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Abstract

Contrast-induced nephropathy (CIN) (known as contrast-induced acute kidney injury) 
occurs as a result of acute worsening of renal function following a procedure with administration 
of iodine contrasts agent and remains a substantial concern in clinical practices. The purpose 
of this study is to investigate the preventive effect of Pentoxifylline supplementation on 
reduction of CIN occurrence after percutaneous coronary intervention among patients who 
were high risk of CIN according to Mehran score. In randomized, double-blind clinical 
trial patients who undergo coronary angiography with Mehran Score ≥ 11 consisted of our 
population. Patients in a ratio 1:1, divided into two groups received saline 0.9% plus N-acetyl 
cysteine and Pentoxifylline 400 mg three times per day 24 h before angiography until 48 h 
after angiography. In control group, the patients received placebo instead of PTX in a same 
manner as the control group. The endpoint was the incidence of CIN defined as creatinine 
increase of 0.5 mg/dL within 2 days after contrast. There were no significant differences in 
baseline characteristics. CIN occurred in 3 (5.5%) and 4 (7.3%) patients of the both groups 
(Pentoxifylline and control), respectively (p = 0.69; incidence odds ratio 1.36; 95% CI 0.29-
6.38). No significant differences were seen in secondary outcome measures and changes in 
the level of creatinine (p = 0.54). In high-risk patients undergoing coronary angiography 
pentoxifylline supplementation had protection effect against contrast-induced nephropathy 
greater than placebo based hydration, but, not supported by our data.
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Introduction

Contrast-induced nephropathy (CIN) (known 

as contrast-induced acute kidney injury) occurs 
as a result of acute worsening of renal function 
following a procedure with administration of 
iodine contrasts agent and remains a substantial 
concern in clinical practices. Generally, the 
incidence of CIN is 2%, but it is higher in 



at-risk groups of patients who have both chronic 
kidney disease (CKD) defined as an estimated 
glomerular filtration rate (eGFR) <60 mL/
min/1.73 m2 and diabetes mellitus (1-5). The 
incidence of CIN is as high as 50% for patients 
with multiple risk factors including renal 
insufficiency, age more than 70 years17, female 
gender18, BMI > 25, smoking, congestive heart 
failure, and using nephrotoxic medications 
and dehydration with hypotension (6-8). CIN 
contributes to the elongation of hospital stays 
and may lead to permanent reduction in renal 
function or even to increased mortality and end 
stage renal disease (9).

Though various treatment strategies aimed 
at preventing CIN were tested in the past, only 
adequate oral and/or intravascular hydration and 
use of lowest possible volume of a low- or iso-
osmolar contrast agent have been commonly 
recommended in most recent guidelines (10-12). 
Despite the recent attempts that aim to control 
certain risk factors to prevent CIN occurence 
in the postoperative period of cardiac surgery, 
the incidence of renal dysfunction remains high, 
especially in high risk-patients (9, 13-15). For 
this reason, there is a need to seek more effective 
alternatives to prevent this complication. Some 
medications such as, N-acetyl cysteine (NAC), 
statins, theophylline, and vitamin E or C have 
been used to reduce the incidence of CIN. In 
this regard, Pentoxifylline (PTX) would have 
preventive effects on CIN through facilitating 
RBC passage from vessels by increasing its 
elasticity, decreasing blood viscosity, reducing 
platelet aggregation, and thrombus formation. 
Moreover, it has anti-inflammatory and anti-
oxidative effects that may be significant in 
prevention of CIN (16-18). 

Therefore, the purpose of this randomized 
control study was to investigate the effect of 
Pentoxifylline supplementation on reduction of 
CIN occurrence after percutaneous coronary 
intervention among patients who were high risk 
of CIN according to Mehran score. Mehran et al. 
have introduced a simple risk score system for 
prediction of CIN. They classified the patients 
based on the risk scores to the mild, moderate, 
and high-risk. This is the first time to investigate 
such a preventive effect among high risk 
patients.

Experimental

Patient population
The patients who were hospitalized in the 

Clinics of Diabetology or Cardiology of Imam 
Hossien hospital between January 1, 2014 and 
August 27, 2014 for an elective radiologic 
procedure with contrast medium use were 
assessed for eligibility into the study. Inclusion 
criterion was only Mehran score more than or 
equal to 11. Exclusion criteria included need for 
urgent coronary angiography in the first 48 h 
after admission, history of contrast media usage 
in previous 14 days or renal failure in recent 
six months, multiple myeloma, pregnancy or 
breastfeeding and pre-planned use of any other 
measure for CIN prevention apart from PTX 
consumption.

