2-NMDA induced by a cocaine regimen in mice was sustained after an abstinence

period, and was associated with behavioral sensitization by the drug . Furthermore, D2-NDMA heteromeric

complexes were demonstrated to be necessary for the development and reinstatement of conditioned place

preference induced by cocaine, and inhibiting their formation did not interfere with natural reward processes .

‘Crack’ dependence has been proven to affect working memory: ‘crack’-dependent young women performed

similarly to healthy older women, in an inferior manner to younger healthy women (for both groups) . It seems

clear that, while a fuller and more complete picture of the mechanisms that underlie cocaine abuse and

dependence is beginning to form, more research is still necessary to better help those struggling with cocaine

addiction.

The continued use of cocaine at high doses can lead to the development of tolerance to the cardiovascular and

subjective effects reported by users, with cocaine-dependent volunteers who underwent continuous infusions

describing a subdued ‘rush’ as time passed, but still feeling the ‘high’ . In fact, one study approaching long-term

cocaine users in Philadelphia and applying the ‘Cocaine History Questionnaire’ found that there was a negative

correlation between the amount of cocaine consumed and the sensation of euphoria achieved from the use, while

some negative effects (mood swings, paranoia and agitation) associated with the use increased . Animal studies

have also helped to shed some light regarding cocaine tolerance. At the pharmacodynamic level, cocaine self-
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administration at 1.5 mg/Kg (40 injections per day for five consecutive days) reduced the amount of dopamine and

the velocity at which the neurotransmitter is released, as observed in rat brain slices ; this same treatment led to

a reduction in effect of several dopamine-noradrenaline uptake blockers (bupropion and nomifensine), but did not

affect response to dopaminergic releasers (e.g., methamphetamine and phentermine). Furthermore, the same

regimen of cocaine intake led Sprague Dawley rats to increase the number of self-administrations within the first

hour of the session over five consecutive sessions, and a tolerance for the locomotor-activating effects of cocaine

. In addition, the self-administration of cocaine caused a reduction in the amount of presynaptic dopamine and

its uptake in the nucleus accumbens, and DAT showed a reduced sensitivity to cocaine’s capacity to inhibit

dopamine uptake . The development of tolerance—where the pleasurable effects of the drug are diminished—

could lead the individual to feel the need to administer a new bolus (increase the dose and/or intake frequency)

while plasma concentrations are still elevated, and thus increasing the likelihood of severe and even possibly fatal

toxicity .

References

1. Drake, L.R.; Scott, P.J.H. DARK Classics in Chemical Neuroscience: Cocaine. ACS Chem.
Neurosci. 2018, 9, 2358–2372.

2. Phillips, K.; Luk, A.; Soor, G.S.; Abraham, J.R.; Leong, S.; Butany, J. Cocaine cardiotoxicity: A
review of the pathophysiology, pathology, and treatment options. Am. J. Cardiovasc. Drugs. 2009,
9, 177–196.

3. Dinis-Oliveira, R.J.; Carvalho, F.; Duarte, J.A.; Proenca, J.B.; Santos, A.; Magalhaes, T. Clinical
and forensic signs related to cocaine abuse. Curr. Drug. Abuse. Rev. 2012, 5, 64–83.

4. Wang, J.; Deng, X.; Wu, Y.; Huang, Y.; Hou, S.; Zhang, Y.; Qiu, T.; Tong, J.; Chen, X. Sub-lethal
toxicity and elimination of the cocaine metabolite, benzoylecgonine: A narrative review. Ann.
Palliat. Med. 2021, 10, 6936–6947.

5. UNODC. World Drug Report 2021; United Nations: Vienna, Austria, 2021.

6. EMCDDA. European Drug Report 2021: Trends and Development; 1977-9860; European
Monitoring Centre for Drugs and Drug Addiction: Luxembourg, 2021.

7. Ali, S.F.; Hoglund, J.R.; Gibbs, M.A.; Littmann, L. Unusual electrocardiographic manifestations of
lethal cocaine toxicity. Clin. Toxicol. 2021, 60, 408–409.

8. Arenas, D.J.; Beltran, S.; Zhou, S.; Goldberg, L.R. Cocaine, cardiomyopathy, and heart failure: A
systematic review and meta-analysis. Sci. Rep. 2020, 10, 19795.

9. Burns, J.; Roby, A.; Jaconelli, T. Pneumomediastinum, subcutaneous emphysema and
pneumorrhachis following cocaine insufflation: A case report. Acute. Med. 2020, 19, 154–158.

