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Fullerenol - a new nanopharmaceutic?
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Chemical modification of fullerenes to hydrosoluble cluster molecules made fullerenes interesting for biological investigation.
Among them, polycarbonated and polyhydroxylated fullerene C60 derivatives showed the most interesting biological activities. In
this paper, we present the most important recent results of in vitro and in vivo biological studies with fullerenol C60(OH)24. Fullerenol
C60(OH)24 was strong antioxidant: it reacted with superoxide anion radical, hydroxy radical and nitrous oxide radical in chemical and
biological systems. Fullerenol C60(OH)24 did not inhibit human breast cancer cell growth at concentrations from 0.8 to 3.45 μM, but
strongly modulated cytotoxic effects of doxorubicin and cis-platinum after 24 and 48 hours of treatment. Radioprotective effects of
fullerenol C60(OH)24 were shown in different in vitro and in vivo models. Fullerenol C60(OH)24 (100 mg/kg) protected rat heart from
doxorubicin toxicity. Biodistribution studies of fulelrenol were also investigated. Accumulating data from the literature and from our
studies suggest that fullerenol, as a nanoparticle might be a new promising pharmaceutical in the near future.
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INTRODUCTION
Fullerenes are the third pure crystal form of carbon in addition to diamond
and graphite. In September 1985, Robert F. Curl, Jr., Richard E. Smalley,
and Sir Harold W. Kroto discovered fullerene C60 during laser spectroscopy
experiments at Rice University (1). Fullerenes were named after Richard
Buckminster Fuller. Carbon atoms in fullerenes can be organized in spherical (C60), ellipsoid (C70), or cylindrical (carbon nanotubes) form Figure 1.
Fullerene C60 possesses geometry of truncated icosahedrons fulerene-60Ih. Diameter of the molecule C60 is 0.710p0.007 nm. The outer and inner
diameters of P electron cloud can be estimated as 0.340 nm and 0.350 nm
respectively (2). Pure fullerenes are black crystals or powder. Fullerene C60 is
practically insoluble in water and proton-acceptor solvents but it is soluble in
halogen and alkyl-substituted benzene. Using combinations of nucleophilic
and electrophilic additions, cycloadditions and radical additions, it is possible
to covalently bond any class of organic compounds to a fullerene core. These
structural and electronic characteristics of fullerene C60 provide possibility for
conducting various types of chemical transformations (2-4) that resulted in
many water-soluble fullerenes with wide variety of biological activity.
The chemical modification of fullerene C60 molecule by attachment of hydroxyl
groups was an easy and straightforward method to synthesis water-soluble
fullerenes, named fullerols or fullerenols (C60(OH)n) (5-15). Structure of fullerenol with 24 hydroxyl groups, C60(OH)24, is shown in Figure 2.
Fullerenol C60(OH)24 has diameter of around 1 nm with symmetrically arranged
hydroxyl groups on the C60 sphere (3). Fullerenol is a dark brown amorphous
substance, soluble in water and DMSO. Fullerenol dissolved in water (pH
interval from 3.5 to 9.8), at a range of concentrations (10-3 mol/dm3 to 5 10-3
mol/dm3) forms polyanion nano aggregates, whose size is mostly between 20

Figure 1. Fullerene C60, C70 and carbon nanotube
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nm and 100 nm. The presence of aggregates larger than 400 nm is biologically insignificant (16,17). Fullerenol may react rapidly and irreversibly with a
variety of metal salts under ambient aqueous conditions to produce insoluble
metal-hydroxyfullerene cross-linked polymers (M-fullerenol). Interaction of
fullerenols with bio-metal is important with regard to fullerene-based pharmaceutical agents and waste treatment as well (18,19).

