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Abstract 

Diabetic nephropathy is among the main causes of end-stage renal disease worldwide. The mainstay of diabetic 

nephropathy has been the management of hyperglycemia, blood pressure, and proteinuria using hypoglycemic 

agents, angiotensin-converting enzyme inhibitors, and angiotensin receptor blockers. The utilization of traditional 

Chinese medicine to diabetic nephropathy has received increasing attention due to its wide availability, weak side-

effects, and proven therapeutic mechanisms and benefits. In this paper, we report the case of a 54-year-old patient 

with a 10-year history of diabetes, who showed a marked improvement in diabetic nephropathy on the 

administration of 7.5 g of Kangen-karyu extract per day. After 6 months, estimated glomerular filtration rate had 

increased from 95.8 to 104.2 ml/min/1.73 m
2
. Urinary protein and albumin levels decreased following 

administration. At that time, the somatic and subjective symptoms had partially disappeared. Herein, we present and 

discuss the evidence supporting the use and mechanism of Kangen-karyu extract against diabetic nephropathy based 

on the patient. 
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1. Introduction 

Diabetic nephropathy is one of the major microvascular complications of diabetes, and is among the main causes of 

end-stage renal disease worldwide [1]. Multiplication factors have been associated with the pathogenesis of diabetic 

nephropathy, including hyperglycemia-induced production of advanced glycation end products and reactive oxygen 

species [2]. A number of new therapies have been developed from experimental studies based on the pathogenic 

factors of diabetic nephropathy such as intensive glycemic control, precise hypertension control, renin-angiotensin-

aldosterone system blockade, lifestyle modifications, including exercise and energy-restricted diet, and numerous 

novel agents [3], but the rate of end-stage renal disease due to diabetic nephropathy still remains high in spite of the 

widespread application of numerous therapeutic approaches focusing on the management of factors mentioned 

above [4-6]. Therefore, interventions are urgently required to effectively delay the progression of diabetic 

nephropathy. 

 

Herbal medicines have gained significant importance over the last few decades, and the demand to use natural 

products for the treatment of diabetes is growing worldwide. However, the mechanisms of many plant species 

remain to be scientifically established, especially those with renoprotective effects [7]. Traditional Chinese medicine 

has also been used for a long time in the treatment of diabetes and its complications [8]. Traditional Chinese 

medicine has many advantages over conventional medical approaches for the prevention of diabetic complications 

because of reduced toxicity and/or side effects [9-11]. 

 

We have been investigating the multi-target therapeutic effects of traditional Chinese medicine for several human 

diseases using pre-clinical animal experiments. Kangen-karyu (Guan-Yuan-Ke-Li in Chinese), traditional Chinese 

herbal formula modified Kan-shin No. 2 (Guan-xin No. 2 in Chinese), was developed in Japan [12]. Kan-shin No. 2 

was originally formulated in traditional Chinese medicine to cure blood stasis, and it has been used to treat 

thrombosis, myocardial infarction, and cerebral infarction in China [13]. Kangen-karyu is composed of six herbal 

formulas (Salviae Miltiorrhizae Radix, Cnidii Rhizoma, Paeoniae Radix, Carthami Flos, Aucklandiae Radix, and 

Cyperi Rhizoma, as shown in Table 1), and has been clinically used as a treatment for cardiovascular disorders, 

including angina pectoris and cerebrovascular diseases. Many studies demonstrated that Kangen-karyu exhibited 

favorable biological activity such as anti-aging effects, platelet aggregation inhibition, hypertension suppression, 

anti-dyslipidemia, aiding the recovery of learning and memory impairment induced by senescence, neuroprotection, 

and an anti-dementia effect in animal experiments [14-21]. Although studies have proposed the pharmacological 

functions of Kangen-karyu to treat various diseases, we previously reported evidence supporting its preventive 

and/or therapeutic potential against diabetes-induced renal damage using db/db mice, a type 2 diabetic animal model 

[22-25]. The results of our previous study provide important evidence that Kangen-karyu exerts a renoprotective 

effect against the development of diabetic nephropathy. They also provide scientific evidence to demonstrate the 

efficacy of traditional Chinese medicine at multi-system levels. 
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On the basis of the findings obtained from these fundamental studies, we administered Kangen-karyu to a diabetic 

nephropathy patient, and evaluated its treatment-based usefulness. 