[70]

[71]

[71]

[2][72][73]



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 9/14

10. Cisneros, O.; Garcia de de Jesus, K.; Then, E.O.; Rehmani, R. Bilateral Basal Ganglia Infarction
After Intranasal Use of Cocaine: A Case Report. Cureus 2019, 11, e4405.

11. Cosenza, M.; Panza, L.; Califano, A.P.; Defendini, C.; D’Andria, M.; Romiti, R.; Vainieri, A.F.M.;
Morelli, S. Carotid Thrombosis in a Crack Cocaine Smoker Woman. Case Rep. Vasc. Med. 2020,
2020, 4894825.

12. Deivasigamani, S.; Irrinki, S.; Shah, J.; Sakaray, Y. Rare cause of acute abdomen-cocaine-
induced small intestinal perforation with coexisting lower gastrointestinal bleed: An unusual
presentation. BMJ Case Rep. 2021, 14, e239981.

13. Gill, D.; Sheikh, N.; Ruiz, V.G.; Liu, K. Case report: Cocaine-induced takotsubo cardiomyopathy.
Hellenic. J. Cardiol. 2018, 59, 129–132.

14. Manninger, M.; Perl, S.; Brussee, H.; G, G.T. Sniff of coke breaks the heart: Cocaine-induced
coronary vasospasm aggravated by therapeutic hypothermia and vasopressors after aborted
sudden cardiac death: A case report. Eur. Heart J. Case Rep. 2018, 2, yty041.

15. Mullaguri, N.; Battineni, A.; Narayan, A.; Guddeti, R. Cocaine Induced Bilateral Posterior Inferior
Cerebellar Artery and Hippocampal Infarction. Cureus 2018, 10, e2576.

16. Ortiz-Seller, A.; Hernandez-Pons, A.; Pascual, E.V.; Comin Perez, A.; Dolz Gaiton, R.; Albert-Fort,
M. Severe Cocaine-Induced Midline Destructive Lesions (CIMDL) Leading to Orbital Apex
Syndrome and Peripheral Ulcerative Keratitis. Ocul. Immunol. Inflamm. 2021, 1–4.

17. Padilha, W.S.C.; Annes, M.; Massant, C.G.; Kaup, A.O.; Affonso, B.B.; Batista, M.C. Cocaine-
Induced Renal Artery Dissection as a Cause of Secondary Hypertension: A Rare Presentation.
Am. J. Case Rep. 2020, 21, e921565.

18. Roy, S.; Konala, V.M.; Adapa, S.; Naramala, S.; Bose, S. Cocaine and Alcohol Co-Ingestion-
Induced Severe Rhabdomyolysis With Acute Kidney Injury Culminating in Hemodialysis-
Dependent End-Stage Renal Disease: A Case Report and Literature Review. Cureus 2020, 12,
e8595.

19. Sharma, R.; Kapoor, N.; Chaudhari, K.S.; Scofield, R.H. Reversible Fulminant Hepatitis
Secondary to Cocaine in the Setting of beta-Blocker Use. J. Investig. Med. High. Impact. Case
Rep. 2020, 8, 2324709620924203.

20. Vermeulen, L.; Dirix, M.; Dendooven, A. Cocaine Consumption and Antineutrophil Cytoplasmic
Antibody-associated Glomerulonephritis: A Case Report. Am. J. Forensic. Med. Pathol. 2021, 42,
198–200.

21. Biondich, A.S.; Joslin, J.D. Coca: The History and Medical Significance of an Ancient Andean
Tradition. Emerg. Med. Int. 2016, 2016, 4048764.



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 10/14

22. Stolberg, V.B. The use of coca: Prehistory, history, and ethnography. J. Ethn. Subst. Abuse 2011,
10, 126–146.

23. Plowman, T. Botanical perspectives on coca. J. Psychedelic. Drugs. 1979, 11, 103–117.

24. Goldstein, R.A.; DesLauriers, C.; Burda, A.; Johnson-Arbor, K. Cocaine: History, social
implications, and toxicity: A review. Semin. Diagn. Pathol. 2009, 26, 10–17.

25. Plowman, T.; Rivier, L. Cocaine and Cinnamoylcocaine Content of Erythroxylum Species. Ann.
Bot 1983, 51, 641–659.

26. National Center for Biotechnology Information. PubChem Compound Summary for CID 446220,
Cocaine. Available online: https://pubchem.ncbi.nlm.nih.gov/compound/Cocaine (accessed on 13
September 2021).

27. Siegrist, M.; Wiegand, T.J. Cocaine. In Encyclopedia of Toxicology, 3rd ed.; Wexler, P., Ed.;
Academic Press: Oxford, UK, 2014; pp. 999–1002.