Figure 2. Fullerenol C60(OH)24

Studies on biological properties of fullerene C60 and its derivatives started a
decade ago and now are important area of trandisciplinary research. The most
important characteristics of fullerenols regarding mechanisms of their biological activity are photosensitizing property and free radical scavenging activity. Antioxidative and free radical scavenging activity of fullerenols are widely
exploited properties in biomedical studies (20-22). Antiproliferative and cytotoxic effects of various water-soluble fullerenol C60(OH)n have been observed
in different experimental models (23-26). Fullerenols may produce both singlet
oxygen and superoxide under visible and UV light (27). On photoexcitation,
fullerenol can generate free radical species (ROS) and induce significant oxidation of membrane lipids and proteins that can be prevented by endogenous
or natural antioxidants (27). Yamawaki and Iwai (28) evaluated direct effects
of nanomaterial on endothelial toxicity by treatment of human umbilical vein
endothelial cells (ECs) with fullerenol C60(OH)24 for 24 h. They found that only
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fullerenol at dose of 100 μg/ml induced cytotoxic injury (i.e. cytosolic vacuole
formation and increased level of lactate dehydrogenase), cell growth inhibition
or cell death by activation of ubiqutin-autophagy cell death pathway. However,
chronic treatment with low-dose C60(OH)24 (10 μg/ml /ml for 8 days) only inhibited cell attachment and delayed EC growth. Dugan et al showed that fullerenols
C60(OH)12 and C60(OH)18-20 might reduce excitotoxic and apoptotic death of
cultured cortical neurons (29). Huang et al. (30) evaluated the effect carboxylate
C60 (fullerenol-1) on amyloid B peptide-induced cytosolic free calcium in vitro.
They found that fullerenol-1 reduced the amyloid B peptide-induced [Ca2+] in PC
12 cells at a range nanomolar and picomolar concentrations.
In this paper, we present the most important recent results of in vitro and in
vivo biological studies with fullerenol C60(OH)24.

ANTIOXIDATIVE PROPERTIES OF FULLERENOL
C60(OH)24
The antioxidative activity of fullerenol C60(OH)24 was tested against stable (DPPH)
and unstable free radicals (·OH) by ESR spectrometry. The addition of fullerenol
(0.18 mmol/dm3 to 0.88 mmol/dm3) to the reaction systems resulted in a dosedependent inhibition of the ESR signal intensity of both DPPH free radical and
DMPO-OH spin adduct. Higher fullerenol concentrations were more effective in
reducing the ESR signal of DMPO-OH spin adducts than DPPH radical. There
are two possible mechanisms of antioxidative activity of fullerenol. The first
possibility is radical-addition reaction of 2n .OH radicals to remaining olefinic
double bonds of fullerenol core to yield C60(OH)24+2n.OH (n=1-12) The second
proposed mechanism is the possibility of hydroxyl radical to abstract a hydrogen
from fullerenol, including the formation of relatively stable fullerenol radical
C60(OH)23O. (31). These mechanisms are not mutually excluded. Superoxide
radicals, generated through enzymatic activity of xanthine oxidase, reduce
cytochrome c. Application of fullerenol at nanomolar and micromolar concentrations into xanthine/xanthine oxidase system decreased a rate of cytochrome c
reduction by 5 % to 40 % compared to the control (32). Fullerenol hypothetical
mechanism of action with superoxide anion radical is presented in Figure 3.

NO-scavenging activity of fullerenol was estimated in the system with sodium
nitroprusside (SNP) as NO donor. Coincubation of SNP (1, 2 or 5 mmol/dm3)
with fullerenol (0.05 or 0.1 mmol/dm3) resulted in a dose-dependent decrease
of the nitrite level, in comparison to the control without fullerenol. However, the
percentage of the nitrite decrease was the same disregarding of SNP concentration in the solution and average ED50 was 10-4 mol/dm3 of fullerenol (32).

