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Re: Effect of Silymarin on Streptozotocin-Nicotinamide-
induced Type 2 Diabetic Nephropathy in Rats

Dear Editor,
The recently published article by Sheela and 

colleagues in the Iranian Journal of Kidney Diseases, 
entitled “Effect of silymarin on streptozotocin-
nicotinamide-induced type 2 diabetic nephropathy 
in rats,” had some interesting points that need to be 
explained more. In an experimental investigation, 
they found silymarin-treated groups showed 
significantly lower levels of blood glucose, 
glycosylated hemoglobin, urine volume, serum 
creatinine, serum uric acid, and urine albumin, 
when compared to the diabetic control group. 
In histopathological examination, they found a 
protective effect of silymarin, too. The authors 
concluded that silymarin had protective effects for 
kidneys affected by type 2 diabetes mellitus. They 
suggested that if the safety and efficacy of this herb 
is confirmed in human studies, silymarin would be 
a good medication to prevent nephropathy-induced 
premature death in diabetic patients.1 

The first question is what the clinical significance 
of this experimental study is. To answer, I refer 
to our recently published study on silymarin in 
rats. We aimed to study the protective properties 
of silymarin and deferoxamine against iron 
dextran‑induced renal iron deposition in male 
rats. We studied rats, which were allocated to 6 
groups and received iron dextran (200 mg/kg) for 
a period of 4 weeks every other day, but at the 
beginning of week 3, they also were subjected to 
a 2‑week (every other day) treatment with vehicle 
(group 2, positive control), silymarin (200 mg/
kg; group 3), deferoxamine (50 mg/kg; group 4), 
silymarin (400 mg/kg; group 5), and a combination 
of silymarin and deferoxamine (200 and 50 mg/
kg, respectively; group 6). The results of this 
study showed that silymarin and deferoxamine 
treatments reduced the intensity of the kidney 

iron deposition, but only in the silymarin group, 
a significant reduction in kidney iron deposition 
was observed. We concluded that silymarin was a 
nephroprotective agent against injurious insult of 
iron deposition in the kidneys of animal models.2 

While, nephropathy is one of the most important 
complications of diabetes mellitus,3-6 I would like 
to mention a few points about the study conducted 
by Sheela and colleagues. In type 2 diabetes, 
metformin has been widely used for the treatment 
blood glucose elevation.7-10 Recently, attention has 
been made toward the possible  kidney protective 
properties of metformin.7 Morales and coworkers 
observed that gentamicin-induced renal tubular 
injury was attenuated by metformin.9 To find the 
potential efficiency of metformin to renal protection 
against gentamicin-induced acute renal injury and 
also to examine whether postpone treatment with 
metformin in acute kidney injury, exerts similar 
benefits on gentamicin-renal toxicity in rats, we 
conducted a study on Wistar rats.12 We found 
that metformin was able to prevent and attenuate 
gentamicin-induced acute kidney injury. Hence, 
it might be beneficial in patients under treatment 
with this drug.11 More recently, to test the efficacy 
of co‑administration of garlic extract and metformin 
for prevention of gentamicin-induced renal toxicity 
in Wistar rats, we conducted another study on 
70 male Wistar rats,12 while we also showed the 
renoprotective efficiency of garlic juice alone in 
an another study, too.13 The result of this study 
demonstrates that metformin and garlic juice or 
their combination has both curative and protective 
effects against gentamicin nephrotoxicity. Likewise 
to these studies, silymarin extract could safely 
be used together with metformin to increase the 
antioxident potency and better renoprotection 
beyond, the control of diabetes, while most of 
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type 2 diabetic patients are under the treatment of 
metformin too. Similar results were also found in 
the study of  Bruckbauer and colleagues to evaluate 
the synergistic effects of metformin, resveratrol and 
hydroxymethylbutyrate on insulin sensitivity.14 They 
suggested that resveratrol-hydroxymethylbutyrate 
combined with metformin might act synergistically 
on adenosine monophosphate-activated protein 
kinase-dependent pathways, leading to increased 
insulin sensitivity, which might reduce the 
therapeutic doses of metformin necessary in the 
treatment of diabetes. Thus, according to the 
renoprotective efficacy of silymarin in our study 
and hypoglycemic effect of this medicinal plants in 
the study conducted by Sheela and colleagues, it 
is possible that the combination of metformin and 
silymarin may have additive renoptective efficacy 
beyond better controlling the diabetes.13-16 In this 
regard, to better understand the renoprotective 
properties of silymarin, especially in combination 
with metformin, more experimental rat models 
and clinical studies are suggested.

