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Abstractt 

The aim of this research was to evaluate the effects of dietary nucleotides on 

performance, immune system and salinity resistance of kutum fingerlings during 

migration to the sea. Five experimental diets were prepared by addition of Hilyses (0.75 

and 1.5%) and/or Augic
15

 (0.3 and 0.6%) to a control diet. After eight weeks adding 

nucleotide diets, fish were exposed to saline water for 48h. Supplementation of both 

nucleotide sources improved fish growth parameters (p<0.05). Fish mortality was also 

decreased by the additives in both fresh and sea water. Glucose and cortisol levels 

significantly decreased with the administration of both nucleotide sources (62 to 69 

versus 75 mg dL
-1

 for glucose and 6 to 8.5 versus 9.8 mg dL
-1

 for cortisol (p<0.05). 

Supplementation of Hilyses and /or Augic
15

 increased lysozyme activity in the blood 

(p<0.05) and maximum activity has observed in fish fed at high doses of Hilyses and 

Augic
15

diets. In conclusion, an improved performance of R. kutum fingerlings fed on or 

with both nucleotide sources may suggest that kutum fingerlings require a larger dietary 

nucleotide at early life stage to control stress related parameters such as cortisol and 

glucose. 

 

Keywords: Kutum, Saline water, Stress resistance, Growth, Fingerling, Glucose, 

Cortisol 

 

 

 

 

 

1-Department of Animal Sciences, Roudaki Higher Education Institute, Tonekabon, 

Mazandaran, Iran 

2-Department of fisheries, Faculty of Animal Sciences and Fisheries, Sari Agricultural 

Sciences and Natural Resources University (SANRU), Sari, Iran 

*Corresponding author's Email: amirkola@yahoo.com 



1141  Karimzadeh et al., The effects of dietary nucleotide type (Hilyses and Augic15) on… 

Introduction 

Caspian kutum, Rutilus kutum is an 

important commercial endemic fish 

species in the southern coast of the 

Caspian Sea. This species is a 

migratory anadromous fish (Heidari et 

al., 2009) which migrates from  the  

Caspian  Sea  to  freshwater  inlets and 

spawns on aquatic weeds,  graveled  

and  sandy  substrates  in  rivers  and  

lagoons  between  March  to  April  

(Emadi, 1979; Azari Takami, 1990). 

Due to sharp decline observed in 

natural population during 1970s and 

early 1980s, The Iranian Fisheries 

Organization (Shilat) produces up to 

192613000 fingerlings to restock the 

Caspian Sea population annually 

(Abdolhay et al., 2016; Heyrati et al., 

2006). 

    The main challenge for this species is 

the environment of nursery sites (point 

of release up to river estuary) which 

apparently do not support fingerlings’ 

growth before migration into the sea. 

Fish larva grow in fresh water while the 

fingerlings should adapt itself to the 

Caspian Sea brackish water with 13 ppt 

salinity after release. Dietary nucleotide 

supplementation can support fish to 

improve immune responses (Fuhr et al., 

2016; Hossain et al., 2016; Valipour et 

al., 2018) in order to tolerate such a 

harsh environmental conditions before 

adjusting to the seawater. 

    Nucleotides are low molecular 

weight intracellular compounds that 

play key roles in nearly all biochemical 

processes (Cosgrove, 1998.( Previous 

studies have showed that dietary 

supplementation of  nucleotides  

enhanced  resistance  of  salmonids  to 

viral,  bacterial  and  parasitic  

infections  as  well  as improved 

efficacy of vaccination, osmoregulation 

capacity and also declined stress 

responses through a reduced serum 

cortisol levels of fish (Burrells et al., 

2001a, b; Li and Gatlin III, 2006).  

    Nucleotide requirements of fish 

increase during stress periods, low food 

availability and fast growth period 

(Low et al., 2003). Stressful factors are 

associated with normal aquaculture 

conditions and practices such as poor 

water quality, crowding and handling, 

which cause additional demands on 

available nucleotides beyond those 

provided in typical aqua feeds such as 

exogenous supply may result in 

beneficial effects (Burrells et al., 2001a, 

b). Most tissues including liver (Boza, 

1998) can synthesize nucleotides and 

some cells such as important immune 

system cells such as lymphocytes, red 

blood cells, hematopoietic cells and the 

intestinal mucosa cells need the 

nucleotides due to high volume of cell 

metabolism rate and quick reactions 

(Quan and Uauy, 1991; Burrells et al., 

2001a). Dietary supplementation of 

nucleotides reduced serum cortisol 

levels of healthy rainbow trout after 

infection by diseases (Leonardi et al., 

2003). 

    The commercial nucleotide products 

which have been used in most of 

previous studies are derived from yeast 

and generally contain other components 

such as polysaccharides and trace 

elements (Lin et al., 2009; Nazari et al., 

2016). This supplement can provide 

immune-stimulation in fish (Sakai, 

1999). The yeast type i.e. the source of 
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nucleotides may also play a role in the 

efficiency of nucleotides due to level 

and type of immune-stimulating 

components such as β-glucan, nucleic 

acids, mannan oligosaccharides and 

chitin (Gopalakannan and Arul, 2010). 

    Fish has to regulate internal osmotic 

pressure when migrate between fresh 

water and seawater during life cycle 

(Gholampoor et al., 2011). This 

condition increasea stress level leading 

to a higher level of glucose and cortisol 

in fish (Santos and Pacheco, 1996). 