EFFECT OF FULLERENOL ON THE GROWTH OF
TUMOR CELL LINES
Effects of fullerenol C60(OH)24 on cell proliferation were tested in the system of
antitumor drug-induced cytotoxicity against human breast cancer cells T47,
MCF-7 and MDA-MB-231 (33). Doxorubicin, cisplatin, paclitaxel, and thiazofurin were used at their IC50 concentrations in different schedules of fullerenol
and antitumor drugs. Fullerenol alone, at a range of nanomolar concentrations,
induced weak (b20%), but concentration dependent cell growth inhibition at
different time points (from 2 h to 72 h). However, fullerenol strongly modulated cytotoxic effects of antitumor drugs and the rate inhibition depended
on fullerenol concentration, type of antitumor drug and cell line. Protective
effect of fullerenol was found to be more pronounced against doxorubicin
and cisplatin, antitumor drugs whose general toxicity is related to free radical
formation. Fullerenol also decreased toxicity of tizofurin but only for the period
of 24 h post treatment, while toxicity of fullerenol-taxol combination, at all time
points, was very low against both MCF-7 and MDA-MB-231 cells. Reduced
toxicity of taxol and tiazofurin indicated that fullerenol protective effects might
be mediated by mechanisms other than antioxidative activity (33).
In combination with doxorubicin, fullerenol inhibited doxorubicin cytotoxicity
against human breast cell lines by more than 50% for most concentrations at
each time point (34). The best cell protection was obtained when fullerenol
was added to culture one hour prior to doxorubicin, but there was no significant difference if it was administered simultaneously with doxorubicin or one
hour later. Generally, protective effect of fullerenol in the model of doxorubicininduced cytotoxicity on human breast cancer cell lines could be explained by
fullerenol localization close to the mitochondria (35), its free radical scavenger
activity, and by the ability to act as an artificial electron acceptor leading to
inhibition of monooxygenase activity (34).

RADIOPROTECTIVE EFFECTS OF FULLERENOL
IN VITRO AND IN VIVO

Figure 3. Fullerenol hypothetical mechanism of action with superoxide anion radical
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We investigated radioprotective effects of fullerenol in vitro and in vivo models.
Human erythroleukemia cells K562 pretreated with fullerenol (10nM) were
x-ray irradiated (24Gy, IC50/24h). After 24h, total cell number, changes in
cell morphology, reproductive ability, and antioxidative enzyme status were
evaluated (36,37). Irradiation of K562 with 24Gy decreased cell number
and significantly changed cell morphology - larger cell area and numerous
vacuoles throughout the cytoplasm were noticed; colony formation ability
was decreased and activity of three antioxidative enzyme was increased.
Fullerenol pretreatment significantly changed all parameters in irradiated K562
cells: total cell number increased, cell area was smaller and colony-forming
activity was partially prevented. Administration of fullerenol before irradiation
induced significant increase in the activities of both superoxide dismutase
(SOD) and glutathion peroxidase (GSH-Px) that was followed by preserved
cell number and colony forming capacity. Increased level of total SOD were
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attenuated 24 and 48 hours after irradiation in fullerenol pretreated cells that
was in accordance with fullerenol ROS scavenging activity (37, 38). Increased
SOD activity in fullerenol pretreated K562 cells could resulted from fullerenol
12ÜVFDYHQJLQJDFWLYLW\VFDYHQJLQJ12ÜSUHYHQWVIRUPDWLRQRISHUR[\QLWULWH
anion, concomitantly increasing the O2Ü- concentration and increase of SOD
activity because of superoxide excess. The fullerenol pretreatment significantly
reduced the level of G-glutamyl transferase (G-GT) in irradiated cells indicating
important role of fullerenol in maintenance of redox homeostasis (36). GSHPx level was significantly elevated in fullerenol pretreated cells 1h after irradiation with 24 Gy. Consecutive activation of GSH-Px in fullerenol-pretreated cells
may be due to increased SOD activity as well as glutathione accumulation in
cell cytosol, which inhibits the GSH-Px enzyme active center (39).
It is possible to propose that fullerenol pretreatment prevented deleterious
effects of ROS by increasing the antioxidant enzyme activities of irradiated
cells.
After in vitro investigations, we extended studies of radioprotective efficiency
of fullerenol to whole-body irradiated mice and rats. The mice were pretreated
with 10 mg/kg and 100 mg/kg of fullerenol I.P. 30 minutes before irradiation
and than irradiated with 6, 7 or 8 Gy. Mice protected with 100 mg/kg of
fullerenol had better body mass gain than those pretreated with 10 mg/kg
of fullerenol. In addition, 100 mg/kg of fullerenol significantly increased of
LT50 of mice irradiated with 8 Gy, compared to both control group and group
pretreated with 10 mg/kg of fullerenol. These results clearly showed radioprotective effects of higher fullerenol dose (40,41).
Protective efficacy of fullerenol (10 and 100 was compared mg/kg, IP with amifostine (300 mg/kg, I.P.) in irradiated Wistar rats. The results of hematological
investigation showed that fullerenol better then amifostine prevented radiation
induced reduction of the granulocytes and lymphocytes particularly in the first
7 days after irradiation. Similar results were observed in thrombocytes count,
but increase in the number of erythrocytes was observed in all groups of rats.
Histopathological changes in tissues of protected animals were significantly
less pronounced 30 days after irradiation compared to unprotected rats.
Fullerenol better than amifostine protected spleen, intestine and lung, while
amifostine gave better radioprotection of the heart, liver and kidney (40).
Tissue damage by X-ray irradiation in both unprotected and protected animals
was less expressed after 7 days compared to 30 days after irradiation, implying aggregation of radiation-induced damaging processes in subsequent post
radiation course. In order to evaluate the general radioprotective efficacy of
fullerenol and amifostine pretreatment, rats were irradiated with an absolutely lethal dose (8 Gy) of X-rays. Thirty days after irradiation, 60% of rats
protected with 100 mg/kg of fullerenol had longer survival, while only 10%
survived if protected by 10 mg/kg of fullerenol. Besides, in animals pretreated
with 100 mg/kg of fullerenol body mass gain had the same trend as in the
control group and was more prominent in comparison with rats pretreated
with amifostine (41).

