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 Cyclophosphamide (CP) is a cytotoxic alkylating drug that is commonly used to treat 

autoimmune disorders and cancer. CP causes nephrotoxicity by producing highly reactive 

radicals devoid of oxygen. A fat-soluble vitamin E that interacts as a free radical scavenger, 

inhibiting nitrosamine production and blocking lipid peroxidation from polyunsaturated 

fatty acids. The aim of this research was to see if vitamin E may help combating CP induced 

nephrotoxicity. Thirty-two adult albino female Westar rats were randomly divided into four 

groups (n=8) and received daily treatment for thirty days. Group A considered as control 

group, receiving normal saline IP at dose of 0.3 ml, group B given 15 mg/kg b.w. of 

cyclophosphamide IP, while group C received cyclophosphamide with vitamin E at dose 

200 mg/kg, oral administration of vitamin E one hour before injection of cyclophosphamide, 

in group D they received vitamin E orally at dose of 200 mg kg body weight mixed with 

olive oil daily by oral gavage. In group B the cyclophosphamide causes highly significant 

reduction in body weight and histologically showed atrophy of most glomeruli, distention 

in bowman’s space, tubular degeneration and luminal hyaline cast material, while in group 

C showed most of the glomeruli normal except atrophy of few number of glomeruli and 

focal epithelial degeneration of renal tubules. Our study found that one of the primary 

mechanisms induced by cyclophosphamide may be nephrotoxicity due to oxidative stress, 

and pretreatment with vitamin E reduces cyclophosphamide-induced nephrotoxicity. 
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Introduction 

 

The kidneys are two reddish brown organs in the lumbar 

region of the body that are retroperitoneal on either side of 

the spinal column. Many homeostatic processes are 

controlled by the kidney. It regulates the amount of water, 

potassium, sodium chloride, phosphate, and a variety of 

other chemicals in the body to maintain the general chemical 

composition of the intracellular environment (1).  

Cyclophosphamide (CP) is an antineoplastic drug that is 

used to treat cancers such lymphoma, leukemia, multiple 

myeloma, breast cancer, and autoimmune disorders (2).  

Cyclophosphamide is converted into two harmful 

metabolites, acrolein and phosphoramide mustard, after 

being metabolically activated by liver enzymes cytochrome 

P450 (3). On enzymatic activation, these cytotoxic 

metabolites create covalent connections with DNA and 

proteins, resulting in cell death (4). Oxidative stress plays a 

role in CP causes nephrotoxicity (5).  

The active metabolite of cyclophosphamide, acrolein, 

interferes with tissues' antioxidant defense mechanism and 

produces extremely reactive, oxygen-free radicals (6,7). 

During CP treatment, antioxidants should be given to 

detoxify the acrolein. As a result, a new drug is required to 

protect normal tissues from the toxicity of CP (8). 

Vitamin E was discovered by Evans and Bishop in 1922 

and it was isolated from wheat germ oil in 1936 (9). Vitamin 

E is a fat-soluble vitamin that acts as a free radical scavenger 

for blocking lipid peroxidation from polyunsaturated fatty 

acids and preventing nitrosamine formation (10). Vitamin E 
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is an essential biological system antioxidant that is abundant 

in tissues, particularly in membrane-rich sections (11). 

Administration of vitamin E can be used with other vitamins 

to support activities of antioxidant enzymes such catalase 

(12).  

We aimed in current study to stud the cyclophosphamide 

effect on the histological structure of the kidney, and the 

protective effect provided by fat-soluble vitamin E on kidney 

injury caused by cyclophosphamide, in addition to the effect 

of the vitamin E on the histological structure of kidney. 

 

 Materials and methods 

 

Animals 

Thirty-two adult albino female Wister rats, measuring 

200–250-gram body weight and three months old, were used 

in this study. They were obtained from the Experimental 

Research Unit, College of Veterinary Medicine, University 

of Mosul, Iraq.  

The animals were given a week to adapt before the study 

begins, and they were kept in a quiet, temperature-controlled 

environment. They were given access to water and were 

fed daily. These animals were housed in sterilized plastic 

cages with homogenized wood shavings as bedding.  

The experiments were carried out in compliance with 

internationally established ethical guidelines for the use and 

care of animals in laboratories. 

