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Abstract 
Within the group of anticonvulsant drugs Carbamazepine (CBZ) is typically used in the treatment of seizure disorders. It is applied in the treat-

ment of partial, tonic-clonic and mixed seizures due to epilepsy or other reasons, neuropathic pain, and certain mental disorders. This paper gives a 
quick overview of the pharmacological properties of CBZ including its metabolism pathway and CYP interactions.

*Corresponding author: Christian Strakos, Institute of Materials Resource Man-
agement, University of Augsburg, Germany.

Chemical Structure and History of Carbamazepine
CBZ was first discovered and synthesized by Swiss chemist 

Walter Schindler in 1953 and was initially developed to treat 
trigeminal neuralgia [1,2]. In the early 1960s, carbamazepine’s 
anticonvulsant properties were observed in animal experiments 
and later in human clinical studies [3,4]. As a result, CBZ was also 
approved as antiepileptic drug in Great Britain and Switzerland in 
1963 [5]. CBZ (5H-dibenz [b,f] azepine-5-carboxamid; C15H12N2O) 
belongs to the class of dibenzazepines and consists of a tricyclic ring 
structure (Figure 1). CBZ is available as white crystalline powder, 
which is hardly soluble in water. The structural similarities of CBZ 
compared to tricyclic antidepressants may explain its broad activity 
spectrum as well as its antiepileptic and psychoactive properties 
[6]. Due to its lipophilic character, CBZ crosses the blood-brain 
barrier and is able to affect the brain [6].

Indication and Pharmaceutical Preparations

CBZ is used for the treatment of the treatment of epilepsy and 
non-epileptic seizures (e.g in multiple sclerosis, withdrawal of 
addictive drugs), for the treatment of certain pain conditions (e.  

 
g. nerve pain due to trigeminal neuralgia or diabetic neuropathy) 
and for the treatment of certain mental illnesses (e. g. preventing 
manic phases in bipolar disorders) [7]. Applications are described 
for depression [8], refractory psychosis in Alzheimer patients [9], 
restless legs syndrome, neurogenic pain, cocaine dependence, 
alcohol and benzodiazepine withdrawal and chorea [10,11].

By now the German Drug Register “Gelbe Liste” lists 38 Car-
bamazepine preparations from different manufacturers [12] (e.g.: 
Carbamazepin 300 retard. Heumann, Carbamazepin 200 - 1A-Phar-
ma®, Carbamazepin Aristo® 600 mg Retardtabletten, Carbamaze-
pin-ratiopharm® 200 mg Retardtabletten Carbamazepin HEXAL® 
400 mg Tbl., Tegretal®, Timonil® Saft) In Germany CBZ is current-
ly available as tablets, extended-release tablets, and syrup in doses 
of 200-600 mg. Recommended daily dosage is 200 – 1200 mg.

Pharmacodynamics
CBZ´s mechanism of action is not fully understood yet. However, 

it is considered that the different therapeutic properties do not 
result from one single mechanism of action [5]. Carbamazepine 
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is very likely to act mainly to block sodium (Na+) channels in the 
excitatory nervous system. As a result, the formation of action 
potentials can be suppressed and high frequency neuronal firing 
is reduced [13,14,15]. Interactions with voltage-controlled 
calcium (Ca2+) and potassium (K+) channels are also thought to 
inhibit stimulatory effects on nerves [13,14,16]. In addition to 
the interaction with different voltage-gated ion channels, anti-
convulsant properties may also result from interactions of CBZ 
with adenosine binding sites in the brain. However, this approach is 
discussed controversially in the literature [13,17,18,19,20]. Further, 
interactions with the GABAA receptor complex are assumed. GABA 
is an inhibitory neurotransmitter that plays an important role in 
dopamine and glutamate regulation. Patients with bipolar disorder 
were found to have lower GABA levels. In the therapy of bipolar 
disorder, treating manic and depressive symptoms, CBZ is believed 
to increase dopamine turnover and GABA transmission [13,21,22]. 
In the context of bipolar disorders there are also mentioned 
interactions of CBZ with the serotonergic and dopaminergic system 
and with cyclic adenosine monophosphate (cAMP) [13,20,22-25].