The study protocol was approved by the 
Ethical Committee of Shahid Beheshti University 
of Medical Sciences. All patients gave written 
consent prior to study entry. This study was 
registered in irct.ir, and the registered number is 
IRCT2016111530905N1.

Study protocol 
One hundred ten eligible patients (women 

and men) sequentially were enrolled to this 
study and assigned to one of two groups by the 
hospital pharmacy staff otherwise not involved 
in the study based on a computer-generated 
randomization schedule with the use of numbered 
opaque envelopes containing the identification 
of the assigned medication. After opening the 
envelope with the serial number of the patient 
in the study, the pharmacy staff prepared one 
bottle containing 400 mg of assigned capsules 
which was marked only by the serial number 
and name of the patient for three times per day 
from 24 h before to 48 h after angiography. The 
patients in the control group received placebo 
capsules in the same shape as PTX. We gave 
saline 0.9% 0.5-1 mL/kg/hour based on kidney 
function and heart status from 12 h before until 
12 h after angiography to maintain urine volume 
more than 150 mL/hour.

All patients in both groups received 
intravenous hydration with 0.9% saline plus 
NAC. We administered NAC to all patients 
with the same dose of 1200 mg every 12 h from 
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24 h before to 48 h after angiography. None of 
the patients in either group received sodium 
bicarbonate before coronary angiography. Pre-
procedural consumptive medications were 
recorded including, Angiotensin-converting 
enzyme inhibitor (ACEI), Angiotensin receptor 
blocker (ARB), diuretics, statin, theophylline, 
vitamin E and C. Medications with nephrotoxic 
effects, including Metformin and non-steroid 
anti-inflammatory drugs (NSAIDs) were 
discontinued for 72 h during angiography. 
All patients in both groups received the same 
contrast media Visipaque (iodixanol) 320, GE 
Healthcare, Cork, Ireland. Serum creatinine level 
was measured before and 48 h after coronary 
angiography with one technique in the same 
laboratory. eGFR was calculated with MDRD 
(Modification of Diet in Renal Disease) formula 
(19). Primary end-point was the occurrence of 
CIN defined as an increase in serum creatinine 
≥ 0.5 mg/ dL from baseline to 48 h after 
angiography.

Statistical Analysis
Continuous and categorical variables are 

expressed as mean (standard deviation) and 
frequency. Normality of the quantitative data 
was evaluated by Kolmogorov-Smirnov test. The 

two sample t-test on differences between pre-
post measures and chi-square or Fischer’s exact 
test in appropriate were used for continuous and 
categorical variables, respectively. p-value < 
0.05 was considered statistically significant. The 
analyses were performed with SPSS software 
version 21 (SPSS Inc., Chicago IL, USA).

Results

During the study period, 154 patients were 
assessed for eligibility, 40 of whom were 
excluded for either not meeting inclusion criteria 
or unwillingness to participate. Of the 114 
patients randomized, 110 (PTX+NAC group, n 
= 55; placebo+NAC group, n = 55) subjects who 
had undergone all study procedures and had at 
least one post-intervention creatinine available 
were included into the analysis. Two patients in 
each group were excluded from analysis due to 
subsequent withdrawal of consent or cancelation 
of the contrast-requiring examination/
intervention (Figure 1 – Study Flow Diagram).

Table 1 shows demographic and clinical 
characteristics in two treated groups at baseline, 
demonstrating both groups were comparable with 
regard to gender distribution, age, angiotensin 
converting enzyme inhibitors, angiotensin 

Table 1. Demographic and clinical data of enrolled patients at baseline.