INFLUENCE OF FULLERENOL ON DOXORUBICININDUCED CARDIOTOXICITY IN RATS
Acute toxicity of fullerenol was investigated on Wistar rats. LD50 was 349
mg/g (95% confidence limits) after I.P: application. We also examined the
influence of fullerenol (50, 100 and 200 mg/kg, I.P. 30 minutes before doxorubicin, DOX) as a potential antioxidative protector on doxorubicin-induced
44
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toxicity in adult Wistar rats, after single dose of DOX (8 mg/kg, I.V. Heart
function, tissue damage, different blood count parameters and antioxidative
enzymes activity were followed 2 and 7 days after treatment.
Reflex bradycardia appeared later in DOX treated rats compared to the control
group suggesting myocardial damage. Rats pretreated with fullerenol had
electrocardiogram parameters comparable to the control. Histopathological
analysis of myocardial tissue confirmed the heart damage (vacuolization of
myocardial cells) after DOX administration. In hearts of fullerenol-protected
animals, there were intracellular edema and discrete myofibrillar lysis, and
intensity of changes depended on fulleronol dose. All morphological changes
were reversible (42,43).
Hemoglobin (Hgb) and hematocrit (HCT) values in rats treated with fullerenol
only, were comparable with those in the control group. However, on seventh
day after application of DOX and fullerenol combination, statistically significant depletion of Hgb and HCT values were found compared to both control
and fullerenol treated group (42).