28. Chronister, C.W.; Walrath, J.C.; Goldberger, B.A. Rapid detection of benzoylecgonine in vitreous
humor by enzyme immunoassay. J. Anal. Toxicol. 2001, 25, 621–624.

29. Liakoni, E.; Yates, C.; Dines, A.M.; Dargan, P.I.; Heyerdahl, F.; Hovda, K.E.; Wood, D.M.; Eyer, F.;
Liechti, M.E.; Euro, D.E.N.P.R.G. Acute recreational drug toxicity: Comparison of self-reports and
results of immunoassay and additional analytical methods in a multicenter European case series.
Medicine 2018, 97, e9784.

30. Niedbala, R.S.; Kardos, K.; Fries, T.; Cannon, A.; Davis, A. Immunoassay for detection of
cocaine/metabolites in oral fluids. J. Anal. Toxicol. 2001, 25, 62–68.

31. Cone, E.J.; Sampson-Cone, A.H.; Darwin, W.D.; Huestis, M.A.; Oyler, J.M. Urine testing for
cocaine abuse: Metabolic and excretion patterns following different routes of administration and
methods for detection of false-negative results. J. Anal. Toxicol. 2003, 27, 386–401.

32. Cone, E.J.; Tsadik, A.; Oyler, J.; Darwin, W.D. Cocaine metabolism and urinary excretion after
different routes of administration. Ther. Drug. Monit. 1998, 20, 556–560.

33. Huestis, M.A.; Darwin, W.D.; Shimomura, E.; Lalani, S.A.; Trinidad, D.V.; Jenkins, A.J.; Cone,
E.J.; Jacobs, A.J.; Smith, M.L.; Paul, B.D. Cocaine and metabolites urinary excretion after
controlled smoked administration. J. Anal. Toxicol. 2007, 31, 462–468.

34. Myers, A.L.; Williams, H.E.; Kraner, J.C.; Callery, P.S. Identification of anhydroecgonine ethyl
ester in the urine of a drug overdose victim. J. Forensic. Sci. 2005, 50, 1481–1485.

35. Smith, M.L.; Shimomura, E.; Paul, B.D.; Cone, E.J.; Darwin, W.D.; Huestis, M.A. Urinary excretion
of ecgonine and five other cocaine metabolites following controlled oral, intravenous, intranasal,
and smoked administration of cocaine. J. Anal. Toxicol. 2010, 34, 57–63.



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 11/14

36. Barroso, M.; Dias, M.; Vieira, D.N.; Queiroz, J.A.; Lopez-Rivadulla, M. Development and
validation of an analytical method for the simultaneous determination of cocaine and its main
metabolite, benzoylecgonine, in human hair by gas chromatography/mass spectrometry. Rapid.
Commun. Mass. Spectrom. 2008, 22, 3320–3326.

37. Kintz, P.; Sengler, C.; Cirimele, V.; Mangin, P. Evidence of crack use by anhydroecgonine
methylester identification. Hum. Exp. Toxicol. 1997, 16, 123–127.

38. Menzies, E.L.; Archer, J.R.H.; Dargan, P.I.; Parkin, M.C.; Yamamoto, T.; Wood, D.M.; Braithwaite,
R.A.; Elliott, S.P.; Kicman, A.T. Detection of cocaine and its metabolites in whole blood and
plasma following a single dose, controlled administration of intranasal cocaine. Drug. Test. Anal.
2019, 11, 1419–1430.

39. Phillips, D.L.; Tebbett, I.R.; Bertholf, R.L. Comparison of HPLC and GC-MS for measurement
cocaine and metabolites in human urine. J. Anal. Toxicol. 1996, 20, 305–308.

40. Fernandez, N.; Cabanillas, L.M.; Olivera, N.M.; Quiroga, P.N. Optimization and validation of
simultaneous analyses of ecgonine, cocaine, and seven metabolites in human urine by gas
chromatography-mass spectrometry using a one-step solid-phase extraction. Drug. Test. Anal.
2019, 11, 361–373.

41. Melanson, S.E.F.; Petrides, A.K.; Khaliq, T.; Griggs, D.A.; Flood, J.G. Comparison of Oral Fluid
and Urine for Detection of Cocaine Abuse Using Liquid Chromatography with Tandem Mass
Spectrometry. J. Appl. Lab. Med. 2020, 5, 935–942.

42. de Lima Feltraco Lizot, L.; da Silva, A.C.C.; Bastiani, M.F.; Hahn, R.Z.; Bulcao, R.; Perassolo,
M.S.; Antunes, M.V.; Linden, R. Simultaneous determination of cocaine, ecgonine methyl ester,
benzoylecgonine, cocaethylene and norcocaine in dried blood spots by ultra-performance liquid
chromatography coupled to tandem mass spectrometry. Forensic. Sci. Int. 2019, 298, 408–416.

