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Letter to the Editor

To the Editor;

	 Modafinil is a psychostimulant agent which is 
approved for the treatment of shift work disorder 
(SWD), narcolepsy and excessive daytime 
sleepiness in adults1. In vitro studies prove that 
modafinil can be attached directly to the 
dopamine and norepinephrine transporters, 
resulting in a moderate inhibition of transporter 
function2. 
	 In Turkey, medications with modafinil as the 
active ingredient are readily accessible, can be 
purchased over the counter in pharmacies and do 
not require a prescription by specialist physicians. 
There is growing evidence that, in recent years, off-
label use of modafinil has risen all over the world, 
notably among students, due to its reputation, 
created by certain websites, as a so-called 
“intelligence pill”3. The rate of use of modafinil and 
similar substances among university students in 
European countries is reported as being 0.8-16%4. 
Consequently, various countries are developing 
strategies and establishing commissions to address 
this problem5,6.
	 Modafinil use may lead to adverse effects such 
as insomnia, agitation, tachycardia, cardiac 
rhythm disorders, and increase in blood pressure7. 
Although rare, it can be associated with allergic 
reactions that may be fatal. Furthermore, indirect 
serious side effects such as full-blown manic 
episodes have also been reported8,9. Additionally, 
modafinil may induce hallucinations, paranoid 
ideation or behavior, depression, and anxiety10-13. 
The demand to increase the dosage is associated 
with its addictive potential14. Modafinil is a CNS-

activating medication and can lead to impairment 
in cognitive and motor skills. Reduced ability to 
use a motor vehicle safely can be observed. 
Modafinil interacts with the cytochrome system. It 
inhibits CYP 2C19, disrupts the function of 
CYP2C9 and induces CYP3A4, CYP2B6, and 
CYP1A2 enzymes. Due to these cytochrome 
interactions, modafinil interacts with many drugs 
other than psychotropic agents15.
	 Modafinil has been developed for the treatment 
of disorders associated with excessive daytime 
sleepiness, and efficacy studies were conducted 
for this indication. It has been licensed by the 
Ministry of Health (Turkey) with an indication of 
narcolepsy.  Although potential  to cause 
dependence has been reported, long-term side 
effects have not been investigated yet.
	 Rational use of modafinil is essential for 
preventing physical and mental health risks, 
restricting possible abuse by uncontrolled users. It 
is also necessary for the reduction of drug 
expenditures by social security institutions.
	 Relevant scientific and social evidence related 
to the use of modafinil can be summarized as risk 
for dose-dependent or independent, predictable 
or unpredictable side / adverse effects; potential 
for abuse and addiction; drug interactions with 
prescribed or over-the-counter agents; increasing 
uncontrolled use among young people due to its 
reputation as a so-called “intelligence pill” on the 
internet.
	 Cases of the medication’s off-label use or using 
it longer than indicated as well as exceeding the 
recommended doses by individuals who want to 
stay awake and alert are frequently recognized. 
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Thus, regulations must be urgently enacted to 
ensure the sale of modafinil in pharmacies only by 
appropriate prescription. We strongly suggest that 
over-the-counter purchase of modafinil be 
stopped immediately. The right to prescribe 

medications with modafinil as the active 
ingredient must be restricted to psychiatrists, 
neurologists and pulmonologists and other 
physicians, based on continual drug use reports 
signed by these specialists.

1Assist. Prof., Uskudar University NP Istanbul Hospital, Psychiatry Clinic, Istanbul - Turkey
2Prof., GATA Haydarpasa Training Hospital, Department of Psychiatry, Istanbul - Turkey

Correspondence Address: Dr. Gökben Hızlı Sayar

Üsküdar Üniversitesi NP İstanbul Hastanesi, Psikiyatri Kliniği, İstanbul - Türkiye

Phone: +90-216-633-0633

Email address: gokben.hizlisayar@uskudar.edu.tr

This letter was accepted for publication in July 20, 2015.

Declaration of interest:

G.H.S., M.C.: The author reported no conflict of interest related to this letter.