Therefore, nucleotide supplementation 

might help fish to tolerate migration 

period.   

    To date, there are not too much data 

available on the impacts of nucleotides 

as feed additives on immune system 

and stress level during the migration 

period. Therefore, the main goal of the 

current study is to evaluate the 

influence of two dietary nucleotide 

types on performance, immune system 

and salinity resistance of R. kutum 

during migration to the sea.  

 

Materials and methods 

Experimental system and animal  

This study was carried out at the 

experimental facility of Shahid Rajaee 

fish propagation center located in 

southern coast of the Caspian Sea 

during spring 2016. Fingerling of R. 

kutum have been bred at the 

reproduction facility of the fish station 

and adapted to the experimental 

conditions 10 days before the start of 

the experiment. Fish were fed with a 

control diet during the adaptation.   

Afterward, the fingerlings with an 

average weight of 1.0±0.02 g were 

divided randomly into fifteen 1000 L 

tanks with an initial stocking density of 

300 fish per tank. The experiment 

lasted for 56 days. 

    In the current study, two nucleotide 

sources, Hilyses and Augic
15

, tested in 

R. kutum. Both additives, available as a 

fine powder, are derived from a 

commercial product from specific 

strains of Saccharomy cescerevisiae 

and Candida utilis (Augic
15

) and only 

S. cerevisiae (Hilyses). Augic
15

 

contains more nucleotides than Hilyses 

(15 versus 6.1%; ICC. Indl. Co., 

Brazil). 

    Five experimental diets were 

prepared by addition of  Hilyses and/or 

Augic
15

 to a control diet: I. control 

(with no supplementation); II. control 

diet with 0.75% of Hilyses; III. control 

diet with 1.5% of Hilyses, IV. control 

diet with 0.25 % of Augic
15

; and 

V.control diet with 0.50 % of Augic
15

. 

The composition of the experimental 

diets has shown in Table 1.   

 

Table 1: The percentage of ingredients used in the experimental diet on % dry matter weight basis. 

Experimental  

diet 
Control Hilyses0.75% 

Hilyses1.5

% 

Augic 

0.25

% 

Augic 

0.5% 

Soybean meal 19 19 19 19 19 

Fish meal 35 35 35 35 35 

Meat meal 14 14 14 14 14 

Corn 10 10 10 10 10 
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Table 1 continued: 

Wheat 10 10 10 10 10 

Cottonseed 

meal 
6.5 6.5 6.5 6.5 6.5 

Molasses 3 2.25 1.5 2.75 2.5 

DL-methionine
 

0.25 0.25 0.25 0.25 0.25 

Lysine 0.25 0.25 0.25 0.25 0.25 

Hilyses 0 0. 75 1.5 0 0 

Augic 0 0 0 0.25 0.5 
1
Premix 2 2 2 2 2 

 2
Nutrient composition of the experimental diet in g kg

-1 

Dry matter 915.0±6.5 912.3±7.6 908±4.1 917.3±2.1 919.3±7.8 

Crude protein 375.6±3.2 376.9±3.4 380.1±1.8 371.9±2.4 382.3±2.9 

Crude fat 107.1±1.9 109.3±1.6 108.6±2.1 106.8±1.5 109.2±1.0 

Carbohydrate 299.1±2.9 288.6±3.1 290.3±4.2 302.3±3.8 284.6±2.6 

Crude ash 133.6±1.8 139.1±1.9 129.1±2.0 137.2±1.4 141.2±2.1 

1
premix consisted of equal proportion of vitamins and minerals 

2
Diet composition values are means of three replicates 

Vitamin premix consisted of (g kg
-1

 premix):1200000 IU Vitamin A, 400000 IU 

Vitamin D3, 3000 IU Vitamin E, 1200 mg Vitamin K3, 5400 mg Vitamin C, 200 mg 

Vitamin B1, 3360 mg Vitamin B2, 7200 mg Vitamin B3, 9000 mg Vitamin B5, 2400 

mg Vitamin B6, 600 mg Vitamin B9, 4 mg Vitamin B12, 500mg Antioxidant, up to 1kg 

carrier. 

Mineral premix consisted of (g kg
-1

 premix): 2600 mg Mn, 600 mg Cu, 6000mg Fe, 

4600mg Zn, 50mg Se, 100mg Iu, 50 mg Co, 100000 mg choline chloride, up to 1 kg 

carrier (composed of wheat bran) . 

 

Experimental procedure  

Fish were weighed on the 1
st 

and the 

last days of the experiment. The 

experimental diets were given to the 

fish at a ratio of 10% of biomass twice 

per day (8.30 and 16.30  hrs.). Every 

two weeks the absolute ration size of 

the experimental diets has been 

corrected as the fish grew. The diets 

were randomly assigned to one of 15 

tanks with three replications per diet. 

Water quality parameters were 

monitored daily to ensure they were in 

appropriate ranges for the fish. The 

water temperature and pH were 

21.6±1.6 
°
C and 7.5± 0.55, respectively, 

during the experiment. Oxygen 

concentration was measured in a 

randomly selected tank by a digital 

oxygen detector, which always 

remained above 6.1 mg L
-1

. 