43. O’Leary, M.E.; Hancox, J.C. Role of voltage-gated sodium, potassium and calcium channels in
the development of cocaine-associated cardiac arrhythmias. Br. J. Clin. Pharmacol. 2010, 69,
427–442.

44. Dwyer, C.; Sowerby, L.; Rotenberg, B.W. Is cocaine a safe topical agent for use during
endoscopic sinus surgery? Laryngoscope 2016, 126, 1721–1723.

45. Cunha-Oliveira, T.; Rego, A.C.; Carvalho, F.; Oliveira, C.R. Chapter 17-Medical Toxicology of
Drugs of Abuse. In Principles of Addiction, Miller, P.M., Ed.; Academic Press: Cambridge, MA,
USA, 2013; pp. 159–175.

46. Proebstl, L.; Kamp, F.; Manz, K.; Krause, D.; Adorjan, K.; Pogarell, O.; Koller, G.; Soyka, M.;
Falkai, P.; Kambeitz, J. Effects of stimulant drug use on the dopaminergic system: A systematic
review and meta-analysis of in vivo neuroimaging studies. Eur. Psychiatry 2019, 59, 15–24.



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 12/14

47. Ostlund, S.B.; Halbout, B. Chapter 29-Mesolimbic Dopamine Signaling in Cocaine Addiction. In
The Neuroscience of Cocaine; Preedy, V.R., Ed.; Academic Press: San Diego, CA, USA, 2017;
pp. 287–295.

48. Chen, R.; Tilley, M.R.; Wei, H.; Zhou, F.; Zhou, F.M.; Ching, S.; Quan, N.; Stephens, R.L.; Hill,
E.R.; Nottoli, T.; et al. Abolished cocaine reward in mice with a cocaine-insensitive dopamine
transporter. Proc. Natl. Acad. Sci. USA 2006, 103, 9333–9338.

49. Filip, M.; Frankowska, M.; Zaniewska, M.; Golda, A.; Przegalinski, E. The serotonergic system
and its role in cocaine addiction. Pharmacol. Rep. 2005, 57, 685–700.

50. Shanti, C.M.; Lucas, C.E. Cocaine and the critical care challenge. Crit Care Med. 2003, 31, 1851–
1859.

51. Richards, J.R.; Hollander, J.E.; Ramoska, E.A.; Fareed, F.N.; Sand, I.C.; Izquierdo Gomez, M.M.;
Lange, R.A. beta-Blockers, Cocaine, and the Unopposed alpha-Stimulation Phenomenon. J.
Cardiovasc. Pharmacol. Ther. 2017, 22, 239–249.

52. Riezzo, I.; Fiore, C.; De Carlo, D.; Pascale, N.; Neri, M.; Turillazzi, E.; Fineschi, V. Side effects of
cocaine abuse: Multiorgan toxicity and pathological consequences. Curr. Med. Chem. 2012, 19,
5624–5646.

53. Ortinski, P.I. Cocaine-induced changes in NMDA receptor signaling. Mol. Neurobiol. 2014, 50,
494–506.

54. Lever, J.R.; Fergason-Cantrell, E.A.; Watkinson, L.D.; Carmack, T.L.; Lord, S.A.; Xu, R.; Miller,
D.K.; Lever, S.Z. Cocaine occupancy of sigma1 receptors and dopamine transporters in mice.
Synapse 2016, 70, 98–111.

55. Heal, D.J.; Gosden, J.; Smith, S.L. Dopamine reuptake transporter (DAT) “inverse agonism”—A
novel hypothesis to explain the enigmatic pharmacology of cocaine. Neuropharmacology 2014,
87, 19–40.

56. Pomara, C.; Cassano, T.; D’Errico, S.; Bello, S.; Romano, A.D.; Riezzo, I.; Serviddio, G. Data
available on the extent of cocaine use and dependence: Biochemistry, pharmacologic effects and
global burden of disease of cocaine abusers. Curr. Med. Chem. 2012, 19, 5647–5657.

57. NIDA. Cocaine DrugFacts. Available online:
https://www.drugabuse.gov/publications/drugfacts/cocaine (accessed on 24 September 2021).

58. American Psychiatric Association. Stimulant-Related Disorders. In Diagnostics and Statistical
Manual of Mental health Disorders, 5th ed.; American Psychiatric Association: Arlington, VA,
2013; p. 561.