DISTRIBUTION STUDY OF 99MTC(CO3)3(H2O)3C60(OH)22
Several radiopharamaceuticals containing fullerenol and 99m technetium
(99mTc) were successfully synthesized and their biodistribution was investigated on Wistar rats. 99mTc-carbonil – fullerenol was less attached to proteins
compared to its precursor molecule, 99mTc(CO)3(H2O)3]+. Liposolubility is
one of the most important characteristics of the molecule that can help
in prediction of molecule tissue accumulation and in its elimination pathway (44). Distribution of the complex between organic and nonorganic
phase indicated that the whole amount of fullerenol radiopharmaceutical,
99m
Tc(CO3)3(H2O)3]-C60(OH)22, existed in aqueous phase (i.e. distrubution
coefficient was approximately zero) and pH values did not influence extractability. Distribution of precursor molecule, 99mTc(CO)3(H2O)3]+ was different
compared to 99mTc(CO3)3(H2O)3]-C60(OH)22. Precursor molecule was found in
liver in 20.1 % compared to 14.1% for fullerenol radiopharmaceutical. Both
compounds accumulated in kidneys and intestine that indicated the routes of
elimination (44).
In conclusion, our investigations of biological effects of fullerenol confirmed
its strong antioxidative activity in various chemical and biological systems.
Special interest for further investigation with fullerenol will be focused on
fullerenol radioprotective activity in animal models, and on cardioprotective
effects in doxorubicin-induced cardiotoxicity. Biodistribution studies of fullerenol derivatives will help to understand its pharmacokinetic and pharmacodynamic behavior. Accumulating data suggest that fullerenol as a nanoparticle
might be a new promising pharmaceutical in the near future.

Acknowledgements
This work was supported by the Ministry of Science and Technology, Republic
of Serbia, Grant No. 142076.
Presented at 12th 6WXGHQLFD PHHWLQJ ´$GYDQFHV LQ &OLQLFDO 2QFRORJ\µ
Studenica Monastery, Serbia, June 5-7, 2008.
Conflict of interest
We declare no conflicts of interest.

