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We appreciate Dr. Hong for expressing interest and giving valuable comments on our article entitled “The necessity of the simple tests for diabetic peripheral neuropathy in type 2 diabetes mellitus patients without neuropathic symptoms in clinical practice” which was published in Diabetes & Metabolism Journal [1].
Diabetic peripheral polyneuropathy (DPNP) is a major risk factor for foot ulcers and amputation in diabetic patients. To confirm the diagnosis of DPNP, a nerve-conduction study or skin biopsy is required. However, these procedures are invasive and may be unsuitable for use in clinical practice [2]. Because the majority of health care visits for diabetic patients take place in primary care level, a simple method that is easily applicable and clinically reliable in clinical practice for the prevention of DPNP and/or early diagnosis is needed. A number of methods including the 10-g Semmes-Weinstein monofilament examination (SWME), the 128-Hz tuning-fork, ankle reflex, pinprick tests, the Total Symptom Score (TSS), and the 15-item self-administered questionnaire of the Michigan Neuropathy Screening Instrument (MNSI questionnaire) have so far been developed and used [3].
In our study, the abnormal response rates of the SWME, the 128-Hz tuning-fork, ankle reflex, pinprick tests, the TSS, and the MNSI questionnaire varied depending on the methods used according to the presence of subjective neuropathic symptoms (18.8% vs. 5.7%, P<0.05; 58.3% vs. 28.4%, P<0.005; 81.3% vs. 54.5%, P<0.005; 12.5% vs. 5.7%, P=0.195; 41.7% vs. 2.3%, P<0.001; and 77.1% vs. 9.1%, P<0.001; respectively). The largest abnormal response was derived by combining all methods. We found that combining at least the 128-Hz tuning-fork and ankle reflex tests would be needed for the detection of DPNP. However, because the patients enrolled in our study were not confirmed for the diagnosis of DPNP by gold standard tests, we could not recommend this combination for the detection of DPNP in clinical practice. The relatively lower abnormal response rates of the SWME and the relatively higher abnormal response rates of 128-Hz tuning-fork compared to previous studies are probably due to this limitation of our study [4, 5]. Instruments such as the SWME, ankle reflex, and 128-Hz tuning-fork tests have been recommended as screening tools for DPNP [6]. They can be used alone or combined to assess and contribute to the clinical diagnosis of DPNP. Our findings indicate that examination with as many tests and questionnaires as possible is important for early detection of DPNP in diabetic patients with and without neuropathic symptoms, but, it is not easy in clinical practice. Therefore, the authors fully agree with Dr. Hong's opinion that further studies are needed to find an efficient combination among the easily applicable and clinically reliable screening and diagnostic methods.
We totally agree with Dr. Hong's suggestion of differentiating the clinical parameters of patients with symptomatic/asymptomatic DPNP from those of patients without DPNP. Any patient with diabetes may develop DPNP regardless of the duration of diabetes. The prevalence of DPNP in patients with prediabetes and with new onset diabetes was about 50% [7]. Symptoms of DPNP vary according to the class of sensory fibers involved. Large nerve fibers are damaged later than small nerve fibers [8]. Pinprick test may be used to assess small nerve fiber function and SWME, while 128-Hz tuning-fork and ankle reflex tests may be used to assess large nerve fiber [6]. In patients with DPNP, up to 50% of patients may experience symptoms of DPNP, whereas the rest are asymptomatic [6]. Diabetic patients with long duration are frequently asymptomatic with elevated pain threshold [9]. Therefore, it is necessary to identify the clinical risk factors according to the presence of DPNP or neuropathic symptoms and to find individualized diagnostic strategies based on clinical risk factors.
Thank you again for your interest in our study and thoughtful comments.
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