Pharmacokinetics
During CBZ therapy broad intra- and interindividual differences 

have been observed [26]. Therefore, treatment with carbamazepine 
is started at low initial dose. In further course, and on individual 
basis, the dose is increased slowly to an effective dose. At the end of 
the therapy, it is recommended to reduce the CBZ dose slowly [12].

After oral administration, carbamazepine is absorbed slowly but 
nearly completely from the gastrointestinal tract. The bioavailability 
of carbamazepine ranges from 75-85% for extended-release tablets 
and over 90% for non-extended-released tablets [6,26].

After a single oral dose of 200 mg CBZ (extended-release tablet) 
maximum plasma concentrations were measured to be 1.9 ± 0.3 
mcg/ml after 19 ± 7 hours. After several doses (800 mg every 12 
hours) maximum plasma concentrations were measured to be 11.0 
± 2.5 mcg/mL after 5.9 ± 1.8 hours [27]. The volume of distribution 
of CBZ was found to range between 0.7 to 1.4 L/kg [28]. CBZ and its 
metabolites are able to cross the blood-brain barrier as well as the 
placenta and are also detectable in breast milk [27,29].

The elimination half-life of an extended-release tablet of CBZ 
ranges between t1/2 = 35 to 40 hours. For subsequent (daily) 
application this causes significant accumulation. However, half-life 
decreases to 12-17 hours that might be due to self-induction of its 
CYP-metabolism [27].

Carbamazepine and its metabolites are primarily metabolized 
by CYP isoenzymes in the liver and excreted via the urine 
(predominantly as glucuronide conjugates). The clearance is 
described as 25 ± 5 mL/min per single dose and 80 ± 30 mL/ min 
per multiple dose [27,28].

The metabolism pathway of CBZ includes oxidation, 
deamination, hydroxylation, and esterification with glucuronic 
acid (Figure 1). The liver enzyme cytochrome P450 3A4 is 
the main enzyme that metabolizes carbamazepine to its 
active metabolite carbamazepine-10,11-epoxide, which is 
further metabolized by the enzyme epoxide hydrolase [30]. 
Along with Carbamazepine-10,11-epoxide further identified 
metabolites are: 10,11 Dihydroxycarbamazepin Carbamazepine 
2,3-exposid 2 Hydroxycarbamazepine 2 Hydroxyiminostibene 
Carbamazepine-iminoquinon 3-Hydroxycarbamazepine 2,3 
Dihydroxycarbamazepine Carbamazepine-O-quinone [31] (Figure 
1).

Figure 1: Metabolism pathway of Carbamazepine with all previously identified metabolites and enzymes. Modified after Pharm KGB, 
carbamazepine pathway, pharmacokinetics [31].

In addition to CYP3A4, other enzymes such as CYP2C8, CYP3A5 
and CYP2B6 are also involved in CBZ metabolism pathway [31] 

(Figure 1). CBZ is known to induce CYP3A4 metabolism. CYP3A4 
catalysis the metabolism of many other active ingredients. 
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Moreover, there are substances, which are able to inhibit or induce 
CYP3A4. CYP3A4 inhibitors such as antibiotics, antifungal agents, 
HIV protease inhibitors, and certain foods (grapefruit, bitter 
orange) are able to increase the drug concentrations and lead to 
increased adverse effects. In contrast, CYP3A4 inducers such as 
carbamazepine, rifampicin, phenobarbital, phenytoin decrease the 
drug’s effect [32].

Via CYP3A4 CBZ induces the metabolism of itself and other 
drugs. This results in improved clearance, reduced half-life, and 
decreased serum carbamazepine levels [33]. Via CYP3A4 induction 
CBZ can interact with e.g. contraceptives, cardiac medications, 
antiretrovirals, anticoagulants, Z-drugs and Benzodiazepines. A 
close evaluation of these medications is necessary when they are 
co-administered with CBZ [32]. As an example, CBZ interacts by 
CYP3A4 with GABAA-erg Zolpidem, Midazolam, and Diazepam, less 
with Bromazepam (reduced or no CYP3A4 metabolism), and not 
with Oxazepam (no CYP-metabolism) [34].