Vol 16, No. 3-4, December 2008

Review articles
REFERENCES
1 Kroto HW, Heath JR, O’Brien SC, Curl RF, Smalley RE. C60-Buckminster fullerene.
Nature. 1985;318:162-3.
2 Hirsch A, Brattreich M. Fullerenes, Chemistry and Reaction. New York: Wiley-VCH;
2004.
3 Wilson SR, Schuster DI, Nuber B, Meier MS, Maggini M, Prato M, et al. Organic
chemistry of fullerenes. In: Kadish KM, Ruoff RS, editors. Fullerenes: Chemistry,
Physics and Technology. New York: Wiley-Interscience; 2000. p. 91-177.
4 Dresselhaus MS, Dresselhaus G, Eklund PC. Science of Fullerenesa and carbon
nanotubes. San Diego: Academic Press; 1996.
5 Bosi S, Feruglio L, Da Ros T, Spalluto G, Gregoretti B, Terdoslavich M,
et al. Hemolytic effects of water-soluble fullerene derivatives. J Med Chem.
2004;47:6711-5.
6 Chen Y, Cai RF, Chen S, Hong ZE. Synthesis and characterization of fullerol derived
from C60nï precursors. J Phys Chem Solids. 2001;62:999-1001.
7 Mikawa M, Kato H, Okumura M, Narazaki M, Kanazawa Y, Miwa N, et al.
Paramagnetic water-soluble metallofullerenes having the highest relaxivity for MRI
contrast agents. Bioconjugate Chem. 2001;12:510-4.
8 Xing G, Zhang J, Zhao Y, Tang J, Zhang B, Gao X, et al. Influences of structural
properties on stability of fullerenes. J Phys Chem B. 2004;108:11473-9.
9 Chiang LY, Bhonsle JB, Wang L. Efficient one-flask synthesis of water-soluble [60]
fullerenes. Tetrahedron. 1996;52:4963-72.
10 Gohei Y, Kazutaka I, Fumio C. AU patent 2003/296175 A1.
11 Mohan H, Palit DK, Mittal JP, Chiang LY, Asmus K-D, Guldi DM. Excited states
and electron-transfer reactions of C60(OH)18 in aqueous solution. Faraday Trans.
1998;94:359-63.
12 Jian-Min Z, Wen Y, Ping H, Shi-Zheng Z. Efficient and convenient preparation of
water-soluble fullerenol. Chin J Chem. 2004;22:1008-11.
13 Schnaider N, Derwish A, Kroto H, Taylor R, Waltan D. Formation of fullerols via
hydroboration of fullerene-C60. J Chem Soc Chem Commun. 1994;463-4.
14 Chaing LY, Wang LY, Swirczevski JW, Soled S, Camerot S. Efficient synthesis of
polyhydroxylated fullerene derivatives via hydrolysis of polycyclosulfated precursors. J Org Chem. 1994;59:3960-8.
15 Okubo K, Matsubayashi K, Tategaki H, Takada H, Oshima T. Facile synthesis of
highly water-soluble fullerenes more than half-covered by hydroxyl groups ACS
Nano. 2008;2:327-33.
16 Vileno B, Marcox PR, Lekka M, Sienkiewicz A, Fehre T, Forro L. Spectroscopic
and physical properties of a highly derivatiyed C60 fullerol. Adv Funct Mater.
2006;16:120-8.
17 Brant JA, Robichaund CO, Wiesner M. Fullerol cluster formation in aqueous
solutions: Implications for environmental release. J Colloid Interface Science.
2007;314:281-8.
18 Anderson R, Barron AR. Reaction of hydroxyfullerene with metal salts: A route to
remediation and immobilization. J Am Chem Soc. 2005;127:10458-9.
19 ,ĀHYLþ , 'MRUGMHYLþ $ )XOOHUHQRO SRO\GHQWDW OLJDQG Tehnika. 2006;2:7-9 (in
Serbian).
20 Kamat JP, Devasagayama TPA, Priyadarshi KI, Monah H. Reactive oxygen species
mediated membrane damage induced by fullerene derivatives and its possible
biological implications. Toxicology. 2000;30:55-61.
21 Lai HS, Chen WJ, Chaing LY. Free radical scavenging activity of fullerenol on the
ischemia-reperfusion intestine in dogs. World J Surg. 2000;24:450-4.
22 Jin H, Chen WQ, Tang XW, Chiang LY, Yang CY, Schloss JV, et al. Polyhydroxylated
C60, fullerenols, as glutamate receptor antagonists and neuroprotective agents.
Neurosci Res. 2000;62:600-7.
23 Mashino T, Nishiskawa D, Takahaski K, Usui N, Yamori T, Seki M, et al. Antibacterial
and antiproliferative activity of cationic fullerene derivatives. Bioorg Med Chem.
2003;13:4395-7.
24 Robert JE, Wielgus AR, Boyes WK, Andley U, Chignell CF. Photoxicity and cytotoxicity of fullerenol in human lens epithelial cells. Tox App Pharm. 2008;228:49-58.
25 Sayes CM, Fortner JD, Guo W, Lyon D, Boyd AM, Ausman KD, et al. The different
cytotoxicity of water soluble fullerenes. Nano Lett. 2004;4:1881-7.
26 Isakovic A, Markovic Z, Todorovic-Markovic B, Nikolic N, Vranjes-Djuric S, Mirkovic
M, et al. Distinct cytotoxic mechanisms of pristine versus hydroxylated fullerene.
Toxicol Sci. 2006;91:173–83.
27 Pickering KD, Wiesner MR. Fulelrenol-sensitized production of reactive oxygen
species in aqueous solution. Environ Sci Technol. 2005;39:1359-65.

