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        Background: The aim of this study was to     
evaluate the radioprotective capacity of some novel 
aminoalkylated dithiocarbamic acid potassium salts 
against γ-irradiation in mice. Materials and Methods: 
Eight compounds containing 2-aminoethyl-, 3-
aminopropyl-, 4-aminobutyl-, 5-aminopentyl-, 6-
aminohexyl-, 7-aminoheptyl-, 8-aminooctyl and 9-
aminononyl of dithiocarbamate derivatives were        
prepared. Male NMRI mice were injected intraperito-
neally (IP) with a geometric progression of doses (300
-1000 mg/kg), through the dose response range for 
lethal toxicity. To evaluate the radioprotecive activity, 
one-half of the toxic LD50 of each compound were 
injected IP to groups of twenty mice, 30 minutes prior 
to γ-irradiation. The treated animals were kept for 30 
days, and the lethality was recorded each day.       
Results: Among Eight compounds of alkyl dithiocar-
bamic acid derivatives, 5-aminopentyl, 7-aminoheptyl, 
8-aminooctyl and 9-aminononyl dithiocarbamic acid 
mono potassium salts are new compounds. All      
evaluated compounds showed a concentration-
dependent effect on the survival in mice. The LD50 
values were found to be more than 599 mg/kg.  The 
percentages of 30-day survival of mice for 2-
aminoethyl, 7-aminoheptyl and 8-aminooctyl dithio-
carbamic acid derivatives were 7%, 40% and 13.5%, 
respectively, when injected 30 minutes before γ-
irradiation. Other compounds had no radioprotective 
effects. Statistical analysis showed a significant     
difference between the treated and control groups for 
the 7-aminoheptyl derivative (p<0.05). Conclusion: 
Among the compounds investigated in this study, 7-
aminoheptyl dithiocarbamate derivative showed more 
radioprotective effects in comparison with the others. 
Although it seems that the radioprotective effects in 
these derivatives correlate with the size of the alkyl 
chain, more experiments are required to support this 
hypothesis. Iran. J. Radiat. Res., 2009; 7 (2):  91­96 
 
        Keywords: Radioprotective effect, aminoalkyl       
dithicarbamic acid, γ-irradiation. 

INTRODUCTION 
 
        With respect to radiation damage to 
humans, it is important to look for possible 
radioprotective agents to modify the normal 
response of biological systems to radiation-
induced toxicity or lethality (1). Early devel-
opments of such agents focused on thiol   
synthetic compounds, such as amifostine. 
This compound reduced mortality; however, 
there were difficulties in administering   
aminothiols which led to adverse effects. 
Hence, the development of radioprotective 
agents with lower toxicity and an extended 
window of protection have attracted much 
attention (1). Free radical scavenging is 
based on the consumption of free radicals 
produced by ionizing irradiation in biologi-
cal system to be most important mechanism 
of radioprotective effects (2). For radioprotec-
tive effects of compounds with thiol         
functional group, the presence of free thiol 
group or a thiol derivative that can be      
converted to a free thiol in vivo is essential 
for radioprotecive effects (3). Dithiocarbamic 
acids and their salts are sulfur containing 
derivatives have been reported to have anti-
viral, bactericidal, antimicrobial, and anti-
tumor effects, and they have been used for 
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prophylaxis and therapy of metal toxicity (4). 
It has been demonstrated that certain       
dithiocarbamates are effective radioprotec-
tive agents (4-6). The aim of this study was to 
evaluate the radioprotective capacity of 
some novel aminoalkylated dithiocarbamic 
acid derivatives against γ-irradiation in 
mice.  
 