Adverse Effects, Interactions, and Contra-Indication
CBZ therapy is considered safe and effective [12]. Known 

adverse reactions with carbamazepine therapy include dizziness, 
ataxia, somnolence, nausea, vomiting, loss of appetite leucopenia 
and thrombocytopenia, allergic reactions, and increased γ-GT (due 
to hepatic enzyme induction). In general, many adverse reactions 
are dose-related and occur less frequently with monotherapy than 
with combination therapy using additional antiepileptic agents. 
During continuous therapy, blood counts and liver function should 
be monitored regularly [35,36]. Carbamazepine should not be 
used in patients with atrioventricular block, acute intermittent 
porphyria, severe hepatic impairment, allergic reactions to tricyclic 
antidepressants, bone marrow damage and concomitant treatment 
with monoamine oxidase inhibitors or voriconazole [7,35]. Another 
disadvantage is the potential toxicity interaction with some 
antibiotics, antidepressants, and other anticonvulsants [37].

Environmental Impact
In Germany CBZ and its metabolites are regularly detected 

in wastewater, sewage sludge sewage and rivers [38]. As 
carbamazepine is a very persistent and low biodegradable active 
substance, it is usually not sufficiently removed by conventional 
sewage treatment plants [39] (Figure 1). Therefore, German sewage 
treatment plants are being equipped in increasing numbers with an 
additional purification step. Its aim is the removal of particularly 
persistent drug residues from the wastewater using suitable 
techniques such as ozonation or activated carbon filtration [40].

Conclusion
Carbamazepine is an effective medication for the treatment 

various types of seizures and epilepsy, as well as for the treatment 
of neuropathic pain and certain mental disorders. Since there 
is no close linear correlation between the applied dose and the 
blood concentration, CBZ treatment should be monitored strictly. 

Moreover, treatment with carbamazepine is started at low initial 
dose and is not recommended to stop abruptly. Also, CBZs side 
effects are manageable with careful clinical and laboratory 
evaluation. Due to its role of CYP3A4 inhibitor it is important to 
know, that CBZ not only induces its own metabolism but also the 
metabolism of several other pharmaceuticals. Therefore, close 
evaluation is recommended when CBZ is co-administered with 
other drugs. Due to its persistence and low biodegradability, its 
metabolites are detectable in the environment.

Conflict of Interest
The authors declare no conflict of interest.

Acknowledgement
None.

References
1. Schindler W, Häfliger F (1954) Derivatives of iminodibenzyl. Helv Chim 

Acta 37: 472-483.

2. Blom S (1962) Trigeminal neuralgia: its treatment with a new 
anticonvulsant drug (G-32883). The Lancet 279(7234): 839-840.

3. Lustig B (1964) On Treatment Results with the New Anti-Epileptic 
Agent G 32,883. Die Medizinische Welt 57: 203-204.

4. Theobald W, Kunz HA (1963) On the pharmacology of the antiepileptic 
5-carbamyl-5H-dibenzo (b, f) azepine. Arzneimittel-forschung 13: 122-
125.

5. Schmutz M (1985) Carbamazepine. In Antiepileptic drugs (pp. 479-
506). Springer, Berlin, Heidelberg.

6. Nieber K (2004) Carbamazepin. DMW-Deutsche Medizinische 
Wochenschrift 141(12): 627-629.

7. Ratiopharm (2021) Fachinformation. Internet: https://www.
ratiopharm.de/produkte/details/pra eparate/praeparatedaten/detail/
pzn-3659768.html 

8. Zhang ZJ, Tan QR, Tong Y, Li Q, Kang WH, et al. (2008) The effectiveness 
of carbamazepine in unipolar depression: a double- blind, 
randomized, placebo-controlled study. Journal of affective disorders 
109(1-2): 91-97.

9. Olin JT, Fox LS, Pawluczyk S, Taggart NA, Schneider LS (2001) A pilot 
randomized trial of carbamazepine for behavioral symptoms in 
treatment-resistant outpatients with Alzheimer disease. The American 
Journal of Geriatric Psychiatry 9(4): 400-405.

