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A small percentage of benzodiazepine users end up to a long-
term use of high doses of benzodiazepines [1]. In clinical guide-
lines this is usually considered a sign of tolerance and drug de-
pendence that should be avoided almost by any cost. In my own 
clinical experience of almost fifty years many of these chronical-
ly anxious patients have, however, ended up to the use of high 
doses of benzodiazepines after multiple failures with several 
other drugs or psychotherapies. Neither have these patients of 
mine belonged to the group of polysubstance abusers who use 
benzodiazepines in high doses adjunctively with alcohol or opi-
oids to enhance a high or to alleviate the withdrawal symptoms 
of these drugs [2].

Surprisingly there is an almost a total lack of even case studies 
of these often stigmatized and neglected patients [3, 4]. The idea 
of “tolerance” development as the reason for the high doses is 
uncritically accepted, as a clinically meaningful tolerance to the 
anxiolytic effects of benzodiazepines is known to be rare or even 
non-existent [5]. In my own experience the high dose of benzo-
diazepines does not increase after the subjectively effective high 
dose up to 8-12 mg clonazepam per day has been reached. The 
plasma levels of benzodiazepines of these patients of mine have 
been within normal limits and the replacement of benzodiaze-
pines by sedative antipsychotics has required exceptionally high 
doses of antipsychotics. The clinical need for high-doses may 
thus reflect genetically determined differences in the pharmaco-
kinetics or -dynamics of these patients. There are many other 
unanswered questions on the evolution and reason of the high 
doses of benzodiazepines.

On what basis is the long-term use of antidepressants or off-label 
use of sedative antipsychotics with their numerous side effects 
considered per se safer or better than the maintenance use of 
high doses of benzodiazepines? If a patient must use antihyper-
tensives or antipsychotics in high doses to treat his blood pres-
sure or schizophrenia, is he considered “drug-dependent”? 

What is the problem of the high dose if the patient has clear 
benefit from it and does not have or suffer from clinically mean-
ingful cognitive or other side effects of benzodiazepines? Pa-

tients may themselves prefer mild side-effects of the drug over 
the continuous anxiety or anxiety-driven insomnia. 
Anxiety is a subjective experience with no objective measure. 
There is no sense in using subjectively ineffective dose in the 
maintenance treatment of serious anxiety disorders. A subjec-
tively subclinical dose is only bound to drive the patient to un-
necessary polypharmacy, to illegally obtained drugs or to resort 
to anxiolytic effects alcohol or opiates. In clinical practice you 
must listen to the patient when determining the individually ef-
fective maintenance dose of benzodiazepines [6, 7]. This prac-
tice requires a confidential and mutually respective doctor-pa-
tient relation.

It is true that some patients with high doses of benzodiazepines 
can be gradually tapered off of the use of the benzodiazepines. 
But it is also true that many of the chronically anxious patients 
do need maintenance use of high doses of benzodiazepines. The 
trial of tapering off the benzodiazepines should, however, be 
done individually and agreed by the patient [8]. An abrupt or 
forced withdrawal of the long-term used benzodiazepines poses 
a serious risk for the patients [9].

The register-based epidemiological studies do not share any 
light what-so-ever on the characteristics of these often-neglect-
ed patients and thus on the clinical appropriateness of the high 
doses of benzodiazepines. Thus, there is an urgent need to con-
duct systematic clinical research on the history and of the clini-
cal characteristics of the often-neglected patients with long-term 
use high doses of benzodiazepines.

Conflicts of Interest 
The author does not have any conflicts of interest

References
1.	 Rosenqvist, T. W., Wium-Andersen, M. K., Wium-Anders-

en, I. K., Jørgensen, M. B., Osler, M., et al. (2024). Benzodi-
azepine-related drugs: A register-based Danish cohort study 
on determinants and risk of dose escalation. The American 
Journal of Psychiatry, 181(3), 246-254.

2.	 Peng, L., Meeks, T. W., & Blazes, C. K. (2022). Complex 

https://doi.org/10.63620/MKJPNR.2024.1035

ISSN: 3065-4874



 

www.mkscienceset.com J Psych and Neuroche Res 2024Page No: 02

Persistent Benzodiazepine Dependence—When Benzodiaz-
epine Deprescribing Goes Awry. JAMA Psychiatry, 79(6), 
639-640.

3.	 Silberman, E. K. (2022). Stigmatization of Benzodiaze-
pines: Pharmacologic and Nonpharmacologic Contribu-
tions. Psychotherapy and Psychosomatics, 91(5),1 304-306.   

4.	 Mendlowicz, M., Nardi, A. E., Figuera, I., Pinto, S., Sab-
oya, E., et al. (1992). Megadose of benzodiazepine in social 
phobia: case report. Jornal Brasileiro de Psiquiatria, 41(6), 
313-315.

5.	 Dubovsky, S. L., & Marshall, D. (2022). Benzodiazepines 
remain important therapeutic options in psychiatric prac-
tice. Psychotherapy and Psychosomatics, 91(5), 307-334.

6.	 Salzman, C. (2018). Treat the Patient, Not the Rule Book…! 

The Art of Psychopharmacology! The Journal of Nervous 
and Mental Disease, 206(5), 380-383.

7.	 Rosenbaum, J. F. (2021). Anxiety treatment with benzodi-
azepines. Focus, 19(2), 211.

8.	 Silberman, E., Nardi, A. E., Starcevic, V., Balon, R., Cos-
ci, F., et al. (2023). Resolving the Paradox of Long-Term 
Benzodiazepine Treatment: Toward Evidence-Based Prac-
tice Guidelines. The Journal of Clinical Psychiatry, 84(6), 
e23com14959.

9.	 Maust, D. T., Petzold, K., Strominger, J., Kim, H. M., 
Bohnert, S. B., et al. (2023). Benzodiazepine discontin-
uation and mortality among patients receiving long-term 
benzodiazepine therapy. JAMA Network Open, 6(11), 
e2348557.

Copyright: ©2024 Matti O Huttunen. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits 
unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.