    On the fifty sixth day, all fish were 

weighed and then 10 fish were 

randomly taken from each tank and 

sacrificed using overdosed (400 mg L
-1

) 

clove essential oil solution (Amirkolaie, 

2015) for measuring of the body 

composition. For analyzing blood 

parameters, 15 fish were captured 

quickly and blood samples were taken 

from the caudal vein using a syringe 

containing 3 mg of Na2EDTA stored at 

4 °C after gently shaken for further 

examination.  

    For glucose and cortisol 

measurements on the 56 th day, around 

one ml of the collected samples were 

placed in cooled, 1.5 ml plastic tubes, 
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mixed and centrifuged at 6000 g for 5 

min at 4 °C. Plasma glucose estimation 

has been measured colorimetrically 

according to Trinder (1969). Plasma 

cortisol levels measured by radio 

immunoassay (RIA) according to 

Rottlant et al. (2001) and expressed as 

ng ml
-1

. Plasma lysozyme activity has 

been determined by aturbidimetric 

assay as described by Jorgensen et al. 

(1993) using a suspension of 

Micrococcus lysodeikticus and hen egg 

white lysozyme as an external standard. 

A lysozyme activity unit was described 

as the quantity of enzyme producing a 

decrease in absorbance of 0.001min
-1

. 

Red and white blood cells counts were 

estimated following the method of 

Schalm et al. (1975). Haemoglobin 

(Hb) and Haematocrit (Ht) 

concentrations were determined based 

on Barros et al. (2015).  

 

Chemical analysis and bacteria count  

 Feed and fish body have been analyzed 

for dry matter through drying samples 

for 24 h at 103 C until constant weight 

(ISO 6496, 1983). Ash content has been 

determined by incineration in a muffle 

furnace for 4 h at 550
C
 (ISO 5984, 

1978). Crude protein (N×6.25) has 

measured by the Kjeldahl method after 

acid digestion according to ISO 5983 

(1979). Lipid has been extracted by 

petroleum ether extraction in a Soxhlet 

apparatus (ISO 6492, 1999). 

Carbohydrate fraction was determined 

as dry matter minus fat, protein, and ash 

in the feed. 

    At the  end  of  the  experiment, six 

fish were collected randomly  from  

each  treatment  and  their  intestine 

samples were tested for bacteria counts. 

Prior to dissection and homogenization, 

the juveniles were rinsed with sterilized 

distilled water, cleaned with ethanol 

(70.0%) and then washed up again with 

sterilized distilled water to eliminate all 

exterior bacteria. The intestine samples 

have been dissected out in sterile 

conditions. For microbiological 

analysis, three samples from the middle 

part of the intestine were taken. All 

samples were diluted using sterilized 

normal saline solution (0.85% NaCl 

w/v) and then placed into nutrient agar 

plates for bacterial counts (Ebrahimi et 

al., 2012). 

 

Stress resistance measurement 

After weighting, bacterial sampling and 

blood measurements, the rest of R. 

Kutum fingerlings were exposed to 

saline water. Thirty fish were randomly 

collected from each tank (replicate) and 

distributed to the tanks containing 

saline water for salinity stress test. The 

salinity level (13 ppt) were based on 

fingerling releasing sites of kutum. The 

saline water prepared  from the Caspian 

Sea. The fish were kept in saline water 

tanks for 48h without feeding and 

mortality in different treatments has 

been recorded. 

 

Fish performance 

Weight gain has determined by the 

difference between initial and final 

body weights. Daily gain calculated by 

dividing the weight gain over 

experimental days. Feed conversion 

ratio (FCR) has calculated for each tank 

from feed intake data and weight gains: 

FCR=feed consumed (g)/wet body 
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weight gain (g). Specific growth rate 

(SGR) has calculated as follows and 

expressed as a percentage: SGR=100 

(Ln Wfinal-Ln Winitial)×days
-1

. Mortality 

data in fresh water referred to deaths of 

fish during 56 days of growth trail. 

 

Statistical analysis 

Data are presented as means of each 

treatment with standard deviation. All 

data were verified for normality 

(Kolmogorov-Smirnov test) after 

ArcSine transformation One-way 

ANOVA was used to determine the 

effects of two nucleotide sources on 

growth parameters, blood indices and 

salinity resistance. Tukey's test was 

used to compare differences between 

the means. For all statistical analyses, 

each tank was considered as the 

experimental unit.  

 

Results 

Fish growth performances details have 

been listed in Table 2. Supplementation 

of both nucleotide sources improved 

fish growth parameters. The highest 

final weights and SGR were attained 

when fish treated with either 1.5% 

Hilyses or 0.5% Augic
15 

(p<0.05).  

    FCR and SGR values were also 

significantly improved in R. kutum fed 

with Hilyses and Augic
15

 diets in 

comparison with the control diet 

(p<0.05). Fish mortality rates were also 

reduced by the both nucleotide sources 

(p<0.05). Maximum survival rate has 

observed in fish fed diet supplemented 

with either 1.5% Hilyses or 0.5% 

Augic
15

 (p<0.05) at both fresh and 

brackish water environment.  

    Body composition of R. kutum 

fingerlings was not affected by both 

nucleotide sources (Table 3; p>0.05) 

and the measured parameters were 

almost alike. Similar to the body 

composition, administration of the two 

nucleotide sources did not influence the 

intestinal microflora (p<0.05; Table 4).  

Gram negative and gram positive 

bacterial count in the nucleotide diets 

were similar to control fish (p>0.05). 

