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The HFD/STZ model was previously modified by Zhang et al. (1), wherein the STZ-treatment comprised
multiple low doses of STZ instead of a single dose. This approach has been reported to induce an
inflammation-mediated destruction of the b-cells instead of the fast induction of the b-cell death

induced by a single dose of STZ (1).

When the STZ dose is changed from a single high dose to a single low dose or multiple lower doses of
STZ, researchers tend to agree on the HFD/STZ rat as a suitable model of type 2 diabetes (1-4).

This toxin is usually administered intraperitoneally (i.p.) via single or multiple injections of varying

dosages, ranging from 25 to 45 mg/kg BW in rats and 40 to 100 mg/kg BW in mice (5,6).

Furthermore, Mansor et al. (7) showed that low doses (1525 mg/kg BW) of STZ in Wistar rats, following 3
weeks of HFD feeding (60% calories from fat), induced a T2DM phenotype, whereas 30 mg/kg BW of STZ

more closely recapitulated type 1 diabetes. Identical results were recently reported by Guo et al. (8)

Finally, it should be emphasized that diet-induced regimens combined with multiple low doses of STZ
injection have been already reported to closely replicate the pathophysiological mechanisms underlying

T2DM progression.

Given the lack of novelty and scientific contribution, I do not find the manuscript suitable for

publication in its current form and recommend its rejection.

1 Zhang M, Lv XY, Li ], Xu Z-G, Chen L, others. The characterization of high-fat diet and multiple

low-dose streptozotocin induced type 2 diabetes rat model. ] Diabetes Res. 2008;2008.

geios.com doi.org/10.32388/MUJ4BL


https://www.qeios.com/
https://doi.org/10.32388/MUJ4BL

2. Srinivasan K, Viswanad B, Asrat L, Kaul CL, Ramarao P. Combination of high-fat diet-fed and low-
dose streptozotocin-treated rat: a model for type 2 diabetes and pharmacological screening. Pharmacol

Res. 2005;52(4):313-20.

3. Albersen M, Lin G, Fandel TM, Zhang H, Qiu X, Lin C-S, et al. Functional, metabolic, and
morphologic characteristics of a novel rat model of type 2 diabetes-associated erectile dysfunction.
Urology. 2011;78(2):476--€1.

4, Sahin K, Onderci M, Tuzcu M, Ustundag B, Cikim G, Ozercan \.Ibrahim H, et al. Effect of chromium
on carbohydrate and lipid metabolism in a rat model of type 2 diabetes mellitus: the fat-fed,

streptozotocin-treated rat. Metabolism. 2007;56(9):1233—40.

5. Chen M, Xiao D, Liu W, Song Y, Zou B, Li L, et al. Intake of Ganoderma lucidum polysaccharides
reverses the disturbed gut microbiota and metabolism in type 2 diabetic rats. Int J Biol Macromol.

2020;155:890-902.

6. Lee JY, Jeong EA, Kim KE, Yi C, Jin Z, Lee JE, et al. TonEBP/NFAT5 haploinsufficiency attenuates

hippocampal inflammation in high-fat diet/streptozotocin-induced diabetic mice. Sci Rep. 2017;7(1):7837.

7. Mansor LS, Gonzalez ER, Cole MA, Tyler D], Beeson JH, Clarke K, et al. Cardiac metabolism in a new
rat model of type 2 diabetes using high-fat diet with low dose streptozotocin. Cardiovasc Diabetol.

2013;12:1-10.

8. Guo X, Wang Y, Wang K, Ji B, Zhou F. Stability of a type 2 diabetes rat model induced by high-fat

diet feeding with low-dose streptozotocin injection. ] Zhejiang Univ Sci B. 2018;19(7):559.

Attachments: available at https://doi.org/10.32388/MUJ4BL

Declarations

Potential competing interests: No potential competing interests to declare.

geios.com doi.org/10.32388/MUJ4BL


https://doi.org/10.32388/MUJ4BL
https://www.qeios.com/
https://doi.org/10.32388/MUJ4BL