10. Tsai JD, Chou IC, Tsai FJ, Kuo HT, Tsai CH (2005) Clinical manifestation 
and carbamazepine treatment of patients with paroxysmal kinesigenic 
choreoathetosis. Acta Paediatrica Taiwanica= Taiwan er ke yi xue hui za 
zhi, 46(3): 138-142. 

11. Fluyau D, Revadigar N, Manobianco BE (2018) Challenges of the 
pharmacological management of benzodiazepine withdrawal, 
dependence, and discontinuation. Therapeutic advances in 
psychopharmacology 8(5): 147-168.

12. Gelbe Liste (2021) Carbamazepin. Internet: https://www.gelbe-liste.
de/wirkstoffe/Carbamazepin_967.

13. Ambrósio AF, Soares-da-Silva P, Carvalho CM, Carvalho AP (2002) 
Mechanisms of action of carbamazepine and its derivatives, 
oxcarbazepine, BIA 2-093, and BIA 2-024. Neurochemical research, 
27(1): 121-130.

14. Elliott P (1990) Action of antiepileptic and anaesthetic drugs on Na- and 
Ca-spikes in mammalian non-myelinated axons. Eur J Pharmacol 175: 
155-163.

http://dx.doi.org/10.33552/ICBC.2021.01.000519
https://pubmed.ncbi.nlm.nih.gov/13870089/
https://pubmed.ncbi.nlm.nih.gov/13870089/
https://pubmed.ncbi.nlm.nih.gov/13980868/
https://pubmed.ncbi.nlm.nih.gov/13980868/
https://pubmed.ncbi.nlm.nih.gov/13980868/
https://pubmed.ncbi.nlm.nih.gov/11739066/
https://pubmed.ncbi.nlm.nih.gov/11739066/
https://pubmed.ncbi.nlm.nih.gov/11739066/
https://pubmed.ncbi.nlm.nih.gov/11739066/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5896864/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5896864/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5896864/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5896864/
https://pubmed.ncbi.nlm.nih.gov/11926264/
https://pubmed.ncbi.nlm.nih.gov/11926264/
https://pubmed.ncbi.nlm.nih.gov/11926264/
https://pubmed.ncbi.nlm.nih.gov/11926264/
https://pubmed.ncbi.nlm.nih.gov/2311652/
https://pubmed.ncbi.nlm.nih.gov/2311652/
https://pubmed.ncbi.nlm.nih.gov/2311652/


Insights in Chemistry and Biochemistry                                                                                                                               Volume 1-Issue 4

Citation: Amelie Schwarz, Christian Strakos, Richard Weihrich. A Brief Review on Carbamazepine – History, Pharmacological 
Properties and Environmental Impact. Insi in Chem & Biochem. 1(4): 2021. ICBC. MS.ID.000519. DOI: 10.33552/ICBC.2021.01.000519.

Page 4 of 4

15. Benes J, Parada A, Figueiredo AA, Alves PC, Freitas AP, et al. (1999) 
Anticonvulsant and sodium channel-blocking properties of novel 
10,11-dihydro-5H-dibenz[b,f]azepine-5- carboxamide derivatives. J. 
Med Chem 42: 2582–2587.

16. Zona C, Tancredi V, Palma E, Pirrone GC, Avoli M (1990) Potassium 
currents in rat cortical neurons in culture are enhanced by the 
antiepileptic drug carbamazepine. Can J Physiol Pharmacol 68: 545–547.

17. Gasser T, Reddington M, Schubert P (1988) Effect of carbamazepine on 
stimulus-evoked Ca21 fluxes in rat hippocampal slices and its interaction 
with A1-adenosine receptors. Neurosci Lett 91: 189-193.

18. Weir RL, Anderson SM, Daly JW (1990) Inhibition of N6 -[3H]
cyclohexyladenosine binding by carbamazepine. Epilepsia 31: 503-512.