 

 

Table 2:  Growth performance in Rutilus kutum fingerlings fed on two types of nucleonic sources 

(Hilyses and Augic) over 56 days' experimental period. 

Growth parameters 

  Diets   

Control 
Hilyses0.75

% 

Hilyses1.5

% 

Augic 

0.25% 
Augic 0.5% 

Initial weight (g) 1.01 ±0.03 0.99± 0.02 1.02 ± 0.03 1.02 ± 0.03 1.01 ±0.02 

Final weight (g) 3.50 ± 0.54
c 

5.07± 1.33
b 

5.34 ± 1.29
a 

5.08± 1.19
b 

5.38 ± 1.30
a 

SGR (%/day) 2.39± 0.10
c 

2.57 ± 0.17
ab 

2.67 ± 0.11
a 

2.49 ± 0.14
b 

2.65± 0.12
a 

FCR 4.3 ± 0.12
c 

3.87 ± 0.11
b 

3.70 ± 0.20
a 

3.90 ± 0.10
b 

3.66± 0.16
a 

Mortality% (fresh water) 15.4 ± 2.1
a 

7.2± 1.8
b 

2.3 ± 0.8
c 

6.4± 1.1
b 

2.1± 0.6
c 

Mortality% (brackish water) 32.4± 2.3
a 

20.6± 1.8
b 

7.2±1.8
c 

18.6±2.4
b 

6.1± 2.3
c 

Values are means of triplicate groups±SD. Means with the different letters are significantly different 

(p<0.05). 
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Table 3: Body composition of Rutilus kutum fingerlings fed on two types of nucleonic sources 

(Hilyses and Augic) over 56 days' experimental period.  

Parameters 
Diets 

Control Hilyses0.75% Hilyses1.5% Augic 0.25% Augic 0.5% 

Dry mater 24.32±1.32
 

25.04±1.01 24.69±2.77 25.00±1.24 24.62±1.32 

Protein 18.97±0.59
 

19.96±0.46
 

18.98±0.91
 

18.81±0.09
 

18.09±0.09
 

Fat 2.50±0.30
 

2.74±0.24
 

2.63±0.48
 

2.36±0.36
 

2.57±0.18
 

Ash 3.08±0.23 2.98±0.26 2.84±0.38 3.15±0.21 3.15±0.21 

Values are means of triplicate groups±SD. Means with the different letters are significantly different 

(p<0.05). 

 

Table 4: Bacterial counts in the intestine of Rutilus kutum fingerlings fed on two types of 

nucleotide sources (Hilyses and Augic) over 56 days experimental period.  

Bacterial community 

Diet 

Control 
Hilyses 

0.75% 

Hilyses 

1.5% 

Augic 

0.25% 

Augic  

0.5% 

Gram negative (CFU g
-1

) 4.99×10
4 

4.98×10
4 

5.00×10
4 

4.99×10
4 

4.97×10
4 

Gram positive (CFU g
-1

) 1.78×10
4c 

1.75×10
4 

1.77×10
4 

1.79×10
4 

1.78×10
4 

Values are means of triplicate groups±SD. Means with the different letters are significantly different 

(p<0.05). 

 

Some blood parameters in R. kutum 

fingerlings were influenced by the 

inclusion of nucleotide in the diets 

(p<0.05; Table 5). While red blood cells 

and hemoglobin were not influenced by 

both nucleotide sources, hematocrit 

percentage wsa increased by addition of 

the nucleotides. White blood cells count 

were increased with both nucleotide 

sources (p<0.05) and  the highest values 

observed in fish fed high doses of 

Hilyses and Augic
15

. Neutrophils and 

lymphocyte values showed similar 

trends being maximized at 1.5% Hilyses 

and 0.5% Augic
15

 (p<0.05).  

 

 

Table 5: Blood parameters and plasma analyses in Rutilus kutum fingerlings fed on two types of 

nucleotide sources (Hilyses and Augic) over 56 days` experimental period.  

Values are means of triplicate groups±SD. Means with the different letters are significantly different 

(p<0.05). 

 

24 h after stress, glucose and cortisol 

levels significantly decreased with the 

administration of both nucleotide 

sources compared to the control 

(p<0.05; Table 6), and higher levels of 

the nucleotides led to the lowest 

estimates of these parameters. 

Supplementation of Hilyses and/or 

Augic
15

 increased blood lysozyme 

activity (p<0.05) and maximum blood 

lysozyme activity was observed in fish 

fed high levels of Hilyses and Augic15.

Blood parameters 

  Diets   

Control 
Hilyses 

0.75% 

Hilyses 

1.5% 

Augic  

0.25% 

Augic  

0.5% 

Red blood cells (10
6
 µl) 1.31± 0.05

 
1.33± 0.11

 
1.28 ± 0.20

 
1.29 ± 0.10

 
1.27± 0.22

 

Haemoglobin (g dl
-1

) 8.53 ± 0.07
 

8.51± 0.14
 

8.55 ± 0.28
 

8.50 ± 0.49
 

8.57± 0.28
 

Haematocrit (%) 29.5±0.7
ab 

31.5± 0.2
b 

34.5 ± 0.4
a 

31.5 ± 0.2
b 

34.5± 0.2
a 

White blood cells (10
3
 µl) 8.80±0.4

c 
9.20± 0.07

b 
10.0± 0.05

a 
9.9± 0.9

a 
10.2 ± 0.2

a 

Neutrophil  % 4.50±0.17
c 

5.50± 0.11
b 

6.50 ± 0.07
a
 5.50 ± 0.21

b
 6.50± 0.09

a 

Lymphocyte   % 64.0± 1.14
c 

79.5± 1.0
b 

89.5± 0.33
a 

78.9± 0.51
b 

89.6± 0.2
a 

Monocyte   % 0.44±0.01
ab 

0.54± 0.14
b 

0.65± 0.02
a 

0.53± 0.03
b 

0.66 ± 0.12
a 
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Table 6: Stress related parameters in Rutilus kutum fingerlings after 24 hours' exposure to the sea water. 