MATERIALS AND METHODS 
 
        All chemicals were purchased from 
Merck (Darmstadt-Germany) and Sigma-
Aldrich (Steinhaim-Germany). Melting 
points were determined, using a Reichert-
Jung hot plate apparatus and were uncor-
rected. 1H NMR and 13C NMR spectra were 
recorded on a Varian VNMR-400 instru-
ment. All spectra were recorded in D2O and 
Sodium 3-trimethyl-silylpropane sulfonate 
was used as an internal standard. Infrared 
spectra were acquired on a Nicolet Magna–
IR 550 spectrometer. Mass spectra were 
measured with a Finnigan TSQ-70          
spectrometer (70 eV). The purity of all     
compounds was confirmed by TLC. 
        General procedure for the preparation 
of aminoalkyl dithiocarbamic acid mono    
potassium salt (7). 
        A solution of diamine (0.025 mole) in 
6.5 ml methanol was added drop wise over  
a period of 40 minutes to a stirred solution 
of carbon disulfide (0.03 mole) in a solution 
of potassium hydroxide in methanol (2%, 
6.25 ml) cooled by an ice-salt bath. The      
reaction medium was stirred at room      
temperature for additional 4 hours. The  
precipitated product was then filtered, 
washed with methanol and diethyl ether, 
vacuum dried and stored in a desiccator.  
2. Aminoethyl dithiocarbamic acid mono 
potassium salt: 
Yield (85%), Melting point: 198ºC. 
IR (KBr), ν (cm-1) 3242, 2934, 1577, 1470, 
1255, 1157, 917. 1H NMR (D2O), δ (ppm): 
3.61 (t, 2H, J=6Hz), 2.98 (t, 2H,  J=6Hz). 
Mass: 136 (M·+) 
3. Aminopropyl dithiocarbamic acid mono 
potassium salt: 
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Yield (76%), Melting point: 130ºC. 
IR (KBr), ν (cm-1) 3250, 2975, 1465, 1383, 
1147, 1050. 1H NMR (D2O), δ (ppm): 3.50(t, 
2H, J=6Hz), 2.85 ( t, 2H, J=6Hz), 1.78 (t, 
2H, J=6Hz). Mass: 150 (M·+) 
4. Aminobutyl dithiocarbamic acid mono 
potassium salt: 
Yield (89%), Melting point: 219ºC. 
IR (KBr), ν (cm-1) 3365, 2970, 1511, 1316, 
1061, 994. 1H NMR (D2O), δ (ppm): 3.22-3.29
(m,4H), 1.31-1.40 ( m,4H). Mass: 164 (M·+) 
5. Aminopentyl dithiocarbamic acid mono 
potassium salt: 
Yield  (58%). Paste 
IR (KBr), ν (cm-1) 3314, 2951, 1491, 1307, 
1022, 913. 1H NMR (D2O), δ (ppm): 3.19-3.26
(m ,4H), 1.32-1.46 ( m,2H), 1.09-1.15 (m, 
4H). Mass: 178 (M·+) 
6. Aminohexyl dithiocarbamic acid mono 
potassium salt: 
Yield (75%), Melting point: 155ºC. 
IR (KBr), ν (cm-1) 3230, 2929, 1475, 1296, 
1086, 942. 1H NMR (D2O), δ (ppm): 3.22-3.27
( m,4H), 1.33-1.42 ( m,2H), 1.09-1.15 (m,6H). 
Mass: 192 (M·+) 
7. Aminoheptyl Dithiocarbamic acid mono 
potassium salt: 
Yield (82%), Melting point: 138ºC. 
IR (KBr), ν (cm-1) 3380, 3196, 2929, 2858, 
1490, 1296, 1157, 937. 1H NMR (D2O), δ 
(ppm): 3.80 (m, 2H), 3.23-3.30 (m, 2H), 1.30-
1.40 (m, 2H), 1.05-1.14 (m, 2H), 0.89-0.93 
(m, 6H). 13C NMR (D2O), δ(ppm): 57.36, 
48.11, 28.61, 28.39, 27.62, 26.08, 16.10. 
Mass: 206 (M·+) 
8. Aminooctyl dithiocarbamic acid mono 
potassium salt: 
Yield (69%), Melting point: 132ºC. 
IR (KBr), ν (cm-1) 3126, 2929, 1485, 1284, 
1101, 937. 1H NMR (D2O), δ (ppm): 3.35-3.40
( m,3H), 3.23 ( m, 1H), 1.34( m,1H), 1.04-
1.12 ( m,3H), 0.85-0.93 (m, 8H). Mass: 220 
(M·+) 
9. Aminononyl dithiocarbamic acid mono 
potassium salt: 
Yield (75%), Melting point: 135ºC. 
IR (KBr), ν (cm-1) 3185, 2924, 1501, 1296, 
1157, 933. 1H NMR (D2O), δ (ppm): 3.38-3.43
(m,3H), 3.25 (t, 2H, J=7.6Hz) 1.31-1.42 (m, 
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2H), 1.05-1.16 (m, 4H), 0.91-0.96 (m, 8H). 
Mass: 234 (M·+) 
 