 

Common Name Botanical Name Family Name 

Salviae Miltiorrhizae Radix  Salvia miltiorrhiza BUNGE  Labiatae 

Cnidii Rhizoma  Cnidium officinale MAKINO  Umbelliferae 

Paeoniae Radix  Paeonia lactiflora PALLAS  Paeoniaceae 

Carthami Flos  Carthamus tinctorius L.  Compositae 

Aucklandiae Radix  Aucklandia lappa DCNE.  Compositae 

Cyperi Rhizoma  Cyperus rotundus L.  Cyperaceae 

 

Table 1: Composition of Kangen-karyu. 

 

2. Case Presentation 

A 54-year-old woman (weight, 90.0 kg; height, 164.2 cm) with diabetes mellitus, hypertension, dyslipidemia, and 

diabetic nephropathy presented at Shinseikai Toyama Hospital (Toyama, Japan). She was previously diagnosed with 

type 2 diabetes at another hospital, but had not received oral hypoglycemic agents from 2008 until 2016. Her 

hemoglobin A1c (HbA1c) levels were subsequently found to be poorly controlled and therefore insulin injection 

therapy was recommended. The patient subsequently modified her lifestyle and continues to take this medication. 

However, in March 2018, diabetic nephropathy corresponding to stage 2 chronic kidney disease (CKD) was detected 

in a routine medical checkup. She presented at our hospital on April 6, 2018, seeking to recover her functional level 

with herbal medicine. 

 

At present, HbA1c was 7.6%, showing poorly controlled blood glucose. The estimated glomerular filtration rate 

(eGFR) was 95.8 ml/min/1.73 m
2
 based on the Modification of Diet in Renal Disease (MDRD) equation [26], and 

this corresponded to a serum creatinine level of 0.51 mg/dl. The urinary protein and albumin levels were 103 and 

35.7 mg/g creatinine, respectively, indicating stage 2 CKD (Table 2). 

 

Parameter  Pre  Post 

HbA1c (%)  7.6 7.5 

Serum creatinine (mg/dl)  0.51 0.46 

eGFR (ml/min/1.73 m
2
)  95.8 104.2 

Urinary protein (mg/g creatinine)  103 26 

Urinary albumin (mg/g creatinine)  35.7 11.3 

 

Table 2: Laboratory data on administration of Kangen-karyu for 6 months. 
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Assessment of somatic and subjective symptoms involved completing a series of questionnaires at the beginning and 

the end of the study. The symptom checklist included the following symptoms: dizziness and palpitation, stiff 

shoulder and headache, coldness of the limbs and fatigability, mental stress, sleeping disorder, tension of the 

stomach and abdomen, pain, numbness of the waist and body, dark circles around eyes and lip symptoms, stains on 

face, aza skin, and tongue symptoms. The change in each symptom was assessed with a 3-point rating scale: 

“marked improvement” was 5 points, “improvement” was 4 points, and “slight improvement” was 2 points. The 

assessment of global improvement rating of subjective symptoms simply involved the addition of points. 

 

The patient continued to receive existing treatments: hypoglycemic agents (metformin: 750 mg/day, ipragliflozin: 50 

mg/day), an antihypertensive agent (termisartan: 20 mg/day), antilipidemic agent (atrovastatin: 5 mg/day), and 

antacid-laxative (magnesium oxide: 990 mg/day). In addition, Kangen-karyu extract (7.5 g/day) was administered 

three times a day until October 15, 2018. 

 

During the administration of Kangen-karyu extract, regular tests were performed to assess its effect on diabetic 

nephropathy. As shown in Table 2, eGFR was subsequently increased from 95.8 to 104.2 ml/min/1.73 m
2
 at the 6-

month follow-up. The urinary protein level decreased from 103 to 26 mg/g creatinine. Urinary albumin excretion 

also fell to 11.3 mg/g creatinine. Other parameters such as HbA1c, creatinine, and systolic and diastolic blood 

pressures showed slight differences in treatment with Kangen-karyu extract during the follow-up period (Table 2). 

