
Accepted Manuscript

Title: Towards carborane-functionalised structures for the
treatment of brain cancer

Authors: Gianpiero Calabrese, Anis Daou, Eugen Barbu, John
Tsibouklis

PII: S1359-6446(17)30125-3
DOI: http://dx.doi.org/10.1016/j.drudis.2017.08.009
Reference: DRUDIS 2072

To appear in:

Please cite this article as: Calabrese, Gianpiero, Daou, Anis, Barbu, Eugen,
Tsibouklis, John, Towards carborane-functionalised structures for the treatment of brain
cancer.Drug Discovery Today http://dx.doi.org/10.1016/j.drudis.2017.08.009

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.

http://dx.doi.org/10.1016/j.drudis.2017.08.009
http://dx.doi.org/10.1016/j.drudis.2017.08.009


Towards carborane-
functionalised structures for the 
treatment of brain cancer 
 
Gianpiero Calabrese1, Anis Daou1, Eugen Barbu2, and John Tsibouklis2 

 
1School of Life Science, Pharmacy and Chemistry, Kingston University London, Penrhyn Road, Kingston-upon-Thames, 

KT1 2EE, UK 
2School of Pharmacy and Biomedical Sciences, University of Portsmouth, Portsmouth, PO1 2DT, UK 

Corresponding author: Calabrese, G. (G.Calabrese@kingston.ac.uk) 

Keywords: BNCT; carboranes; brain cancer; boronated agents; clinical efficacy.  

Teaser: The development of carborane derivatives with high cancer-cell targeting specificity is key to these materials 

fulfilling their promise as the clinical BNCT agents of the future. 

 

Highlights 

 BNCT has long been considered a promising technique for the treatment of brain 

tumours. 

 The carboranes represent a most promising class of BNCT agents. 

 Progress in the molecular design of carborane-based agents is reviewed. 

 

Boron neutron capture therapy (BNCT) is a promising targeted chemoradiotherapeutic technique for the management 

of invasive brain tumors, such as glioblastoma multiforme (GBM). A prerequisite for effective BNCT is the selective 

targeting of tumour cells with 10B-rich therapeutic moieties. To this end, polyhedral boranes, especially carboranes, 

have received considerable attention because they combine a high boron content with relative low toxicity and 

metabolic inertness. Here, we review progress in the molecular design of recently investigated carborane derivatives in 

light of the widely accepted performance requirements for effective BNCT. 

The principles of boron neutron capture therapy 

BNCT is a two-step targeted chemoradiotherapeutic technique that involves the selective delivery of 10B-rich 

agents to cancer cells for the purpose of their selective destruction through subsequent irradiation with low-energy 

neutrons, which initiate highly localised nuclear fission reactions that do not damage surrounding tissue (Figure 1). 

Integral to successful BNCT is the selective uptake of a therapeutic dose of the boron-containing agent by cancer 

cells. At a neutron fluence (see Glossary) of 1012 neutrons/cm2, and ignoring the microdistribution of the drug, this 

is calculated at 30 mg of 10B/g of tumour (approximately 109 atoms of 10B per cell) [1]. To minimise damage to the 

vascular endothelial cells and white matter, the tumour:blood and tumour:surrounding tissue concentration ratios 

must both be higher than 3:1 [2]. Monte Carlo simulations have shown that boron accumulated within the cell 

nucleus has little effect on neighboring cells and it is more effective in inducing cell death (ca. 2.5×) than the same 

amount of boron distributed uniformly within the entire cell [3]. This suggests that the mechanism of neutron 

bombardment-initiated damage is determined by the intracellular location occupied by the boronated agent. 

Similarly, calculations have shown that boron localised at the cell surface has a ca. 10% lower killing effect than an 

equimolar quantity of boron that is uniformly distributed within the entire cell [3]. Irradiation of the localised 

boronated agent with a beam of thermal neutrons leads to each 10B atom capturing a neutron to form 11B*, which in 

turn undergoes nuclear fission to release the energy that induces localised tumour cell necrosis. Consequently, the 

nuclear reaction of 10B can effect the selective destruction of malignant tumour cells without compromising the 

surrounding healthy tissue. The probability of a nuclide capturing a neutron is enumerated by the ‘neutron-capture 

cross section’ (σth, measured in barns; 1b = 10–24 cm2). Offering a good compromise between toxicity and stability, 
10B is characterised by σth = 3838 b [4]. Compared with X-ray methods, the use of neutron beams is preferred for 

treatments involving hypoxic cells [5] because the oxygen enhancement ratio (the ratio of radiation doses required 

to effect the same rate of cell death under oxic as under hypoxic conditions) of neutrons is 1.6, which is lower than 

that of X-rays (2.5–3.0). 
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