Values are means of triplicate groups±SD. Means with the different letters are significantly different (p<0.05). 

 

Discussion  

The overall results revealed that both 

nucleotide sources had positive impacts 

on kutum fingerlings performance and 

its stress resistance although the sources 

of the used nucleotide were different. In 

other words, the nucleotide sources had 

no large impact on growth related 

parameters. Similarly, Fuhr et al. 

(2016) showed that Artemia enriched 

with both Augic
15

 and Hilyse increased 

growth of Odontesthes argentinensis 

larvae. However, cumulative stress 

index was recorded lower for larvae fed 

Augic
15

 diet compared to Hilyse one 

(Fuhr et al., 2016). These contradictory 

results may suggest that the impact of 

nucleotide source on stress resistance 

depends on fish species.   

    A number of previous studies 

demonstrated similar effects of 

nucleotides in fish e.g., in tilapia 

(Ramadan et al., 1994), Pacific white 

shrimp (Murthy et al., 2009), Grouper 

(Lin et al., 2009), Rainbow trout 

(Ahmad et al., 2011) and Common carp 

(Falahatkar et al., 2012).  A lowered 

oxidative stress induced by the 

consumption of dietary nucleotide may 

account for these positive impacts on 

growth and health performance in 

rainbow trout (Mohebbi et al., 2013). In 

addition, nucleotide may play as an 

attractant and improve feed intake in 

fish. A diet supplemented by nucleotide 

increased growth and survival rates of 

turbot larvae because of an improved 

feed intake (Person-Le Ruyet et al., 

1983). Similarly, growth-enhancing 

effect induced by larger feed intake 

observed in tilapia larvae (Ramadan 

and Atef, 1991) and juveniles of 

rainbow trout (Adamek et al., 1996) fed 

nucleotide diets. 

    It seems that internal production of 

nucleotide is not enough for 

physiological demands when fish is 

exposed to unfavorable environmental 

condition and/or disease (Hoffmann and 

Horne, 2008; Mohebbi et al., 2013; 

Peng et al., 2013). Inclusion of 

nucleotide can improve fish immune 

system such as phagocytosis activity 

(Grimble and Westwood, 2000; Sakai et 

al., 2001; Gil, 2002), natural killer cells 

and macrophage activation (Carver, 

1994; Sakai et al., 2001).An increased 

lysozyme activity in R. Kutum 

fingerlings with increasing nucleotide 

supplementation may confirm the idea 

that nucleotide supplementation 

improves innate immune system of fish 

when they are exposed to stressors like 

saline water. Similar observations in 

relation to dietary nucleotide and 

lysozyme activity were made by Sakai 

et al. (2001) nd  Ahmad et al. (2011).  

    Increased resistance to environmental 

stress has been related to nucleotide 

inclusion in fish feed. Nucleotide 

administration beyond those existing in 

commercial fish feed may provide 

Blood parameters 
  Diets   

Control Hilyses0.75% Hilyses1.5% Augic 0.25% Augic 0.5% 

Glucose (mg dl-1) 75.1± 1.72a 66.5± 2.93ab 62.0± 1.0c 69.0± 1.30b 62.08± 1.99c 

Cortisol  (mg dl-1) 9.8 ± 5.0a 8.5± 4.0ab 6.0± 5.5c 7.0± 1.41b 6.3± 1.6c 

Lysozyme (mg L-1) 1033± 101c 1121± 105b 1128± 100a 1110± 95b 1230± 99a 
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helpful effects on fish exposed to 

culture-related stressors such as poor 

water quality, crowding and handling, 

which place additional demands on the 

available nucleotide pool (Li and 

Gatlin, 2006). The current results also 

reveal higher survival rates of R. kutum 

fingerlings fed nucleotide diets both in 

fresh and saline water. There are 

evidences showing an improved 

immune system activities and resistance 

to brackish water after feeding with 

nucleotide diet. A lower mortality 

observed in nucleotide-fed salmonids 

after affecting by infectious diseases 

(Burrells et al., 2001 a). Nucleotide diet 

also improved stress resistance in 

channel catfish (Welker et al., 2011).  

    Stress related parameters such as 

cortisol and glucose were reduced in 

fish fed nucleotide   24 h after 

transforming to saline water. This 

finding is similar to those of Burrells et 

al.(2001 b) and Leonardi et al. (2003) 

who have  observed significant 

decrease  in levels of stress parameters 

in Atlantic salmon exposed to high 

salinity and rainbow trout infected by 

pancreatic necrosis, respectively, fed 

nucleotide supplemented diets after 

exposure to stressors. Dietary 

nucleotide may increase stress tolerance 

in fish by partially naturalizing the 

inhibitory impacts of cortisol release 

associated with stress (Li and Gatlin, 

2006). This condition may lead to an 

enhanced resistance in fish challenged 

by infectious disease (Leonardi et al., 

2003). An enhanced resistance to a 

number of bacterial  diseases were 

observed in several species such as 

salmonids (Burrells et al., 2001a), 

common carp (Sakai et al., 2001) and 

hybrid striped bass (Li et al., 2004). 