At that time, the somatic and subjective symptoms such as stiff shoulder, headache, coldness of the limbs, and 

fatigability had disappeared. After 6 months, the score using the questionnaire had decreased from 45 to 35 at 

follow-up. There was, however, no significant change in the physical characteristics on the administration of 

Kangen-karyu, as shown in Table 3. 

 

Parameter  Pre  Post 

Body weight (kg)  90 89.6 

Soft lean mass (SLM) (kg)  48.6 48.3 

Skeletal muscle mass (SMM) (kg)  28.4 27.8 

Body fat mass (BFM) (kg)  38.4 38.3 

Body mass index (BMI) (kg/m
2
)  33.4 33.2 

Percent body fat (PBF) (%)  42.7 42.8 

Visceral fat area (VFA) (cm
2
)  179 181 

Systolic blood pressure (mmHg)  113 122 

Diastolic blood pressure (mmHg)  74 66 

 

Table 3: Physical characteristics on administration of Kangen-karyu for 6 months. 
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3. Discussion 

Diabetic nephropathy is a clinical syndrome characterized by the outbreaks of persistent albuminuria that should be 

confirmed on at least two occasions separated by 3-6 months, with a continuous decline in GFR, and increased 

arterial blood pressure. Microalbuminuria is considered the first sign indicating the onset of diabetic nephropathy 

[27]. The stages of CKD are mainly based on measured or eGFR. There are five stages, but the kidney function is 

normal in stage 1 and minimally reduced in stage 2 [26, 28, 29]. Treatment of diabetic nephropathy should be 

devised based on the clinical stage of the disease process. In the present case, the patient’s eGFR corresponded to 

stage 2 CKD, which was indicative of chronic renal failure. In spite of favorable glycemic control, blood pressure 

management, and lipid management, there was no improvement in the disease status. Therefore, the patient gave her 

consent to experimentally receive herbal medication to improve her condition. 

 

We chose Kangen-karyu extract for the following reasons. Kangen-karyu was developed by the modification of 

herbal constituents of Kan-shin No. 2 in Japan [12]. It has been clinically used as a treatment for cardiovascular 

diseases. Kangen-karyu has received much attention as a source of new therapeutic agents based on pre-clinical 

animal experiments related to various human diseases [14-21]. To add to these findings, we reported evidence 

supporting its preventive and/or therapeutic potential against diabetes-induced renal damage [22-25]. The 

administration of Kangen-karyu reduced the increased serum glucose level in type 2 diabetic mice, and decreased 

the elevated oxidative and inflammatory biomarkers in the serum and kidney. The increased serum creatinine and 

urea nitrogen levels, which reflect renal dysfunction, and renal structural changes, representing glomerular 

enlargement, were significantly improved by Kangen-karyu administration. The results of our previous study 

suggest that Kangen-karyu improves diabetes-induced renal damage through pleiotropic effects on the development 

of diabetic nephropathy. 

 

Diabetic nephropathy is among the main causes of end-stage renal disease [30]. Multiple factors such as metabolic 

and hemodynamic alterations, oxidative stress, activation of the renin-angiotensin system, and inflammation may 

interdepend on various levels, causing a progressive nephropathy [31]. In the present case, there was an 

improvement in diabetic nephropathy following the administration of Kangen-karyu extract for 6 months, although 

we cannot come to a conclusion on the pathway that was affected. Most notably, urinary protein and albumin levels 

were recovered by Kangen-karyu administration for 6 months to near-normal levels. eGFR increased to 104.2 

ml/min/1.73 m
2
 within the normal range. In addition, the score using the questionnaire was decreased during the 

follow-up. Herein, we present a therapeutic option of Kangen-karyu in the early phase of diabetic nephropathy. 

 

Because of the short follow-up period, administration of Kangen-karyu extract cannot be assured of the long-term 

effects of this patient on progressive nephropathy. However, this case provides strong evidence to support the 

administration of Kangen-karyu extract as a therapeutic agent to prevent the progression of diabetic nephropathy and 

improve the renal function, especially in the early stages of the disease. 
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Most traditional Chinese medicine treatments are formulated to contain a mixture of herbs to enhance the curative 

efficacy and also reduce the side-effects; it is relatively difficult to identify a single component of the formula that is 

the primary reason for the effectiveness of therapy against diabetic nephropathy. In summary, traditional Chinese 

medicine is widely applicable and good efficacy in the treatment of diabetic nephropathy. 