59. Barbosa-Mendez, S.; Perez-Sanchez, G.; Becerril-Villanueva, E.; Salazar-Juarez, A. Melatonin
decreases cocaine-induced locomotor sensitization and cocaine-conditioned place preference in



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 13/14

rats. J. Psychiatr. Res. 2021, 132, 97–110.

60. Caffino, L.; Moro, F.; Mottarlini, F.; Targa, G.; Di Clemente, A.; Toia, M.; Orru, A.; Giannotti, G.;
Fumagalli, F.; Cervo, L. Repeated exposure to cocaine during adolescence enhances the
rewarding threshold for cocaine-conditioned place preference in adulthood. Addict. Biol. 2021, 26,
e13012.

61. Kawahara, Y.; Ohnishi, Y.N.; Ohnishi, Y.H.; Kawahara, H.; Nishi, A. Distinct role of dopamine in the
PFC and NAc during exposure to cocaine-associated cues. Int. J. Neuropsychopharmacol. 2021,
24, 988–1001.

62. Zinani, D.B.; Wetzel, H.N.; Norman, A.B. The compulsion zone explains the self-administration of
cocaine, RTI-55 and bupropion in rats. Brain Res. 2021, 147707.

63. Di Chiara, G.; Imperato, A. Drugs abused by humans preferentially increase synaptic dopamine
concentrations in the mesolimbic system of freely moving rats. Proc. Natl. Acad. Sci. USA 1988,
85, 5274–5278.

64. Volkow, N.D.; Wang, G.J.; Telang, F.; Fowler, J.S.; Logan, J.; Childress, A.R.; Jayne, M.; Ma, Y.;
Wong, C. Cocaine cues and dopamine in dorsal striatum: Mechanism of craving in cocaine
addiction. J. Neurosci. 2006, 26, 6583–6588.

65. Volkow, N.D.; Tomasi, D.; Wang, G.J.; Logan, J.; Alexoff, D.L.; Jayne, M.; Fowler, J.S.; Wong, C.;
Yin, P.; Du, C. Stimulant-induced dopamine increases are markedly blunted in active cocaine
abusers. Mol. Psychiatry 2014, 19, 1037–1043.

66. Andrianarivelo, A.; Saint-Jour, E.; Pousinha, P.; Fernandez, S.P.; Petitbon, A.; De Smedt-
Peyrusse, V.; Heck, N.; Ortiz, V.; Allichon, M.C.; Kappes, V.; et al. Disrupting D1-NMDA or D2-
NMDA receptor heteromerization prevents cocaine’s rewarding effects but preserves natural
reward processing. Sci. Adv. 2021, 7, eabg5970.

67. Sanvicente-Vieira, B.; Kommers-Molina, J.; De Nardi, T.; Francke, I.; Grassi-Oliveira, R. Crack-
cocaine dependence and aging: Effects on working memory. Braz J. Psychiatry 2016, 38, 58–60.

68. Pudiak, C.M.; KuoLee, R.; Bozarth, M.A. Tolerance to cocaine in brain stimulation reward
following continuous cocaine infusions. Pharmacol. Biochem. Behav. 2014, 122, 246–252.

69. Small, A.C.; Kampman, K.M.; Plebani, J.; De Jesus Quinn, M.; Peoples, L.; Lynch, K.G. Tolerance
and sensitization to the effects of cocaine use in humans: A retrospective study of long-term
cocaine users in Philadelphia. Subst. Use Misuse 2009, 44, 1888–1898.

70. Ferris, M.J.; Calipari, E.S.; Mateo, Y.; Melchior, J.R.; Roberts, D.C.; Jones, S.R. Cocaine self-
administration produces pharmacodynamic tolerance: Differential effects on the potency.y of
dopamine transporter blockers, releasers, and methylphenidate. Neuropsychopharmacology
2012, 37, 1708–1716.



Cocaine | Encyclopedia.pub

https://encyclopedia.pub/entry/22300 14/14

71. Calipari, E.S.; Ferris, M.J.; Jones, S.R. Extended access of cocaine self-administration results in
tolerance to the dopamine-elevating and locomotor-stimulating effects of cocaine. J. Neurochem.
2014, 128, 224–232.

72. Pergolizzi, J.V., Jr.; Magnusson, P.; LeQuang, J.A.K.; Breve, F.; Varrassi, G. Cocaine and
Cardiotoxicity: A Literature Review. Cureus 2021, 13, e14594.

73. NIDA. What are the Long-Term Effects of Cocaine Use? National Institute on Drug Abuse: North
Bethesda, ML, USA, 2021.

Retrieved from https://encyclopedia.pub/entry/history/show/53872