www.onk.ns.ac.yu/Archive

28 Yamawaki H, Iwai N, Yamawaki H, Iwai N. Cytotoxicity of water-soluble fullerene in
vascular endothelial cells. Am J Physiol Cell Physiol. 2006;290:1495-502.
29 Dugan LL, Gabrielsen JK, Yu SP, Lin TS, Choi DW. Buckminsterfullerenol free radical
scavengers reduce excitotoxic and apoptotic death of cultured cortical neurons.
Neurobiol Dis. 1996;3:129-35.
30 Huang HM, Ou HC, Hsieh SJ, Chiang LY. Blockage of amyloid B peptide-induced
cytosolic free calcium by fullerenol-1, carboxylate C60 in PC 12 cells. Life Sci.
2000;66:1525-33.
31 Djordjevic A, Canadanovic-Brunet J, Vojinovic-Miloradov M, Bogdanovic G.
Antioxidant properties and hypothetical radical mechanism of fullerenol C60(OH)24,
Oxid Commun. 2005;27:806-12.
32 0LUNRY6'MRUGMHYLþ$ Andric N, Andric S, Kostic T, Bogdanovic G, et al. Nitric
oxide-scavenging activity of polyhidroxylated fullerenol. Nitric Oxide Biol Chem.
2004;11:201-7.
33 .RMLþ 9 -DNLPRY ' %RJGDQRYLþ * 'MRUGMHYLF $ (IIHFWV RI )XOOHUHQRO &60(OH)24
on cytotoxicity induced by antitumor drugs on human breast carcinoma cell lines.
Mater Sci Forum. 2005;492:543-8.
34 Foley S, Crowley C, Smaihi M, Bonfils C, Erlanger FB, Seta P, et al. Cellular localization of a water-soluble fullerene derivatives. Biochem Biophys Res Commun.
2002;294:116-9.
35 Bogdanovic G, Kojic V, Djordjevic A, Canadanovic-Brunet J, Vojinovic-Miloradov M,
Baltic VV. Modulating activity of fullerol C60(OH)22 on doxorubicin-induced cytotoxicity. Toxicol in vitro. 2004;18:629-37.
36 %RJGDQRYLþ 9 6WDQNRY . ,ĀHYLþ , æLNLþ ' 1LNROLþ $ äRODMLþ 6 HW DO )XOOHUHQRO
C60(OH)24 effects on antioxidative enzymes activity in irradiated human erythroleukemia cell line. J Radiat Res. 2008; 9:321-7.
37 ,ĀHYLþ,, BRJGDQRYLþ9æLNLþ'äRODMLþ S, BRJGDQRYLþ G, DMRUGMHYLþ A. The influence
of fullerenol on cell number, cell area, and colony forming unit ability in irradiated
human eritroleukemic cell line. Hemijska industrija. 2007;61:167-9.
38 Daroczi B, Kari G, McAleer MF, Wolf JC, Rodeck U, Dicker AP. In vivo radioprotection
by the fullerene nanoparticle DF-1 as assessed in a zebrafish model. Clin Cancer
Res. 2006;12:7086-91.
39 Niva Y, Iwai N. Genotoxicity in cell lines induced by chronic exposure to water-soluble
fullerenes using micronucleus test. Environ Health Prev Med. 2006;11:292-7.
40 7UDMNRYLF 6 'REULF 6 'MRUGMHYLþ $ 'UDJRMHYLF6LPLF 9 0LORYDQRYLF =
Radioprotective efficiency of fullerenol in irradiated mice. Materials Sci Forum.
2005;494:549-54.
41 7UDMNRYLþ6'REULþ6-DþHYLþ9'UDJRMHYLþ6LPLþ90LORYDQRYLþ='MRUGMHYLF$
Tissue-protective of fullerenol C60(OH)24 and amifostine in irradiated rats. Colloids
Suferfaces. Colloid Surface B. 2007;58:39-43.
42 Djordjevic-Milic V, Djordjevic A, Dobric S, Injac R, Vuckovic D, Stankov K. Influence
of fullerenol C60(OH)24 on doxorubicin induced cardiotoxicity in rats. Mater Sci
Forum. 2006;518:525-9.
43 Jacevic V, Djordjevic-Milic V, Dragojevic-Simic V, Radic N. Djordejvic, A. Tissueprotective effects of fullerenol C60(OH)24 and amifostine in irradiated rats. Toxicol
Lett. 2007;172S:S146.
44 0DNVLQ7'MRNLF'-DQNRYLF''MRUGHMYLF$1HåNRYLþ2&RPSDULVRQRIVRPH
physico-chemical parameters and biological behavior of fullerenollabelled within
technecium-99m. J Optoelectron Adv Mat. 2007;9:2571-7.

Vol 16, No. 3-4, December 2008

45