 

4. Conclusion 

We report evidence of use as an adjunctive therapy for Kangen-karyu in a patient with diabetic nephropathy 

corresponding to stage 2. Kangen-karyu exhibits good efficacy in the treatment of diabetic nephropathy. 

 

Conflict of Interest 

The authors declare that they have no competing interests. 

 

References 

1. Papatheodorou K, Papanas N, Banach M, et al. Complication of diabetes 2016. J Diabetes Res 2016 (2016): 

Article ID 6989453. 

2. Wolf G. New insights into the pathophysiology of diabetic nephropathy: from haemodynamics to 

molecular pathology. Eur J Clin Invest 34 (2004): 785-796. 

3. Lim, A. Diabetic nephropathy – complications and treatment. Int J Nephrol Renovasc Dis 7 (2014): 361-

381. 

4. Heerspink HJ, de Zeeuw D. The kidney in type 2 diabetes therapy. Rev Diabet Stud 8 (2011): 392-402. 

5. Fried LF, Emanuele N, Zhang JH, et al. Combined angiotensin inhibition for the treatment of diabetic 

nephropathy. N Engl J Med 369 (2013): 1892-1903. 

6. Yamout H, Lazich I, Bakris GL. Blood pressure, hypertension, RAAS blockade, and drug therapy in 

diabetic kidney disease. Adv Chronic Kidney Dis 21 (2014): 281-286. 

7. Grover JK, Vats V, Rathi SS, et al. Traditional Indian anti-diabetic plants attenuate progression of renal 

damage in streptozotocin induced diabetic mice. J Ethnopharmacol 76 (2001): 233-238. 

8. Tong XL, Dong L, Chen L, et al. Treatment of diabetes using traditional Chinese medicine: past, present 

and future. Am J Chin Med 40 (2012): 877-886. 

9. Shi X, Lu XG, Zhan LB, et al. The effects of the Chinese medicine ZiBu PiYin recipe on the hippocampus 

in a rat model of diabetes-associated cognitive decline: a proteomic analysis. Diabetologia 54 (2011): 1888-

1899. 

10. Wen X, Zeng Y, Liu L, et al. Zhenqing recipe alleviates diabetic nephropathy in experimental type 2 

diabetic rats through suppression of SREBP-1c. J Ethnopharmacol 142 (2012): 144-150. 

11. Zhao HL, Sui Y, Qiao CF, et al. Sustained antidiabetic effects of a berberine-containing Chinese herbal 

medicine through regulation of hepatic gene expression. Diabetes 61 (2012): 933-943. 

12. Makino T, Wakushima H, Okamoto T, et al. Pharmacokinetic and pharmacological interactions between 

ticlopidine hydrochloride and Kangen-karyu – Chinese traditional herbal medicine. Phytother Res 17 

(2003): 1021-1024. 



 

Arch Clin Med Case Rep 2019; 3 (5): 261-268    DOI: 10.26502/acmcr.96550089 

Archives of Clinical and Medical Case Reports    267 

13. Qin F, Huang X. Guanxin II for the management of coronary heart disease. Chin J Integr Med 15 (2009): 

472-476. 

14. Takahashi M, Sugaya K, Kubota K. Kangenkaryu prevents the decrease of cholinergic markers following 

the nucleus basalis magnocellularis lesion. Jpn J Pharmacol 60 (1992): 307-310. 

15. Gao M, Ikeda K, Noguchi T, et al. Studies on preventive effect of ‘Kangenkaryu’, Chinese herbal 

medicine, on stroke in SHR-SP. J Trad Med 18 (2001): 245-250. 

16. Makino T, Wakushima H, Okamoto T, et al. Effects of Kangen-karyu on coagulation system and platelet 

aggregation in mice. Biol Pharm Bull 25 (2002): 523-525. 

17. Yokozawa T, Cho EJ, Okamoto T, et al. Effects of Chinese prescription Kangen-karyu and its crude drug 

Tanjin on ageing process in rats. J Pharm Pharmacol 58 (2006): 1591-1599. 