    Red blood cells and hemoglobin of 

R. kutum fingerlings were not 

influenced by dietary nucleotide. This is 

similar to Barros et al. (2015) who 

observed no effect of nucleotide 

supplementation on hematological 

parameters in Nile tilapia. However, 

white blood cells and lymphocyte were 

increased by dietary nucleotide, which 

is similar to previous reports on the 

influence of dietary nucleotides on 

white blood cells and leucocytes 

(Leonardi et al., 2003; Tahmasebi-

Kohyani et al., 2011; Barros et al., 

2015). Stress resulted from transferring 

to saline water seems to be the main 

reason for such higher white blood cells 

levels.  

    In conclusion, it has been 

demonstrated that the inclusion of both 

nucleotide types in the diets improved 

stress resistance and growth 

performance of kutum fingerlings. 

These effects are probably related to a 

higher nucleotide requirement at early 

life stage. The control of stress indices 

and improvement of immune response 

by nucleotide may suggest that the use 

of exogenous nucleotides as a 

protecting treatment before culture-

related stress may prove beneficial by 

decreasing the immune suppressive 

effects of stress.  

 

References  

Abdolhay, H.A., Daud, S.K., Rezvani 

Ghilkolahi, S., Pourkazemi, M., 

Siraj, S.S. and Abdul Satar, M.K., 

2011. Fingerling production and 

stock enhancement of Mahisefid 



1149  Karimzadeh et al., The effects of dietary nucleotide type (Hilyses and Augic15) on… 

(Rutilus frisii kutum) lessons for 

others in the south of Caspian Sea. 

Reviews in Fish Biology and 

Fisheries, 21, 247-257. 

Adamek, Z., Hamackova, J., Kouril, 

J., Vachta, R. and Stibranyiova, I.,  

1996. Effect of Ascogen probiotics 

supplementation on farming success 

in rainbow trout (Oncorhynchus 

mykiss) and wels (Silurus glais) 

under conditions of intensive culture. 

Krmiva (Zagreb), 38, 11 –20. 

Ahmad, T.K., Saeed, K., Amin, N., 

Nemat, M. and Hossein, P.Z., 

2011. Dietary administration of 

nucleotides to enhance growth, 

humoral immune responses, and 

disease resistance of the rainbow 

trout (Oncorhynchus mykiss) 

fingerlings. Fish and Shellfish 

Immunology, 30, 189–193. 

Amirkolaie, A.K., 2015. Effects of 

prebiotic Immunogen on growth 

performance, intestinal bacteria 

colonization, and survival rate in 

Rutilus kutum fry. Caspian Journal 

of  Environmental Science, 13, 99-

108. 

Azari Takami, G., 1990. The 

nutritional value of Artemia in 

feeding Acipenseridae. In: The 

Collection of Papers on Proper 

Exploitation of Caspian Fish 

Reserves, National Conferences in 

Iranian Shilat Company, Iran- 

Tehran. pp. 509-523. 

Barros, M.M., Giumaraes, I.G., 

Pezzato, L.E., Orsi, R.O.D., 

Junior, A.C.F., Teixeira, C.P., 

Fleuri, L.F. and Padovani, C.R., 

2015. The effect of dietary 

nucleotide mixture on growth 

performance, hematological and 

immunological parameters of Nile 

tilapia. Aquaculture Research, 46,  

987–993. 

Boza, J., 1998. Nucleotides in infant 

nutrition. Monatsschr Kinderheilkd, 

146, S39-S48.  

Burrells, C., William, P.D. and 

Forno, P.F., 2001a. Dietary 

nucleotides: A novel supplement in 

fish feeds 1. Effects on resistance to 

diseases in salmonids. Aquaculture, 

199, 159–169. 

Burrells, C., Williams, P.D., 

Southgate, P.J. and Wadsworth, 

S.L., 2001b. Dietary nucleotides: A 

novel supplement in fish feeds. 2. 

Effects on vaccination, salt water 

transfer, growth rates and physiology 

of Atlantic salmon (Salmo salar L.). 

Aquaculture, 199, 171-184. 

Carver, J.D., 1994. Dietary 

nucleotides: Cellular immune, 

intestinal and hepatic system effects. 

Journal of Nutrition, 124, 144–148. 

Cosgrove, M., 1998. Nucleotides. 

Nutrition, 14,748–751. 

Ebrahimi, G., Ouraji, H., Khalesi, 

M.K., Sudagar, M., Barari, A., 

Zarei Dangesaraki, M., 

JaniKhalili, K., 2012. Effects of a 

prebiotic, Immunogenon feed 

utilization, body composition, 

immunity and resistance to 

Aeromonas hydrophila infection in 

the common carp Cyprinus 

carpio(Linnaeus) fingerlings. 

Journal of Animal Physiology and 

Animal Nutrition, 96(4), 591-9. 

Emadi, H., 1979. The state of the 

fishing and reproduction of the 

Kutum, Rutilus frisii kutum, in The 



Iranian Journal of Fisheries Sciences 19(3) 2020                                      1150 

Caspian Sea of Iran. Journal of 

Ichthyology, 19, 151-154. 