19. Chwalczuk K, Rubaj A, Swiader M, Czuczwar SJ (2008) Influence 
of the antagonist of adenosine A1 receptors, 8-cyclopentyl-1, 
3-dipropylxanthine, upon the anticonvulsant activity of antiepileptic 
drugs in mice. Przegl Lek 65: 759–763.

20. Van Calker D, Steber R, Klotz KN, Greil W (1991) Carbamazepine 
distinguishes between adenosine receptors that mediate different 
second messenger responses. Eur J Pharmacol 206: 285–290.

21. Ayano G (2016) Bipolar disorders and carbamazepine: pharmacokinetics, 
pharmacodynamics, therapeutic effects and indications of 
carbamazepine: review of articles. J Neuropsychopharmacol Ment 
Health 1(112): 2.

22. Okada M, Hirano T, Mizuno K, Chiba T, Kawata Y, et al. (1997) Biphasic 
effects of carbamazepine on the dopaminergic system in rat striatum 
and hippocampus. Epilepsy Res 28: 143-153.

23. Yan QS, Mishra PK, Burger RL, Bettendorf AF, Jobe PC, et al. (1992) 
Evidence that carbamazepine and antiepilepsirine may produce a 
component of their anticonvulsant effects by activating serotonergic 
neurons in genetically epilepsy-prone rats. J Pharmacol Exp Ther 261: 
652–659.

24. Myllyla VV (1976) Effect of convulsions and anticonvulsive drugs on 
cerebrospinal fluid cyclic AMP in rabbits. Eur Neurol 14: 97–107.

25. Chen G, Pan BS, Hawver DB, Wright CB, Potter WZ, et al. (1996) 
Attenuation of cyclic-AMP production by carbamazepine. J. Neurochem 
67: 2079–2086.

26. Tolou-Ghamari Z, Zare M, Habibabadi JM, Najafi MR (2013) A quick 
review of carbamazepine pharmacokinetics in epilepsy from 1953 to 
2012. Journal of research in medical sciences: the official journal of 
Isfahan University of Medical Sciences 18(Suppl 1): S81.

27. FDA Label (2021) Carbamazepine. Internet: https://www.accessdata.
fda.gov/drugsatfda_docs/ label/2016/021710s11s012lbl.pdf.

28. Rawlins MD, Collste P, Bertilsson L, Palmer L (1975) Distribution and 
elimination kinetics of carbamazepine in man. Eur J Clin Pharmacol 
8(2): 91-96.

29. Thorn CF, Leckband SG, Kelsoe J, Leeder JS, Muller DJ, et al. (2011) 
PharmGKB summary: carbamazepine pathway. Pharmacogenet 
Genomics 21(12): 906-10.

30. Yoshimura R, Yanagihara N, Terao T, Minami K, Toyohira Y, et al. (1998) 
An activemetaboliteofcarbamazepine, carbamazepine-10,11-epoxide, 
inhibits ion channel-mediated catecholamine secretion in cultured 
bovine adrenal medullary cells. Psychopharmacology (Berl) 135(4): 
368-73.

31. Pharm KGB (2021). Carbamazepine pathway, pharmacokinetics. 
Internet: https://www.pharmgkb.org/pathway/PA1658170 70 
(26.04.2021)

32. Böhm R, Reinecke K, Haen E, Ingolf Cascorbi I, Herdegen T (2012) 
Interaktionen mit CYP3A4— InduktorenundInhibitorenkönnen 
Wirkstoffspiegel stark beeinflussen. Deutsche Apotheker Zeitung, 
152(40): 58.

33. M Schwab, C Marx, UM Zanger, M Eichelbaum, Deutsches Ärzteblatt 
(2002) 99(8): 2002, A497-504.

34. AC Altamura, D Moliterno, S Paletta, M Maffini, MC Mauri S Bareggi 
(2013) Expert Opinion on Drug Metabolism & Toxicology 9: 423-440.

35. Mattern C (1994) Carbamazepin. In Therapie von Entzugssyndromen 
(pp. 194-206). Springer, Berlin, Heidelberg.

36. Kramer G, Besser R, Theisohn M (1987) Interaktion von Carbamazepin 
mit anderen Medikamenten. In: Kramer G, Hopf HC (Hrsg) Carbamazepin 
in der Neurologie. Thieme, Stuttgart New York, S 70-91.