18. Pu F, Kaneko T, Enoki M, et al. Ameliorating effects of Kangen-karyu on neuronal damage in rats 

subjected to repeated cerebral ischemia. J Nat Med 64 (2010): 167-174. 

19. Yamabe N, Kim HY, Kang KS, et al. Effect of Chinese prescription Kangen-karyu on lipid metabolism in 

type 2 diabetic db/db mice. J Ethnopharmacol 129 (2010): 299-305. 

20. Zhao Q, Yokozawa T, Yamabe N, et al. Kangen-karyu improves memory deficit caused by aging through 

normalization of neuro-plasticity-related signaling system and VEGF system in the brain. J 

Ethnopharmacol 131 (2010): 377-385. 

21. Noh JS, Park CH, Kim HY, et al. Chinese prescription Kangen-karyu prevents dyslipidaemia and oxidative 

stress in mouse model of type 2 diabetes. J Pharm Pharmacol 63 (2011): 111-119. 

22. Yokozawa T, Kim YA, Kim HY, et al. Protective effect of the Chinese prescription Kangen-karyu against 

high glucose-induced oxidative stress in LLC-PK1 cells. J Ethnopharmacol 109 (2007): 113-120. 

23. Yokozawa T, Park CH, Matsumoto K. Scientific evidence for therapeutic effects of Chinese prescription 

Kangen-karyu from pre-clinical animal experiments. Drug Discov Ther 11 (2017): 6-14. 

24. Park CH, Noh JS, Yamabe N, et al. Renoprotective effect of Kangen-karyu on the development of diabetic 

nephropathy in type 2 diabetic db/db mice. J Trad Med 27 (2010): 192-203. 

25. Okamoto T, Park CH, Noh JS, et al. Hepato-/reno-protective activity of Chinese prescription Kangen-karyu 

through inhibition of AGE formation and fibrosis-related protein expression in type 2 diabetes. J Pharm 

Pharmacol 63 (2011): 952-959. 

26. Botev R, Mallié JP, Couchoud C, et al. Estimating glomerular filtration rate: Cockcroft-Gault and 

Modification of Diet in renal disease formulas compared to renal inulin clearance. Clin J Am Soc Nephrol 

4 (2009): 899-906. 

27. Rudberg S, Osterby R. Diabetic glomerulopathy in young IDDM patients: preventive and diagnostic 

aspects. Horm Res 50 (suppl 1) (1998): 17-22. 

28. Nazar CMJ. Diabetic nephropathy; principles of diagnosis and treatment of diabetic kidney disease. J 

Nephropharmacol 3 (2014): 15-20. 

29. Saha TK, Bhattarai AM, Batra HS, et al. Correlation of microalbuminuria with estimated GFR (eGFR) by 

Cockcroft-Gault and MDRD formula in type 2 diabetics and hypertensives. Ind J Clin Biochem 30 (2015): 

271-274. 



 

Arch Clin Med Case Rep 2019; 3 (5): 261-268    DOI: 10.26502/acmcr.96550089 

Archives of Clinical and Medical Case Reports    268 

30. Navarro-González JF, Jarque A, Muros M, et al. Tumor necrosis factor- as a therapeutic target for 

diabetic nephropathy. Cytokine Growth Factor Rev 20 (2009): 165-173. 

31. Duran-Salgado MB, Rubio-Guerra AF. Diabetic nephropathy and inflammation. World J Diabetes 5 

(2014): 393-398. 

 

 

 

  

 

 

      

 

    This article is an open access article distributed under the terms and conditions of the  

     Creative Commons Attribution (CC-BY) license 4.0  

 

Citation: Kazuyuki Hiratani, Masahiro Shoji, Makoto Osanai, Liye Zhang, Chan Hum Park, Toshiki 

Natazuka, Takako Yokozawa. Treatment of Patient with Diabetic Nephropathy using Chinese Prescription 

Kangen-karyu. Archives of Clinical and Medical Case Reports 3 (2019): 261-268. 

 

http://creativecommons.org/licenses/by/4.0/

	Abstract
	Keywords
	Introduction
	Case Presentation
	Discussion
	Conclusion
	Conflict of Interest
	References
	Table 1
	Table 2
	Table 3
	Citation