PTX+NAC Placebo+NAC p-value

Age (years) 70.10 (11.80) 68.30 (10.83) 0.41

Gender-M/F (No.) 23/32 29/26 0.25

DM-no/yes (No.) 26/29 21/34 0.24

ACEIs/ARB (No.) 28/27 27/28 1.00

Statins-no/yes (No.) 11/44 12/43 0.81

Theophylline- no/yes (No.) 54/1 55/0 0.31

Vit E or C- no/yes (No.) 55/0 54/1 0.31

HTN- no/yes (No.) 15/40 21/34 0.22

Smoking- no/yes (No.) 49/6 46/9 0.40

NSAIDs- no/yes (No.) 51/4 51/4 1.00

Diuretics- no/yes (No.) 42/13 37/18 0.28

Mean (SD); DM: Diabetes Mellitus; ACEIs: Angiotensin converting enzyme inhibitors; ARB: Angiotensin receptor blocker; NSAIDs: 
Non- steroid anti-inflammatory drug; HTN: Hypertension; Vit: Vitamin.
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Figure 1. Flow of study participants through the stages of the trial; CONSORT 2010 Flow Diagram. 
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Figure 1. Flow of study participants through the stages of the trial; CONSORT 2010 Flow Diagram.

Table 2. Level of serum Creatinine before, after and changes (Δ) post-coronary angiography in the PTX supplementation and control 
groups.

PTX+NAC Placebo+NAC p-value

Cr (µmol/L) (before) 1.31 (0.81) 1.20 (0.33) 0.33

Cr (µmol/L) (after) 1.34 (1.04) 1.19 (0.36) 0.31

Δ Cr (µmol/L) 0.03 (0.35) -0.006 (0.24) 0.54

CIN-yes/no (No.) 2/53 2/53
Mean (SD); Cr: Creatinine; PTX: Pentoxifylline.
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receptor blocker, Non-steroid anti-inflammatory 
drug, hypertension, smoking, theophylline, 
statin, diabetes mellitus (DM), diuretics, and 
consuming vitamin E or C. 

No significant difference was seen between 
both groups regarding CHF. Fourty-five patients 
in PTX group and 44 patients from the control 
group had CHF (p > 0.99) type and volume of 
contrast were same between both groups and 
patients. 

The primary outcome event, CIN, occurred 
in 3 (5.5%) and 4 (7.3%) patients of the PTX 
and control groups, respectively, with a non-
significant difference between the groups (p = 
0.69; incidence odds ratio 1.36, 95% confidence 
interval 0.29-6.38). Similarly, no significant 
differences were seen in any of the secondary 
outcome variables (Table 2).

Mean serum creatinine level was 1.31 (0.81) 
mg/dL and 1.20 (0.33) mg/dL in PTX and 
control groups, respectively (p = 0.33). Fourty-
eight h after angiography, the mean serum 
creatinine level was 1.34 (1.04) mg/dL and 
1.19 (0.31) mg/dL in PTX and control groups, 
respectively. There were no significant changes 
between both groups regarding mean serum 
creatinine levels (p = 0.54). We did not see any 
complication due to PTX usage. Besides, no 
patient died or experienced severe kidney injury 
with need for acute dialysis treatment. At the 
time of follow-up inquiry, 1 patient in the PTX 
group and 2 patients in the control group had 
reached ESRD with need for chronic dialysis 
treatment. All three patients had had already 
advanced chronic kidney failure at the time of 
the contrast-requiring procedure. One patient in 
the PTX group had been lost to follow-up.

Discussion

PTX is a methylxanthine-derivative drug that 
has been used for many years in the treatment 
of peripheral vascular disease. PTX is also a 
vigorous suppressor of tumor necrosis factor-
alpha (TNF-alpha) secretion and has indicated 
affect in the treatment of defined human and 
animal inflammatory diseases (20). In the recent 
study, we found that using pentoxifylline in 
addition to good hydration and NAC cannot 
decrease the incidence rate of contrast 