37. Ketter TA, Post RM, Worthington K (1991) Principles of clinically 
important drug interactions with carbamazepine. Part I. J Clin Pharmacol 
11: 198-203.

38. Rohweder, U. Arzneimittel in der Umwelt: Auswertung der 
Untersuchungsergebnisse; Bericht an die 61. Umweltmininsterkonferenz 
(UMK) am 19./20. November 2003 in Hamburg; Publikationsfreigabe 
durch die 32. Amtschefkonferenz (ACK) am 6. November 2003 in Berlin.

39. Kreuzinger N, Clara M, Strenn B, Kroiss H (2004) Relevance of the sludge 
retention time (SRT) as design criteria for wastewater treatment plants 
for the removal of endocrine disruptors and pharmaceuticals from 
wastewater. Water Science and Technology 50(5): 149-156.

40. Abegglen C, Siegrist H (2012) Mikroverunreinigungen aus kommunalem 
Abwasser. Verfahren zur weitergehenden Elimination auf Kläranlagen. 
Bundesamt für Umwelt, Bern, Umwelt-Wissen Nr. 1214: 210.

http://dx.doi.org/10.33552/ICBC.2021.01.000519
https://pubmed.ncbi.nlm.nih.gov/10411478/
https://pubmed.ncbi.nlm.nih.gov/10411478/
https://pubmed.ncbi.nlm.nih.gov/10411478/
https://pubmed.ncbi.nlm.nih.gov/10411478/
https://pubmed.ncbi.nlm.nih.gov/2328457/
https://pubmed.ncbi.nlm.nih.gov/2328457/
https://pubmed.ncbi.nlm.nih.gov/2328457/
https://pubmed.ncbi.nlm.nih.gov/2903468/
https://pubmed.ncbi.nlm.nih.gov/2903468/
https://pubmed.ncbi.nlm.nih.gov/2903468/
https://pubmed.ncbi.nlm.nih.gov/2401242/
https://pubmed.ncbi.nlm.nih.gov/2401242/
https://pubmed.ncbi.nlm.nih.gov/19205356/
https://pubmed.ncbi.nlm.nih.gov/19205356/
https://pubmed.ncbi.nlm.nih.gov/19205356/
https://pubmed.ncbi.nlm.nih.gov/19205356/
https://www.sciencedirect.com/science/article/abs/pii/092241069190111T?imgSel=Y
https://www.sciencedirect.com/science/article/abs/pii/092241069190111T?imgSel=Y
https://www.sciencedirect.com/science/article/abs/pii/092241069190111T?imgSel=Y
https://pubmed.ncbi.nlm.nih.gov/9267779/
https://pubmed.ncbi.nlm.nih.gov/9267779/
https://pubmed.ncbi.nlm.nih.gov/9267779/
https://pubmed.ncbi.nlm.nih.gov/8863517/
https://pubmed.ncbi.nlm.nih.gov/8863517/
https://pubmed.ncbi.nlm.nih.gov/8863517/
https://pubmed.ncbi.nlm.nih.gov/23961295/
https://pubmed.ncbi.nlm.nih.gov/23961295/
https://pubmed.ncbi.nlm.nih.gov/23961295/
https://pubmed.ncbi.nlm.nih.gov/23961295/
https://pubmed.ncbi.nlm.nih.gov/21738081/
https://pubmed.ncbi.nlm.nih.gov/21738081/
https://pubmed.ncbi.nlm.nih.gov/21738081/
https://pubmed.ncbi.nlm.nih.gov/9539261/
https://pubmed.ncbi.nlm.nih.gov/9539261/
https://pubmed.ncbi.nlm.nih.gov/9539261/
https://pubmed.ncbi.nlm.nih.gov/9539261/
https://pubmed.ncbi.nlm.nih.gov/9539261/
https://pubmed.ncbi.nlm.nih.gov/2066459/
https://pubmed.ncbi.nlm.nih.gov/2066459/
https://pubmed.ncbi.nlm.nih.gov/2066459/

	Abstract
	_GoBack