 

Design of experiment  

The animal of 32 female rates divided in to 4 group, each 

group of 8 rates. The control group A group administrated 

normal saline Intraperitoneally dose of 0.3 ml, group B 

which administrated dose of 15 mg/kg of cyclophosphamide 

intraperitoneally, group C given vitamin E orally dose of 200 

mg/kg one hours before administrated cyclophosphamide 15 

mg/kg Intraperitoneal, group D administrated vitamin E 

orally dose of 200 mg/kg, all group treated for 30 days.  

 

Histopathological assessments 

The female rates were anesthetized with ether. all of the 

kidneys were fixed in a 10% neutral buffered formalin 

solution. They were then dehydrated and embedded in 

paraffin in various alcohol concentrations. 4 µm sections 

were cut and stained with hematoxylin and eosin (H&E) 

(13). These sections were then examined for 

histopathological changes  

 

Statistical analysis 

The paired T-test was used for statistical analysis to find 

the changes in the body weight expressed by means and 

standard deviation (SD) before and after end of experiment 

in each group (Table 1). 

Results 

 

In group A rats intraperitonial injection of normal saline 

single daily dose for 30 consecutive dose. Rats in this group 

were normal, active, with good food intake, the difference in 

the body weight before and after the injection was found with 

no significant different in body weight (Table 1).  

Histological structure of kidney showed normal, the 

bowman’s space and glomeruli can be seen normally and 

renal tubules are normal (Figure 1: 1-3).  

The rats in group B become less active, lethargic, poor 

feeding compared with the groups A, C, and E, this showed 

bleeding from some parts of the body. The difference in the 

body weight before and after injection was highly 

significant. Histologically showed atrophy of most 

glomeruli, with widening in bowman’s space (Figure 1: 4 

and 5).  

The tubules showed degenerative change including 

cellular swelling and foamy cytoplasm (Figure 1: 6 and 7) 

also there is prominent changes in tubules includes swelling 

cells with eosinophilic nucleus appearance. some tubule 

showed luminal hyaline cast material (Figure 1: 8) there is 

interstitial bleeding with inflammatory cell infiltration 

(Figure 1: 9).  

In group C the rats were active and food intake was 

normal. The difference in the body weight before and after 

injection was significant. Histologically most of the 

glomeruli in the section looked normal except few number 

of glomeruli where atrophy with bowman’s space widening 

(Figure 1: 10).  

Renal tubules. Showed focal epithelial degeneration, 

change with patent lumen in most of tubule as well as absent 

of hyaline cast (Figure 1: 11).  

In group E the rats showed active with good food intake 

and no significant deference in the body weight before and 

after injection was not significant. Examination of the kidney 

sections showed normal histological features including 

normal glomeruli and renal tubule normal with absence of 

degenerative changes (Figure 1: 12).  

 

Table 1: Body weight changes in each group of rats before 

and after injection 

 

Group 
Body weight (gm) 

Before injection After injection P Values 

 A 226.125±12.218 235.375±10.528 0.12700 

 B 218.250±17.119 191.250±13.231 0.00333 

 C 215.250±19.137 186.125±19.802 0.00972 

 D 208.625±16.422 221.375±12.023 0.04910 
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Figure 1: Sections in kidney. (1) control group, group A; normal glomeruli and normal bowman space (black arrow). (2) control 

group, group A; normal glomeruli and normal bowman space (black arrow). (3) group A; normal tubules with basally located 

nuclei (green arrow). (4) group B; glomeruli with collapse, atrophy and widening of bowman’s space (black arrow). (5) group 

B; glomeruli with collapse, atrophy and widening of bowman’s space (black arrow). (6) group B; degenerative change including 

cellular swelling, foamy cytoplasm (green arrows). (7) Group B; degenerative change including cellular swelling, foamy 

cytoplasm (green arrows). (8) group B; tubule luminal hyaline cast material (blue arrow). (9) group B; interstitial inflammatory 

infiltration (yellow arrow). (10) group C; improvement in histological structure (black arrow). (11) group C; improvement in 

histological structure (green arrow). (12) group D; normal glomeruli and normal bowman space (black arrow), normal tubules 

(green arrow). 
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Discussion 
 

The kidneys are vital metabolic organs that filter urine 

and eliminate metabolic waste and chemical compounds, as 

well as maintain homeostasis and proper physiological 

functions (14). Chemotherapy improves the quality of life for 

cancer patients. On the other hand, it has a variety of harmful 

effects on normal cells and tissue (15). Regarding rats treated 

with cyclophosphamide causing loss of activity and appetite. 