Animals 
        Eight-week old male NMRI mice 
(Pasteur Institute of Iran), weighting 28 ± 3 
g were used. A standardized pelleted diet 
was given and tap water was ad libitum. 
The animals were housed in groups of seven 
for one week in a quarantine facility. All the 
mice were kept under controlled lighting 
conditions (light: dark, 12:12h) and           
temperature (22±1ºC) in the university's 
animal house. Experiments were conducted 
according to principles outlined in "The 
guide for the care and use of laboratory   
animals" prepared by Tehran University of 
Medical Sciences. 
 
Toxicity studies 
        For toxicity studies the compounds 
were dissolved in sterile distilled water or 
suspended in sterile distilled water contain-
ing 0.2% polysorbate 80 (Tween 80). Male 
NMRI mice were injected intraperitoneally 
(IP) with a geometric progression of doses 
(300-1000 mg/kg), through the dose          
response range for lethal toxicity. Ten     
animals were used for each subgroup, and 
four doses were used for to determine each 
LD50. Animals were observed for 72 h. For 
determination of the toxic LD50 numbers of 
the observed deaths were analyzed by      
Probit analysis (8).  
 
Radioprotective effect studies 
        Whole-body irradiation was performed 
by a cobalt-60 γ-radiation source (Theratron 
780, Canada). The mice were placed in    
ventilated plexiglass cages and irradiated in 
groups of 10 simultaneously. The source to 
skin distance was 82 cm and the dose rate 
was 96 cGy/min at room temperature 
(23±2ºC). To evaluate the radioprotecive   
activity, one half of the toxic LD50 of each 
compound were injected IP to groups of 
twenty mice 30 minutes prior to γ-
irradiation (9). The mice were irradiated 
with a dose equal to the LD100/30 (Lethal 
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dose for mice in 30 days) of the control mice 
(800 cGy). This dose was obtained in        
preliminary study with respect to 14 mice 
that irradiated with 800 cGy of gamma     
irradiation. The treated animals were kept 
for 30 days and the lethality was recorded 
each day.  
 
Statistical analysis 
        The data were analyzed and LD50 val-
ues were determined using Probit statistical 
analysis test (8), and were expressed as the 
mean ± SE. The percentages of survivals of 
various derivatives were compared using 
two-sample test for proportions (10). 
 
RESULTS AND DISCUSSION 
 
        Several dithiocarbamate derivatives 
have been prepared, some of them which 
containing chelating groups additional to 
dithiocarbamyl moiety. Synthesis of dithio-
carbamates is relatively simple and these 
compounds are usually prepared either by 
the reaction of amines with carbon disulfide 
in aqueous media in the presence of a base 
(7), or by the same reaction in an organic    
solvent (11) (formula 1). It has been            
previously shown that the most potent basic 
thiol radioprotective compounds strongly 
contain basic amine functions (12). The same 
patterns of antiradiation activity have been 
observed for dithiocarbamates (13).  

Formula 1. Preparation of aminoalkyl dithiocarbamic acid 
mono potassium salts. 

        Among the alkyl dithiocarbamic acid 
derivatives, which their radioprotective    
effects were evaluated in this study some 
derivatives had been previously prepared, 
but 5-aminopentyl, 7-aminoheptyl, 8-
aminooctyl and 9-aminononyl dithiocar-
bamic acid mono potassium salts were new 
compounds. The toxicity of compounds was 
determined in vivo against male NMRI 
mice, and after IP injection all compounds 
showed a concentration-dependent effect on 
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the survival in mice. The results of this 
study showed that the percentage of        
survival of male NMRI mice at 30 days were 
7%, 40% and 13.5% for 2-aminoethyl, 7-
aminoheptyl and 8-aminooctyl dithiocar-
bamic acid derivatives, respectively, when 
injected 30 minutes before γ-irradiation 
(table 1 and figure 1). Statistical analysis 
showed a significant difference between the 
treated and control group for the 7-
aminoheptyl derivative (p<0.05) (table 1). 
Dithiocarbamates are well known as metal 
chelating agents, and this property could be 
a possible mechanism for their radioprotec-
tive effects (4). We, previously, have reported 
that kojic acid and chromone derivatives 
with metal complex showed radioprotective 
effects with the possible mechanism of     
superoxide dismutase activity (14, 15). Free 
radical scavenging is one of the main 
mechanisms of natural and chemical      