nephropathy in the high-risk group of patients 
who were undergoing coronary angiography. In 
a study by Firouzi et al., which was performed 
on patients who underwent coronary angioplasty, 
CIN occurred in 13.69% of patients in control 
group versus 8.5% in the PTX group (17). 
The observed difference was not statistically 
significant (p = 0.17). However, the authors 
recommended that the prophylactic use of PTX 
could be recommended for CIN prevention 
before coronary angioplasty (17). Incidence 
rate of CIN in their study was investigated 
on all patients without risk stratification that 
underwent coronary angioplasty. In the recent 
study, the incidence of CIN in high-risk groups 
of patients (high Mehran’s score) was similar 
to studies who enrolled low-risk population. 
We reached a lower incidence rate of CIN. 
According to Mehran score, we select high-
risk group of patients underwent coronary 
angiography. The incidence rate was 5.5% and 
7.3 for PTX and control group, respectively. 
The lower incidence of CIN may be contributed 
to the low volume of contrast usage (less than 
50 mL) as our studied population underwent 
coronary angiography not angioplasty. In a 
study by Marenzi et al. CIN occurred in 19% 
of patients underwent percutaneous coronary 
intervention (PCI) after myocardial infarction. 
The researchers emphasized on the high rate of 
CIN after PCI especially in the high-risk group 
of patients and even in the patients who had 
normal renal function (21). Among prophylactic 
strategies in patients who are moderate to high 
risk for CIN, hydration is the best and proven 
way to prevent nephropathy (11). We tightly 
controlled the urine output by good hydration, 
which was not emphasized in study by and 
would be the other reason of lower incidence 
rate of CIN in our study. One of the medications 
could imply preventive effect on CIN is 
N-acetylcysteine (NAC) (14, 17 and 22). We 
gave NAC in addition to good hydration to both 
study and control groups of the study with the 
same dose which was the different preventive 
approach from studies by Firouzi et al. and 
Yavari et al. (17, 18). Some medications may 
have a beneficial role in prevention of CIN 
such as statins, theophylline, and vitamin C (23-
26). Although a recent meta-analysis showed a 
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beneficial effect of high-dose atorvastatin for 
prevention of CIN in our study, there was no 
significant difference between study and control 
groups regarding consumption of these agents 
(15). One of the limitations in our study is using 
serum creatinine level to define CIN. Based 
on some studies an absolute increase in serum 
creatinine is a good threshold for the diagnosis 
of CIN (27, 28). Increasing in serum creatinine is 
relatively slow, and it takes at least 48 to reach a 
level of nephropathy; however, using biomarker 
of kidney function that are more rapidly rising 
and are the precise and sooner markers, which 
better indicate to nephropathy such as cystatin 
C, allow more accurate estimation of CIN (29). 
We propose to accomplish large size of study 
population with moderate and high-risk of CIN 
who underwent coronary angioplasty, which 
would reach us to better results according to the 
supplementation effects of PTX.

Conclusion

In conclusion, our results do not support 
the preferential use of PTX for the prevention 
of contrast-induced nephropathy in high-
risk patients. On the other word, the patients 
undergoing coronary angiography PTX 
supplementation had protection effect against 
contrast-induced nephropathy greater than 
placebo based hydration, but, not supported by 
our data. However, it would be recommended 
to run a multicenter study in high risk patients.

Acknowledgment

This study was supported by Shahid Beheshti 
University of Medical Sciences. We would like 
to appreciate from Amin Pharmaceutical Co, 
Isfahan, Iran for preparing the medications and 
related placebo. Moreover, we like to thank 
Rana Abbasi and Narjes Rezapour for their great 
assistance.