The difference in body weight before and after 

cyclophosphamide treatment could be related to decreased 

adipose tissue and proteins, which could be related to anti-

cancer drugs causing appetite loss. Increase protein 

catabolism and decreasing food consumption utilization with 

Excessive loss of water, salts, and proteins as a result of 

kidney injury, dehydration, and weight loss in anti-cancer 

drug-treated rats due to gastrointestinal toxicity and 

subsequent decrease in food intake with loss of appetite for 

the animal or due to excessive loss of water, salts, and 

proteins as a result of kidney injury, dehydration, and weight 

loss (16,17). Previous research has found that 

cyclophosphamide causes glomerular congestion and 

degeneration in Bowman's space and collective tubules of 

the kidneys, Glomeruli atrophy, Bowman's capsular spaces 

are considerably increased, and the parietal and visceral 

layers of the kidney are affected (18,4). Because its active 

metabolites create reactive oxygen species, 

cyclophosphamide has been found to promote kidney 

alteration and oxidative stress-induced renal injury (19,20). 

As a result of cell injury and distraction of cytoplasmic 

organelle such as lysosome, the activity of lysosome 

enzymes were observed to be decreased in the kidneys of rats 

given CP (21). Because of the lysosomes serve as the cell's 

digestive system, it serves as proteolytic enzymes for protein 

hydrolysis. Dysfunction of lysosomes can result in a 

reduction in protein digestion, as lysosomes degrade proteins 

on a regular basis. Protein half-lives are lengthened as a 

result. This causes an abnormally large amount of proteins to 

accumulate within the cell. Protein content has increased 

Although an increase in the ratio of protein to DNA is 

regarded a better evidence of hypertrophy, it can be 

employed alone as an indicator (21). Cyclophosphamide 

caused glomerulonephritis, cortical tubular vacuolization 

and necrosis, acidophilic material accumulation in tubules, 

and interstitial edema and hemorrhage in kidney of the rat's 

(5,22). Cyclophosphamide causes tubular necrosis and 

desquamation of the lining epithelial cells of the kidney 

tubules, resulting in the buildup of acidic materials within the 

tubular lumen. Inflammatory cell infiltration, tubular edema, 

and cortical tubular degeneration are all symptoms of tubular 

degeneration (23). Vitamin E biological chain breaking 

antioxidant that protects cells and tissues from free radicals 

(24). Decrease renal injuries caused by cyclophosphamide-

induced-nephrotoxicity due to antioxidant substance vitamin 

E (16). 

 

Conclusions 

 

Giving cyclophosphamide for 30 day reduces body 

weight and affects the histological stricture of the kidney 

which can be ameliorated by the use of vitamin E and 

reduces this change 

 

Acknowledgment 
 

We would like to thanks to all those who provided me the 

possibility to finished this article, specially staff of animal 

house in Mosul University's College of Veterinary Medicine. 

 

Conflict of interest 

 

According to the authors, there is no conflict of interest. 

 

Reference 

 
1. Hoenig MP, Zeidel ML. Homeostasis, the milieu interieur, and the 

wisdom of the nephron. Clin J Am Soc Nephrol. 2014;9(7):1272-81. 

DOI: 10.2215/CJN.08860813  

2. Murata M, Suzuki T, Midorikawa K, Oikawa S, Kawanishi S. 
Oxidative DNA damage induced by a hydroperoxide derivative of 

cyclophosphamide. Free Radic Biol Med. 2004;37(6):793-802. DOI: 

10.1016/j.freeradbiomed.2004.05.009  
3. Abraham P, Rabi S. Nitrosative stress, protein tyrosine nitration, PARP 

activation and NAD depletion in the kidneys of rats after single dose of 

cyclophosphamide. Clin Exp Nephrol. 2009;13(4):281-7. DOI: 
10.1007/s10157-009-0160-z 

4. Singh M, Kumar N, Shuaib M, Garg VK, Sharma A. A review on renal 

protective agents for cyclophosphamide induced nephrotoxicity. World 

J Pharm Pharm Sci. 2014;3:737-747. [available at]  

5. Sugumar E, Kanakasabapathy I, Abraham P. Normal plasma creatinine 

level despite histological evidence of damage and increased oxidative 
stress in the kidneys of cyclophosphamide treated rats. Clin Chim Acta. 

2007;376(1-2):244-5. DOI:10.1016/j.cca.2006.04.006 

6. Al-Allaf LK, Al-Ashoo HA. The effect of CO-Q10 on the testicular 
histological changes in rats induced by imatinib. Iraqi J Vet Sci. 