References:
1.	 Valentino RM, Foldvary-Schafer N. Modafinil in the 

treatment of excessive daytime sleepiness. Cleve Clin J Med 
2007;74(8):561-6. [CrossRef]

 
2.	 Minzenberg MJ, Carter CS. Modafinil: a review of 

neurochemical actions and effects on cognition. 
Neuropsychopharmacology 2008;33(7):1477-502. [CrossRef]

 
3.	 AAP. Stress of study leads some to try ‘academic doping’, The 

Australian, 2013, 20 August. http://www.theaustralian.com.
au/higher-education/stress-of-study-leads-some-to-try-
academic-doping/story-e6frgcjx-1226699737256. Retrieved: 
July 16, 2015.

 
4.	 Singh I, Bard I, Jackson J. Robust resilience and substantial 

interest: a survey of pharmacological cognitive enhancement 
among university students in the UK and Ireland. PLoS One 
2014;9(10):e105969. [CrossRef]

 
5.	 Pustovrh T, Mali F. Exploring some challenges of the 

pharmaceutical cognitive enhancement discourse: Users 
and policy recommendations. Neuroethics 2017;7(2):137-58. 
[CrossRef]

 
6.	 Comitato Nazionale per la Bioetica (13 March, 2013) 

Neuroscience and pharmacological cognitive enhancement. 
http://www.governo.it/bioetica/eng/opinions.html 
Retrieved: July 16, 2015.

 
7.	 Thomson Health Care Inc.; Physicians’ Desk Reference 62 

ed., Montvale, NJ 2008, p. 3466-8.
 
8.	 Kanal MG, Ozkan C, Doganavsargil O, Eryilmaz M. Late 

onset mania possibly related to modafinil use: a case 
report. Klinik Psikofarmakoloji Bulteni - Bulletin of Clinical 
Psychopharmacology 2012;22(1):71-4. [CrossRef]

 

9.	 Kurtulus-Calli S, Altintas M, Sever-Agman Y, Kesebir S. 
Modafinil associated mania: a case report. Klinik 
Psikofarmakoloji Bulteni - Bulletin of Clinical 
Psychopharmacology 2014;24(Suppl 1):264-5.

 
10.	 Ranjan S, Chandra PS. Modafinil-induced irritability 

and aggression? A report of 2 bipolar patients. J Clin 
Psychopharmacol 2005;25(6):628-9. [CrossRef]

 
11.	 Fountoulakis KN, Siamouli M, Panagiotidis P, Magiria 

S, Kantartzis S, Iacovides A, et al. Ultra short manic-like 
episodes after antidepressant augmentation with modafinil. 
Prog Neuropsychopharmacol Biol Psychiatry 2008;32(3):891-
2. [CrossRef]

 
12.	 Wolf J, Fiedler U, Anghelescu I, Schwertfeger N. Manic switch 

in a patient with treatment-resistant bipolar depression 
treated with modafinil. J Clin Psychiatry 2006;67(11):1817. 
[CrossRef]

 
13.	 Wu P, Jones S, Ryan CJ, Michail D, Robinson TD. Modafinil-

induced psychosis. Intern Med J 2008;38(8):677-8. [CrossRef]
 
14.	 Kumar R. Approved and investigational uses of modafinil: 

an evidence-based review. Drugs 2008;68(13):1803-39. 
[CrossRef]

 
15.	 Robertson P Jr, Hellriegel ET, Arora S, Nelson M. Effect 

of modafinil on the pharmacokinetics of ethinyl estradiol 
and triazolam in healthy volunteers. Clin Pharmacol Ther 
2002;71(1):46-56. [CrossRef]

http://dx.doi.org/10.3949/ccjm.74.8.561
http://dx.doi.org/10.1038/sj.npp.1301534
http://dx.doi.org/10.1371/journal.pone.0105969
http://dx.doi.org/10.1007/s12152-013-9192-x
http://dx.doi.org/10.5455/bcp.20111216010146
http://dx.doi.org/10.1097/01.jcp.0000185346.77966.a4
http://dx.doi.org/10.1016/j.pnpbp.2007.11.006
http://dx.doi.org/10.4088/JCP.v67n1122a
http://dx.doi.org/10.1111/j.1445-5994.2008.01710.x
http://dx.doi.org/10.2165/00003495-200868130-00003
http://dx.doi.org/10.1067/mcp.2002.121217