References

Brosius FC 3rd, Hostetter TH, Kelepouris E, Mitsnefes 
MM, Moe SM, Moore MA, Pennathur S, Smith GL 
and Wilson PW. Detection of chronic kidney disease 
in patients with or at increased risk of cardiovascular 
disease: a science advisory from the American Heart 
Association Kidney and Cardiovascular Disease 
Council; the Councils on High Blood Pressure 
Research, Cardiovascular Disease in the Young, and 
Epidemiology and Prevention; and the Quality of Care 
and Outcomes Research Interdisciplinary Working 
Group: Developed in Collaboration With the National 
Kidney Foundation. Hypertension (2006) 48: 751-5.
Rudnick MR, Goldfarb S, Wexler L, Ludbrook PA, 
Murphy MJ, Halpern EF, Hill JA, Winniford M, 
Cohen MB and VanFossen DB. Nephrotoxicity of 
ionic and nonionic contrast media in 1196 patients: 
a randomized trial. The Iohexol Cooperative Study. 
Kidney Int. (1995) 47: 254-61.
Rihal CS, Textor SC, Grill DE, Berger PB, Ting HH, 
Best PJ, Singh M, Bell MR, Barsness GW, Mathew 
V, Garratt KN and Holmes DR Jr. Incidence and 
prognostic importance of acute renal failure after 
percutaneous coronary intervention. Circulation 
(2002) 105: 2259-64.
McCullough PA, Adam A, Becker CR, Davidson C, 
Lameire N, Stacul F and Tumlin J. Risk prediction of 
contrast-induced nephropathy. Am. J. Cardiol. (2006) 
98: 27k-36k.
Mehran R, Aymong ED, Nikolsky E, Lasic Z, Iakovou 
I, Fahy M, Mintz GS, Lansky AJ, Moses JW, Stone 
GW, Leon MB and Dangas G. A simple risk score 
for prediction of contrast-induced nephropathy after 
percutaneous coronary intervention: development and 
initial validation. J. Am. Coll. Cardiol. (2004) 44: 
1393-9.
Mehran R and Nikolsky E. Contrast-induced 
nephropathy: definition, epidemiology, and patients at 
risk. Kidney Int. Suppl. (2006) 69: S11-5.
Manske CL, Sprafka JM, Strony JT and Wang Y. 
Contrast nephropathy in azotemic diabetic patients 
undergoing coronary angiography. Am. J. Med. (1990) 
89: 615-20.
Boucek P, Havrdova T, Oliyarnyk O, Skibova J, 
Pecenkova V, Pucelikova T and Sarkady D. Prevention 
of contrast-induced nephropathy in diabetic patients 
with impaired renal function: a randomized, double 
blind trial of sodium bicarbonate versus sodium 
chloride-based hydration. Diabetes Res. Clin. Pract. 
(2013) 101: 303-8.
Weisbord SD and Palevsky PM. Strategies for the 
prevention of contrast-induced acute kidney injury. 
Curr. Opin. Nephrol. Hypertens. (2010) 19: 539-49.
Liu Y, Lin L, Li Y, Li H, Wu DX, Zhao JB, Lian D, 
Zhou Y, Liu Y, Ye P, Ran P, Duan C, Chen S, Chen 
P, Xian Y, Chen J and Tan N. Relationship between 
the urine flow rate and risk of contrast-induced 
nephropathy after emergent percutaneous coronary 
intervention. Medicine (Baltimore) (2015) 94: e2258.
Okusa MD, Molitoris BA, Palevsky PM, Chinchilli 

(2)

(3)

(4)

(5)

(6)

(7)

(8)

(9)

(10)

(11)

(12)

Nikolsky E, Aymong ED, Dangas G and Mehran R. 
Radiocontrast nephropathy: identifying the high-risk 
patient and the implications of exacerbating renal 
function. Rev. Cardiovasc. Med. (2003) 4 (Suppl 1): 
S7-S14.

(1)



 Barzi F et al. / IJPR (2019), 18 (2): 1040-1046

1046

(13)

(14)

(15)

(16)

(17)

(18)

(19)

VM, Liu KD, Cheung AK, Weisbord SD, Faubel S, 
Kellum JA, Wald R, Chertow GM, Levin A, Waikar 
SS, Murray PT, Parikh CR, Shaw AD, Go AS, Chawla 
LS, Kaufman JS, Devarajan P, Toto RM, Hsu CY, 
Greene TH, Mehta RL, Stokes JB, Thompson AM, 
Thompson BT, Westenfelder CS, Tumlin JA, Warnock 
DG, Shah SV, Xie Y, Duggan EG, Kimmel PL and Star 
RA. Design of clinical trials in acute kidney injury: a 
report from an NIDDK workshop--prevention trials. 
Clin. J. Am. Soc. Nephrol. (2012) 7: 851-5.
Santana-Santos E, Marcusso MEF, Rodrigues AO, 
Queiroz FGd, Oliveira LBd, Rodrigues ARB and 
Palomo JdSH. Strategies for prevention of acute 
kidney injury in cardiac surgery: an integrative review. 
Revista Brasileira de Terapia Intensiva (2014) 26: 
183-92.
Loomba RS, Shah PH, Aggarwal S and Arora RR. 
Role of n-acetylcysteine to prevent contrast-induced 
nephropathy: a meta-analysis. Am. J. Ther. (2016) 23: 
e172-83.
Briasoulis A, Mallikethi-Reddy S, Sharma S, Briasouli 
AA and Afonso L. 3-Hydroxy-3-methylglutaryl-CoA 
reductase enzyme inhibitors for prevention of contrast-
induced nephropathy: a meta-analysis of prospective 
randomized controlled studies. Am. J. Ther. (2015) 
22: e158-66.
Barkhordari K, Karimi A, Shafiee A, Soltaninia H, 
Khatami MR, Abbasi K, Yousefshahi F, Haghighat B 
and Brown V. Effect of pentoxifylline on preventing 
acute kidney injury after cardiac surgery by measuring 
urinary neutrophil gelatinase - associated lipocalin. J. 
Cardiothorac. Surg. (2011) 6: 8.
Firouzi A, Eshraghi A, Shakerian F, Sanati HR, Salehi 
N, Zahedmehr A, Kiani R, Madani M and Pedarzadeh 
A. Efficacy of pentoxifylline in prevention of contrast-
induced nephropathy in angioplasty patients. Int. Urol. 
Nephrol. (2012) 44: 1145-9.
Yavari V, Ostovan MA, Kojuri J, Afshariani R, 
Hamidian Jahromi A, Roozbeh J and Pakfetrat M. The 
preventive effect of pentoxifylline on contrast-induced 
nephropathy: a randomized clinical trial. Int. Urol. 
Nephrol. (2014) 46: 41-6.
Willems JM, Vlasveld T, den Elzen WP, Westendorp 
RG, Rabelink TJ, de Craen AJ and Blauw GJ. 
Performance of Cockcroft-Gault, MDRD, and CKD-
EPI in estimating prevalence of renal function and 
predicting survival in the oldest old. BMC Geriatr. 