compounds. Thiol group can react with free 
and toxic substance induced by gamma irra-
diation and reduced damage in tissue (16). In 
the present study, the synthesized           
compounds contained dithiocarbamic acids 
which were potentially converted to the 
thiol group as an antioxidant agent. When 
compared with the other compounds, the 7-
aminoheptyl dithiocarbamic acid derivative 
showed more radioprotective effects       
probably due to its easy conversion to the 
active compounds with free thiol groups in-
vivo. Due to poor absorption of 9-
aminononyl dithiocarbamic acid derivative 
after IP injection, it is difficult to attribute 
the lack of radioprotective property to its 
chain length. Although it seems that the   
radioprotective effects correlate with the 
size of the alkyl chain, more experiments 
are required to support this hypothesis. 

Table 1. LD50 and radioprotective activity of aminoalkyl dithiocarbamic acid derivatives following intraperitoneal injection of        
compounds 30 min prior to exposure to an acute whole-body gamma dose of 800 cGy (LD100/30). 

Compound LD50 
(mg/kg)a 

Dose injected (mg/
Kg) 

%Survival of mice 
at 30 days 

Distilled water --- --- 0 

2-Aminoethyl  dithio-
carbamate derivative 

1068 ± 13 534 7 

3-Aminopropyl dithio-
carbamate derivative 

1155 ± 133 550 0 

4-Aminobutyl dithio-
carbamate derivative 

396 ± 31 180 0 

5-Aminopentyl dithio-
carbamate derivative 

681 ± 52 315 0 

6-Aminohexyl dithio-
carbamate derivative 

599 ± 74 200 0 

7-Aminoheptyl dithio-
carbamate derivative 

855 ± 21 440 40* 

8-Aminooctyl dithio-
carbamate derivative b 

800 ± 50 370 13.5 

9-Aminononyl dithio-
carbamate derivative b 

740 ± 46 350 0 

a 95% confidence limits 
b Suspension injected 
*Significant difference compared to control, (P< 0.05) 
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CONCLUSION 
 
        Among the aminoalkyl dithicarbamic 
acid derivatives investigated in this study, 7
-aminoheptyl dithiocarbamic derivative 
showed the best radioprotective effect.      
Because of unreliable absorption of           
derivatives with longer alkyl chain after   
intraperitoneal injection it is not possible to 
evaluate their radioprotective capacity and 
assign a structure activity relationship for 
these derivatives.  
 
ACKNOWLEGMENT 
 
        Authors would like to thank the        
research council of Tehran University of 
Medical Sciences for its financial support of 
this investigation. 
 
REFERENCES 
 
1. Hosseinimehr SJ (2007) Trends in the development of 

radioprotective agents. Drug Discov Today, 12: 794-
805. 

2. Maisin JR (1998) Bacq and Alexander award lecture 
chemical radioprotection: past, present and future pros-
pects. Int J Radiat Biol, 43: 443-450. 

3. Foye WO and Mickles J (1962) Antiradiation compounds 

III dithiocarbamates. J Med Pharm Chem, 5: 846-852. 
4. Segovia N, Crovetto G, Lardelli P, Espigares M (2002) In-

vitro toxicity of several dithiocarbamates and structure-
activity relationships. J Appl Toxicol, 22: 353-357. 

5. Fuentes JL, Capetillo N, Ferrer M, Padrón E, Altanés S, 
Llagostera M (1998) Radioprotective effect of sodium 
diethyldithiocarbamate (DDC) and S-2-aminoethyl-
isothioronicadenosin-5-triphosphate (adeturon) in 
gamma-irradiated Escherichia coli cells. Mutat Res, 
422:339-45. 