2021;35(1):189-96. DOI: 10.33899/ijvs.2020.126587.1347   

7. Kern JC, Kehrer JP. Acrolein-induced cell death: A caspase-influenced 
decision between apoptosis and oncosis/necrosis. Chem Biol Interact. 

2002;139(1):79-95. DOI: 10.1016/S0009-2797(01)00295-2 

8. Gunes S, Ayhanci A, Sahinturk V, Altay DU, Uyar R. Carvacrol 
attenuates cyclophosphamide-induced oxidative stress in rat 

kidney. Canadian J Physiol Pharmacol. 2017;95:7(2017):844-849. 

DOI: 10.1139/cjpp-2016-0450. 
9. Traber MG, Atkinson J. Vitamin E, antioxidant and nothing more. Free 

Radic Biol Med. 2007;43(1):4-15. DOI: 

10.1016/j.freeradbiomed.2007.03.024 

10. Valko M, Rhodes CJ, Moncol J, Izakovic M, Mazur M. Free radicals, 

metals and antioxidants in oxidative stress-induced cancer. Chem Biol 
Interact. 2006;160(1):1-40. DOI: 10.1016/j.cbi.2005.12.009 

11. Estakhri R, Hajipour B, Majidi H, Soleimani H. Vitamin E ameliorates 

cyclophosphamide induced nephrotoxicity. Life Sci J. 2013;10(.6):308-
13. [available at] 

12. Zaidi S, Banu N. Antioxidant potential of vitamins A, E and C in 

modulating oxidative stress in rat brain. Clin Chim Acta. 2004;340(1-
2):229-33. DOI: 10.1016/j.cccn.2003.11.003 

13. Luna GC. Manual of histologic staining methods of the armed forces 

institut of pathology. 3ed ed. USA: McGraw-Hill; 1968. 285 p. 
14. Kang X, Jing M, Zhang G, He L, Hong P, Deng C. The ameliorating 

effect of plasma protein from Tachypleus tridentatus on 

cyclophosphamide-induced acute kidney injury in mice. Mar Drugs. 
2019;17(4): 277. DOI: 10.3390/md17040227 

https://doi.org/10.2215/CJN.08860813
http://www.doi.org/10.1016/j.freeradbiomed.2004.05.009
https://doi.org/10.1007/s10157-009-0160-z
https://www.wjpps.com/Wjpps_controller/abstract_id/990
https://doi.org/10.1016/j.cca.2006.04.006
http://www.doi.org/10.33899/ijvs.2020.126587.1347
https://doi.org/10.1016/S0009-2797(01)00295-2
https://doi.org/10.1139/cjpp-2016-0450
https://doi.org/10.1016/j.freeradbiomed.2007.03.024
https://doi.org/10.1016/j.cbi.2005.12.009
http://dspace.tbzmed.ac.ir:8080/xmlui/handle/123456789/58718
https://doi.org/10.1016/j.cccn.2003.11.003
https://doi.org/10.3390/md17040227


Iraqi Journal of Veterinary Sciences, Vol. 36, No. 2, 2022 (513-517) 

517 
 

15. Al-Jammas S. The histological changes induced by cytarabine on 

rabbits kidneys (with and without vitamin E administration). Iraqi J Vet 
Sci. 2019;33(2):311-316. DOI: 10.33899/ijvs.2019.162910   

16. Atessahin A, Yilmaz S, Karahan I, Ceribasi AO, Karaoglu A. Effects 

of lycopene against cisplatin-induced nephrotoxicity and oxidative 
stress in rats. Toxicol. 2005;212(2-3):116-23. DOI: 

10.1016/j.tox.2005.04.016 

17. Greggi LM, Darc C. Darin J, Bianchi MP. Protective effects of vitamin 
C against cisplatin-induced nephrotoxicity and lipid peroxidation in 

adult rats: A dose-dependent study. Pharmacol Res. 2000;41(4):405-11. 

DOI: 10.1006/phrs.1999.0600 
18. Ghanim WK, Al-Shawi NN. Evaluating the effects of different doses of 

vitamin B2 and single dose of vitamin B12 against myelosuppression 

induced by cyclophosphamide in experimental rats. Iraqi J Pharm Sci. 
2020;29(1):134-42. DOI: 10.31351/vol29iss1pp134-142 

19. Goudarzi M, Esmaeilizadeh M, Dolatshahi M, Kalantar H, Frouzandeh 

H, Kalantar M. Protective effect of elaeagnus angustifolia L. Fruit 
hydroalcoholic extract on cyclophosphamide-induced nephrotoxicity in 

mice. Shiraz E Med J. 2018;19(1):1-10. DOI: 10.5812/semj.55075 

20. Aruoma OI. Free radicals, oxidative stress, and antioxidants in human 
health and disease. J Am Oil Chem Soc. 1998;75(2):199-212. DOI: 

10.1007/s11746-998-0032-9. 