(20)

(21)

(22)

(23)

(24)

(25)

(26)

(27)

(28)

(29)

(2013) 13: 113.
Pollice PF, Rosier RN, Looney RJ, Puzas JE, Schwarz 
EM and O′Keefe RJ. Oral pentoxifylline inhibits 
release of tumor necrosis factor-alpha from human 
peripheral blood monocytes : a potential treatment for 
aseptic loosening of total joint components. J. Bone 
Joint Surg. Am. (2001) 83-A: 1057-61.
Marenzi G, Lauri G, Assanelli E, Campodonico J, De 
Metrio M, Marana I, Grazi M, Veglia F and Bartorelli 
AL. Contrast-induced nephropathy in patients 
undergoing primary angioplasty for acute myocardial 
infarction. J. Am. Coll. Cardiol. (2004) 44: 1780-5.
Baskurt M, Okcun B, Abaci O, Dogan GM, 
Kilickesmez K, Ozkan AA, Ersanli M and Gurmen 
T. N-acetylcysteine versus N-acetylcysteine + 
theophylline for the prevention of contrast nephropathy. 
Eur. J. Clin. Invest. (2009) 39: 793-9.
Attallah N, Yassine L, Musial J, Yee J and Fisher K. 
The potential role of statins in contrast nephropathy. 
Clin. Nephrol. (2004) 62: 273-8.
Ix JH, McCulloch CE and Chertow GM. Theophylline 
for the prevention of radiocontrast nephropathy: a 
meta-analysis. Nephrol. Dial. Transplant. (2004) 19: 
2747-53.
Briguori C, Airoldi F, D′Andrea D, Bonizzoni E, Morici 
N, Focaccio A, Michev I, Montorfano M, Carlino M, 
Cosgrave J, Ricciardelli B and Colombo A. Renal 
insufficiency following contrast media administration 
trial (REMEDIAL): a randomized comparison of 3 
preventive strategies. Circulation (2007) 115: 1211-7.
Habib M, Hillis A and Hammad A. N-acetylcysteine 
and/or ascorbic acid versus placebo to prevent 
contrast-induced nephropathy in patients undergoing 
elective cardiac catheterization: The NAPCIN trial; A 
single-center, prospective, randomized trial. Saudi J. 
Kidney Dis. Transpl. (2016) 27: 55-61.
Thomsen HS and Morcos SK. Risk of contrast-medium-
induced nephropathy in high-risk patients undergoing 
MDCT--a pooled analysis of two randomized trials. 
Eur. Radiol. (2009) 19: 891-7.
Waikar SS and Bonventre JV. Creatinine kinetics 
and the definition of acute kidney injury. J. Am. Soc. 
Nephrol. (2009) 20: 672-9.
Solomon R and Dauerman HL. Contrast-induced acute 
kidney injury. Circulation (2010) 122: 2451-5. 

This article is available online at http://www.ijpr.ir