Falahatkar, B., Abdi, H. and 

Mahmoudi, N., 2012. The role of 

dietary nucleotide on energy sources 

and growth function of common 

carp, Cyprinus carpio. Iranian 

Scientific Fisheries Journal, 21(1), 

133-146 (In Persian).  

Fuhr, F., Tesser, M.B., Rodrigues, 

R.V., Pedron, J. and Romano, 

L.A., 2016. Artemia enriched with 

hydrolyzed yeast improves growth 

and stress resistance of marine 

peferrey Odontesthes argentinensis 

larvae. Aquaculture, 450, 173–181. 

Gholampoor, T.E., Imanpoor, M.R.,  

Shabanpoor, B. and Hosseini, S.A. 

2011. The study of growth 

performance, body composition and 

some blood parameters of Rutilus 

frisii kutum (Kamenskii, 1901) 

fingerlings at different salinities. 

Journal of  Agricultural Science and  

Technolgy, 13, 869-876. 

Gil, A., 2002. Modulation of the 

immune response mediated by 

dietary nucleotides. European 

Journal of Clinical Nutrition, 

56(Suppl. 3), S1– S4. 

Gopalakannan, A. and Arul, V., 

2010. Enhancement of the innate 

immune system and diseaseresistant 

activity in Cyprinus carpio by oral 

administration of b-glucan and 

whole cell yeast. Aquaculture 

Research, 41, 884–892. 

Grimble, G.K. and Westwood, 

O.M.R., 2000. Nucleotides. In: 

German, J.B., Keen, C.L. (Eds.), 

Nutrition and Immunology: 

Principles and Practice. Humana 

Press Inc., Totowa, NJ, USA. pp. 

135–144. 

Heidari, B., Shabanipour, N., Savari, 

A., Yavari, V. and Hosseini, N., 

2009. The oocyte development of 

Kutum, Rutilus frisii kutum, K. with 

special emphasis on the zonaradiata 

structure. Animal Reproduction, 6, 

465-472. 

Heyrati, F.P., Mostafavi, H., Toloee, 

H. and Dorafshan, S., 2006. 

Induced spawning of kutum, Rutilus 

frisii kutum (Kamenskii, 1901) using 

(D-Ala
6
, Pro

9
-NEt) GnRHa 

combined with domperidone. 

Aquaculture, 256, 288-293. 

Hoffmann, K. and Horne, M., 2008. 

Nucleotides non-essential turn 

essential. International Aquafeed. pp. 

10–17 (January-Februuary 08). 

Hossain, S., Koshio, S., Ishikawa, 

M.,Yokoyama, S. and Sony, N.M., 

2016. Dietary nucleotide 

administration influences growth, 

immune responses and oxidative 

stress resistance of juvenile red sea 

bream (Pagrus major). Aquaculture, 

455, 41–49. 

ISO, 1978. Animal feeding stuffs. 

Determination of crude ash.ISO 

5984.International Organization for 

Standardization. 

ISO, 1979. Animal  feeding  stuffs.  

Determination  of  nitrogen  content  

and  calculation  of  crude  protein 

content. ISO 5983.International 

Organization for Standardization. 

ISO, 1983. Animal feeding stuffs. 

Determination of moisture 

content.ISO 6496.International 

Organization for Standardization. 

http://www.sciencedirect.com/science/journal/00448486


1151  Karimzadeh et al., The effects of dietary nucleotide type (Hilyses and Augic15) on… 

ISO, 1999. Animal feeding stuffs. 

Determination of crude fat.ISO 

6492.International Organization for 

Standardization. 

Jorgensen, J.B., Sharp, J.E., 

Secombes, C.J. and Robertsen, B., 

1993. Effect of a yeast-cell-wall 

glucan on the bactericidal activity of 

rainbow trout macrophages. Fish 

and Shellfish Immunology, 3, 267– 

277. 

Leonardi, M., Sandino, A.M. and 

Klempau, A., 2003. Effect of a 

nucleotide-enriched diet on the 

immune system, plasma cortisol 

levels and resistance to infectious 

pancreatic necrosis (IPN) in juvenile 

rainbow trout (Oncorhynchus 

mykiss). Bulletin of European  

Associate  Fish Pathology, 23, 52–

59. 

Li, P., Lewis, D.H. and Gatlin, 

D.MIII., 2004. Dietary 

oligonucleotides from yeast RNA 

influence immune responses and 

resistance of hybrid striped bass 

(Morone chrysops *Morone 

saxatilis) to Streptococcus iniae 

infection. Fish Shellfish 

Immunology, 16, 561-569. 

Li, P., Gatlin III, D.M., 2006. 

Nucleotide nutrition in fish: Current 

knowledge and future applications. 

Aquaculture, 251, 141–152. 

Lin, Y.H., Wang, H. and Shiau, S.Y., 

2009. Dietary nucleotide 

supplementation enhances growth 

and immune responses of grouper 

(Epinephelusma labaricus). 

Aquaculture Nutrition, 15, 117–122. 

Low, C., Wadsworth, S. and Burrells, 

C.,Secombes, C.J.,  2003. 

Expression of immune genes in 

turbot (Scophthalmus maximus) fed a 

nucleotide-supplemented diet. 

Aquaculture, 221, 23– 40. 