6. Nemavarkar PS, Chourasia BK, Pasupathy K (2004) 
Detection of gamma-irradiation induced DNA damage 
and radioprotection of compounds in yeast using comet 
assay. J Radiat Res (Tokyo), 45:169-74. 

7. Espigares M, Crovetto G, Galvez R (1998) In-vitro 
evaluation of the toxicity of several dithiocarbamates 
using an escherichia coli growth inhibition bioassay and 
acetylcholinesterase inhibition test. Environ Toxicol 
Water Real Acade Farm, 58: 49-58. 

8. Finney DJ (1971) Probit Analysis. Cabridge University 
Press, Cambridge,  p. 1-99. 

9. Hosseinimehr SJ, Shafiee A, Mozdarani H, Akhlagpour S 
(2001) Radioprotective effects of 2-iminothiazolidine 
derivatives against lethal doses of gamma radiation in 
mice. J Radiat Res, 42: 401-408. 

10. Bolton S (1997) Statistical inference: estimation and 
hypothesis testing. In: Swarbrick J, ed. Pharmaceutical 
statistics practical and clinical applications. New York: 
Marcel Dekker, p. 162-178. 

11. McKay AF and Hatton WG (1956) Amino acids. II. Syn-
thesis of cyclic guanidine acids. J Am Chem Soc, 78: 
1618-1620. 

12. Westland RD, Cooley RA, Holmes JL, Hong JS, Lin, MH, 
Zwiesler ML (1973) Antiradiation agents. Substituted 2- 
pyridyloxy and 2-quinolyloxy derivatives of S-2-

Figure 1. Effects of gamma radiation (800 cGy) on lethality in control, 7-aminoheptyl dithiocarnbamic acid monopotassium salt (A), 2
-aminoethyl dithiocarbamic acid monopotassium salt (B) and 8-aminooctyl dithiocarbamic acid monopotassium salt (C). Irradiation 

was after 30 min treatment. Survival was followed for 30 days. Each group was consisted of 20 mice.  

Days after irradiation

30
29

28
27

26
25

24
23

22
21

20
19

18
17

16
15

14
13

12
11

10
9

8
7

6
5

4
3

2
1

0

%
S

ur
vi

va
l

100

90

80

70

60

50

40

30

20

10

0

C

B

A

COTROL

 [
 D

ow
nl

oa
de

d 
fr

om
 ij

rr
.c

om
 o

n 
20

26
-0

6-
09

 ]
 

                               5 / 6

http://ijrr.com/article-1-542-en.html


96 Iran. J. Radiat. Res., Vol. 7 No. 2, Autumn 2009 

S.J. Hosseinimehr, D. Beiki, A. Kebriaeezadeh, A. Khalaj, et al. 

(2008) 5,7-Dihydroxychromone-2-carboxylic acid and its 
transition-metal (Mn and Zn) chelates as non-thiol radio-
protective agents. Eur J Med Chem, 43: 557-561. 

15. Emami S, Hosseinimehr SJ, Taghdisi SM, Akhlaghpoor S 
(2007) Kojic acid and its manganese and zinc com-
plexes as potential radioprotective agents. Bioorg Med 
Chem, 47: 45-48. 

16. Dest VM (2006) Radioprotactants: adding quality of life 
to survivorship? Semin Oncol Nurs, 22: 249-256. 

(alkylamino) ethyl hydrogen thiosulfates and 3-
alkylthiazolidines and substituted 2-pyridyloxy deriva-
tives of 2-(alkylamino) ethanethiols and corresponding 
disulfides. J Med Chem, 16: 319-327. 

13. Foye WO, Kauffman, JM, Lanzillo JJ, Lasala EF (1975) 
Antiradiation compounds XV. Condensation of carbon 
disulfide with amino, chloro, cyanomethyl, and sulfona-
mide heterocycles. J Pharm Sci, 64: 1371-1374. 

14. Hosseinimehr SJ, Emami S, Taghdisi SM, Akhlaghpoor S 

 [
 D

ow
nl

oa
de

d 
fr

om
 ij

rr
.c

om
 o

n 
20

26
-0

6-
09

 ]
 

Powered by TCPDF (www.tcpdf.org)

                               6 / 6

http://ijrr.com/article-1-542-en.html
http://www.tcpdf.org