21. Abraham P, Isaac B. Ultrastructural changes in the rat kidney after 
single dose of cyclophosphamide-possible roles for peroxisome 

proliferation and lysosomal dysfunction in cyclophosphamide-induced 

renal damage. Hum Exp Toxicol. 2011;30(12):1924-30. DOI: 
10.1177/0960327111402240 

22. Sadoon HS. Histopathological and some biochemical effects of 
platinum drug on the liver and kidney of pregnant mice Mus musculus 

and their embryos. Iraqi J Vet Sci. 2020;35(2):291-300. DOI: 

10.33899/ijvs.2020.126793.1382  
23. Al-Abdaly YZ, Saeed MG, Al-Hashemi HM. Effect of methotrexate 

and aspirin interaction and its relationship to oxidative stress in rats. 

Iraqi J Vet Sci. 2021;35(1):151-6. DOI: 
10.33899/ijvs.2020.126490.1335  

24. Raouf SM. Effect of Coenzyme Q10 alone and with vitamin E on some 

semen characteristics of broiler breeder males. Iraqi J Vet Sci. 
2020;35(1):65-70. DOI: 10.33899/ijvs.2020.126287.1289 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

على التركيب النسيجي للكلية في هـ تأثير فيتامين 

 الجرذان المعالجة بالسيكلوفوسفاميد 
 

 السماك  رعبد الجبااحمد علاوي عبيد، مها 

 صلاح فاضل ومصطفى
 

 فرع التشريح، كلية الطب، جامعة الموصل، الموصل، العراق 

 

 الخلاصة

 

السيكلوفوسفاميد هو دواء ذو تأثير سام على الخلايا يستخدم بشكل 

شائع لعلاج الأمراض السرطانية واضطرابات المناعة الذاتية. يسبب 

لكلوي من خلال إنتاج جذور حرة شديدة االسيكلوفوسفاميد التسمم 

يعتبر فيتامين هـ من الفيتامينات الذائبة في الدهون ويعمل كعامل التفاعل. 

مؤكسد مما يساعد على إزالة الجذور الحرة، يثبط إنتاج النتر وزامين 

ويمنع تكون بيروكسيد الدهون من الأحماض الدهنية المتعددة الغير 

مشبعة. كان الهدف من هذه الدراسة هو معرفة ما إذا كان فيتامين هـ 

لى تقليل أو إزالة التسمم الكلوي الحاصل نتيجة إعطاء يعمل ع

السيكلوفوسفاميد. تم تقسيم اثنان وثلاثين أنثى بالغة من الجرذان البيضاء 

( وتلقت علاجا يوميا لمدة ثلاثون يوما. 8إلى أربعة مجاميع )ن=

المجموعة أ: مجموعة السيطرة، إعطاء جرعة محددة من المحلول 

مل. المجموعة ب: تم إعطائها  0.3فاق بجرعة الملحي حقنا داخل الص

ملجم/  15جرعة محددة من السيكلوفوسفاميد حقنا داخل الصفاق بجرعة 

جم من وزن الجسم. أما المجموعة ج: فتم إعطائها فيتامين هـ بجرعة 

ملجم/كجم عن طريق الفم قبل ساعة من إعطاء الجرذان  200

ن الجسم حقنا داخل ملجم/كجم من وز 15السيكلوفوسفاميد بجرعة 

الصفاق. أما المجموعة د: فتم إعطائها فيتامين هـ عن طريق الفم بجرعة 

ملجم/ كجم من وزن الجسم. تسبب السيكلوفوسفاميد في المجموعة  200

ب في انخفاض كبير وملحوظ في وزن الجسم واظهر نسيجيا ضمور 

يبات الكلوية لمعظم الكبيبات الكلوية وتوسع في أغشية بومان المغلفة للكب

وتنخر للنبيبات الكلوية مع تجمع للمواد البروتينية داخل النبيبات الكلوية. 

أوجدت دراستنا أن السيكلوفوسفاميد يسبب التسمم الكلوي نتيجة الإجهاد 

التأكسدي، وان إعطاء فيتامين هـ يقلل التأثيرات السمية الناتجة عن 

  السيكلوفوسفاميد.
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