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I read with great interest the study by Akçıl et al. (1), reporting 
the results of a preliminary study aimed to assess the neuropro-
tective role of amantadine in neurocognitive function in pa-
tients with aneurysmal subarachnoid haemorrhage (SAH). The 
authors hypothesised that amantadine, a N-methyl-D-aspartate 
receptor (NMDA) receptor antagonist widely studied in pa-
tients with traumatic brain injury (TBI), ameliorates cognitive 
dysfunction following SAH. In this preliminary study, 12 pa-
tients with aneurysmal SAH were included and divided in two 
groups: group A received amantadine for 30 days after admis-
sion along with the standard treatment for SAH, and group C 
received only the standard treatment. Neurocognitive function 
was evaluated using the Coma Recovery Scale-Revised and Dis-
ability Rating Scale on the first and fifth days and third and sixth 
months after admission. The primary endpoint was to compare 
the effects of amantadine in combination with the standard 
treatment with those of the standard treatment alone on neuro-
cognitive function over 6 months. They found that amantadine 
administration along with the standard treatment improved the 
recovery compared with the standard treatment alone.

The authors should be complimented for highlighting the neu-
roprotective role of amantadine in SAH. Neuroprotection has 
been considered for many years as an alternative strategy to limit 
the extent of irreversible damage to neuronal cells after brain in-
jury, including aneurysmal SAH (2). Neuroprotectants disrupt 
the cellular, biochemical and metabolic processes that lead to 
brain injury and encompass a wide and continually expanding 
array of pharmacological interventions. An ideal addition to 
the SAH treatment armamentarium would be a well-tolerat-
ed neuroprotective agent that has the ability to reduce arterial 
vasospasm and delayed ischaemic neurological deficit. Several 
drugs have been developed that have the potential to limit ce-
rebral vasospasm and delayed ischaemic neurologic deficit, thus 
improving patient outcomes (3). However, although numerous 
agents that can prevent arterial narrowing and/or block the ex-
citatory cascade of events leading to ischaemic neuronal death in 

experimental conditions have been proposed, there is no phar-
macological agent proven to improve patient outcomes in the 
clinical practice.

Although this study by Akçıl et al. (1) was well-designed and 
adequately performed, the exciting results may put amantadine 
at the risk of being labelled as a ‘miracle drug’ before appropri-
ate information on its biological action, underlying mechanism 
and therapeutic window is assessed, similar to the cases of other 
drugs previously investigated as neuroprotectants (4). All the 
currently available information on the efficacy of amantadine 
is derived from experimental investigations and TBI clinical 
studies. Translation of such information from a different clin-
ical scenario to the treatment of patients with SAH would be 
misleading because the interaction and influence of amantadine 
on physiological variables as well as with other drugs common-
ly used in patients with SAH are unknown. Second, the time 
window, dose and duration of treatment warrant further stud-
ies. The results by Akçıl et al. (1) act as a stimulus for further 
investigations and suggest that further phase II studies must be 
performed to determine the safety, optimum tolerated dose, 
therapeutic time window and treatment duration of amantadine 
in the current clinical setting.
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Dear Editor,

We are grateful to the reader for her/his interest and well interpreta-
tion of our study results. Neuroprotection after aneurysmal subarach-
noid haemorrhage is still being studied; unfortunately, the results of 
clinical studies are not as satisfying as those of experimental ones (1). 
We used amantadine with the standard treatment and found that pa-
tients’ neurocognitive outcomes were better than those obtained with 
the standard treatment alone. Furthermore, we did not observe any 
side effects of amantadine in our patients during the study period. We 
underline that an indispensable part of the aneurysmal subarachnoid 
haemorrhage treatment is the prevention of re-bleeding and manage-
ment of increased intracranial pressure, vasospasm, delayed ischaemic 
deficit and hydrocephalus. Neuroprotective strategies, such as aman-
tadine administration, should be used only as an adjunct to the stan-
dard treatment. This study is still underway, and we desire to share the 

results after we reach an appropriate sample size according to power 
analysis. As the reader, we emphasise the need for more studies with 
larger sample size to determine the safety, optimum tolerated dose, 
therapeutic time window and treatment duration of amantadine after 
aneurysmal subarachnoid haemorrhage.

Sincerely… 

Eren Fatma Akçıl1 , Özlem Korkmaz Dilmen1 , 
Hayriye Ertem Vehid2 , Yusuf Tunalı1 
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2Department of Medical Education and Informatics, İstanbul Bilim 
University, İstanbul, Turkey 

Reference

1.	 Grasso G, Alafaci C, Macdonald RL. Management of aneu-
rysmal subarachnoid hemorrhage: State of the art and future 
perspectives. Surg Neurol Int 2017; 8: 11. [CrossRef ]

Corresponding Author/ Sorumlu Yazar: Eren Fatma Akçıl 
E-mail:  erenfat@yahoo.com
DOI: 10.5152/TJAR.2018.30633
Received / Geliş Tarihi: 11.05.2018 
Accepted / Kabul Tarihi: 12.07.2018 
©Copyright 2018 by Turkish Anaesthesiology and 
Intensive Care Society - Available online at   
http://www.jtaics.org
©Telif Hakkı 2018 Türk Anesteziyoloji ve 
Reanimasyon Derneği - Makale metnine www.jtaics.
org web sayfasından ulaşılabilir.

Letter to the Editor

479

http://orcid.org/0000-0002-5956-2265
http://orcid.org/0000-0002-5221-0144
http://orcid.org/0000-0003-3180-8769
http://orcid.org/0000-0002-6742-0128
https://doi.org/10.4103/2152-7806.198738