Hamid Nasri
Division of Nephropathology, Department of Nephrology, Isfahan 
University of Medical Sciences, Isfahan, Iran
E-mail: hamidnasri@med.mui.ac.ir

REFERENCES
1.	Sheela N, Jose MA, Sathyamurthy D, Kumar BN. Effect 

of silymarin on streptozotocin-nicotinamide-induced 
type 2 diabetic nephropathy in rats. Iran J Kidney Dis. 
2013;7:117-23.

2.	Nematbakhsh M, Pezeshki Z, Moaeidi B, et al. Protective 
role of silymarin and deferoxamine against iron 
dextran‑induced renal iron deposition in male rats. Int J 
Prevent Med. 2013;4:286-91.

3.	Tolouian R, Hernandez GT. Prediction of Diabetic 
Nephropathy: The need for a sweet biomarker. J 
Nephropathol. 2013;2:4-5.

4.	Rahimi Z.ACE insertion/deletion (I/D) polymorphism and 
diabetic nephropathy. J Nephropathol.2012;1:143-51.

5.	Rouhi H, Ganji F. Effect of N-acetyl cysteine on serum 
Lipoprotein (a) and proteinuria in type 2 diabetic patients. 
J Nephropathol. 2013;1:61-66.

6.	Baradaran A. Lipoprotein(a), type 2 diabetes and 
nephropathy; the mystery continues. J Nephropathol. 
2012;1:126-29.

7.	Hundal RS, Krssak M, Dufour S, et al. Mechanism by 
which metformin reduces glucose production in type 2 
diabetes. Diabetes. 2000;49:2063-9. 

8.	Tavafi M. Diabetic nephropathy and antioxidants. J 
Nephropathol. 2013;2:20-7.

9.	Morales AI, Detaille D, Prieto M, et al. Metformin 
prevents experimental gentamicin-induced nephropathy 
by a mitochondria-dependent pathway. Kidney Int. 
2010;77:861-9. 

10.	Sahni N, Gupta KL. Dietary antioxidents and oxidative 
stress in predialysis chronic kidney patients. J 
Nephropathol. 2012;1:134-42.  

11.	Amini FG, Rafieian-Kopaei M, Nematbakhsh M, 
Baradaran A, Nasri H. Ameliorative effects of metformin on 
renal histologic and biochemical alterations of gentamicin-
induced renal toxicity in Wistar rats. J Res Med Sci. 
2012;17:621-5.

12.	Rafieian‑Kopaei M, BaradaranA, Merrikhi A, Nematbakhsh 
M, Madihi Y, Nasri H. Efficacy of Co‑administration 
of Garlic Extract and Metformin for Prevention of 
Gentamicin–Renal Toxicity in Wistar Rats: A biochemical 
study. Int J Prevent Med. 2013;4:258-64.

13.	Nasri H, Nematbakhsh M, Rafieian-kopaei M. 
Ethanolic garlic extract attenuates gentamicin-induced 
nephrotoxicity in Wistar rats. Iran J Kidney Dis. 2013. In 
press.

14.	Bruckbauer A, Zemel MB. Synergistic effects of metformin, 
resveratrol, and hydroxymethylbutyrate on insulin 
sensitivity. Diabetes Metab Syndr Obes. 2013;6:93-102. 

15.	Rafieian-Kopaei M, Nasri H, Nematbakhsh M, et al. 
Erythropoietin ameliorates gentamicin-induced renal 
toxicity: A biochemical and histopathological study. J 
Nephropathol. 2012;1:109-16.

16.	Nasri H. Hypertension and renal failure with right arm 
pulse weakness in a 65 years old man. J Nephropathol. 
2012;1:130-3.

Re: Correlation Between Ankle-Brachial Index and 
Microalbuminuria in Type 2 Diabetes Mellitus

Dear Editor,
We read the article ‘‘Correlation Between 

Ankle-Brachial Index and Microalbuminuria in 
Type 2 Diabetes Mellitus” by Makhdoomi and 

colleagues with interest.1 They investigated the 
value of ankle-brachial ındex (ABI) for prediction of 
microalbuminuria in type 2 diabetic patients. They 
demonstrated significant relationship was found 