Mohebbi, A., Nematollahi, A., 

Gholamhoseini, A., Tahmasebi-

Kohyani, A. and  Keyvanshokooh, 

S., 2013. Effects of dietary 

nucleotides on the antioxidant status 

and serum lipids of rainbow trout 

(Oncorhynchus mykiss). Aquaculture 

Nutrition, 19(4), 506-514. 

Murthy, H.S., Li, P. and Lawrence, 

A.L., 2009. Dietary b-glucan and 

nucleotide effects on growth, 

survival and immune responses of 

pacific white shrimp, Litopenaeus 

vannamei. Journal of Applied 

Aquaculture, 21, 160–168. 

Nazari, E., Keramat Amirkolaie,A. 

and Karimzadeh, S., 2016. Effect 

of different Alphamune levels in 

artificial diet on growth parameters, 

digestibility and enzyme activity of 

rainbow trout, Oncorhynchus mykiss 

(Walbaum 1792). Iranian Journal of 

Fisheries Sciences, 15, 1055-1066. 

Peng, M., Xu, W., Ai, Q., Mai, 

K.,Liufu, Z. and Zhang, K., 2013. 

Effects of nucleotide 

supplementation on growth, immune 

responses and intestinal morphology 

in juvenile turbotfed diets with 

graded levels of soybean meal 

(Scophthalmus maximus L.). 

Aquaculture, 19, 392–395, 51–58.  

Person-Le Ruyet, J., Menu, B., 

Cadena-Roa, M. and Metailler, R., 

1983. Use of expanded pellets 

supplemented with attractive 

chemical substances for the weaning 

of turbot (Scophthalmus maximus). 

http://jifro.ir/search.php?sid=1&slc_lang=en&auth=Nazari
http://jifro.ir/search.php?sid=1&slc_lang=en&auth=Keramat+Amirkolaie
http://jifro.ir/search.php?sid=1&slc_lang=en&auth=Karimzadeh
http://jifro.ir/article-1-2320-en.pdf
http://jifro.ir/article-1-2320-en.pdf
http://jifro.ir/article-1-2320-en.pdf
http://jifro.ir/article-1-2320-en.pdf
http://jifro.ir/article-1-2320-en.pdf
http://jifro.ir/article-1-2320-en.pdf


Iranian Journal of Fisheries Sciences 19(3) 2020                                      1152 

Journal of the World Mariculture 

Society, 14, 676– 678. 

Quan, R. and Uauy, R., 1991. 

Nucleotides and gastrointestinal 

development. International Seminars 

in Pediatric Gastroenterology  and  

Nutrition, 2, 3–11. 

Ramadan, A. and Atef, M., 1991. 

Effect of the biogenic performance 

enhancer (Ascogen bSQ) on growth 

rate of tilapia fish. Acta Veterania  

Scandvica, 87, S304–S306. 

Ramadan, A., Afifi, N.A., Moustafa, 

M. and Samy, A.M., 1994. The 

effect of ascogen on the immune 

response of tilapia fish to Aeromonas 

hydrophilavaccine. Fish and 

Shellfish Immunology, 5, 159–165. 

Rottlant, J., Balm, P.H.M. and 

PerezSanchez, J., 2001. 

Pituatoryand  interregnal function in 

gilthead sea bream (Sparus aurata 

L., Teleostei) after handling and 

confinement stress. General and 

Comparative Endocrinology, 121, 

333-342. 

Sakai, M., 1999. Current research 

status of fish immunostimulants. 

Aquaculture, 172, 63– 92. 

Sakai, M., Taniguchi, K. and 

Mamoto, K., 2001. 

Immunostimulant effects of 

nucleotide isolated from yeast RNA 

on carp, Cyprinus carpio L. Journal 

of Fish Diseases, 24, 433– 438. 

Santos, M.A. and Pacheco, M., 1996. 

Anguilla anguilla L. stress 

biomarkers recovery in clean water 

and secondary treated pulp mill 

effluent. Ecotoxicology and 

Environmental Safety, 35, 96–100. 

Schalm, O.W., Jain, N.C. and Carrol,  

E.J., 1975.  Veterinary haematology  

(3rd edn),  Lea and  Fibiger, 

Philadelphia, PA. 121 P. 

Tahmasebi-Kohyani, A., 

Keyvanshokooh, S. and 

Nematollahi, A., 2011. Dietary 

administration of nucleotide to 

enhance growth, humoralimmune 

response, and disease resistance of 

the rainbow trout (Oncorhynchus 

mykiss) fingerlings. Fish and 

Shellfish Immunology, 30, 189-193. 

Trinder, P., 1969. Determination of 

glucose concentration in the blood. 

Annals of Clinical Biochemistry, 6, 

24. 

Valipour, A.R., Hamedi Shahraki, N. 

and  Abdollahpour Biria, H., 2018. 

Effects of probiotic (Pediococcus 

acidilactici) on growth and survival 

of kutum (Rutilus kutum) fingerlings. 

Iranian Journal of Fisheries 

Sciences, 17, 35-46. 

Welker, T.L., Lim, C. and Yildirim-

Aksoy, M., 2011.Effects of dietary 

supplementation of a purified 

nucleotide mixture on immune 

function and disease and stress 

resistance in channel catfish, 

Ictalurus punctatus. Aquaculture 

Research, 42, 1878–1889.  

 

 

http://jifro.ir/article-1-3267-en.pdf
http://jifro.ir/article-1-3267-en.pdf
http://jifro.ir/article-1-3267-en.pdf

