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Kampo-medicine has become popular in Japanese medical practice combined with western medicine. For example,
Daikenchu-To for intestinal obstruction after surgical operation, Shakuyakukanzo-To and Goshajinki-Gan for anti-
cancer agents-induced neuropathy, and Yokkan-San for behavioral psychological symptoms of dementia are alterna-
tively used in addition to conventional treatments in Japan. However, combined use of Kampo-medicine and western
medicine may cause unexpected adverse events including undesirable drug-drug interactions because Kampo-medicine
was not originally developed to be used with western medicine. Although adverse effects of Kampo-medicine are rare
compared with those of western medicine, severe events such as liver dysfunction and interstitial pneumonia have been
reported in increasing trends. Medical staff including pharmacists, therefore, should be aware of the onset of adverse
events before the patients’ symptoms become severe. Several adverse effects are caused by chemical constituents such as
glycyrrhizin in licorice for pseudoaldosteronism and geniposide in Gardeniae fructus for mesenteric phlebosclerosis. To
understand the adverse effects of Kampo-medicine, pharmacists should learn trends in current medication as well as
pharmacology and toxicology of the chemical constituents in pharmacognosy. These issues should also be addressed in

educational materials for students of clinical pharmacy and pharmacy practice.
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Fig. 1. A Questionnaire Survey for the Use of Kampo-medicines in Physicians
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Table 1. Kampo-medicines in Relief System for Drug-Induced Adverse Events?
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a The data reported to PMDA in 4/2014.

Table 2. Revision of the Package Insert of Kampo-medicines in 2010-2014

Years Kampo-medicine Classification Side effects
2014 Yokkan-san Severe side effects Heart failure, Rhabdomyolysis
Inchinkoh-to Severe side effects Mesentery phlebosclerosis
2013 Ohrengedoku-to Severe side effects Mesentery phlebosclerosis
Kamishoyoh-san Severe side effects Mesentery phlebosclerosis
Shinniseihai-to Severe side effects Mesentery phlebosclerosis
Ryutanshakan-to Severe side effects Interstitial pneumonia
2012 Daikenchu-to Severe side effects Interstitial pneumonia
Sairei-to Severe side effects Severe hepatitis
2011 Hangekohboku-to Side effects Hypersensitivity
Sanbutuougon-to Side effects Hypersensitivity
Shakuyakukanzo-to Severe side effects Interstitial pneumonia
Gorin-san Severe side effects Interstitial pneumonia
Unsei-in Severe side effects Interstitial pneumonia
Sanohshashin-to Severe side effects Interstitial pneumonia, Liver injury, Jaundice
2010 Yokkan-san Severe side effects Interstitial pneumonia, Liver injury, Jaundice
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Table 3. Side Effects of Chemical Constituents of Herbs?
Herbs Constituents Action Symptoms Notes
Ephedra ephedrine Adrenergic insomnia, palpitation, tachycardia,  cardiovascular disease, elder patients,
effects hypertension, perspiration, difficult  concomitant with adrenergic drugs
urination
Licorice glycyrrhizin potassium psudoaldosteronism (hypokalemia, concomitant with diuretics or glycyr-
excretion myopathy, hypertension) , rhab- rhizin products
domyolysis
Aconitum aconitine Neurotoxin palpitation, rush of blood to head, = Aconitum poisoning
mesaconitine nausea, tongue numbness
Rhubarb anthraquinone catharsis diarrhea, abdominal pain
Mirabilite Na,SO, catharsis diarrhea, abdominal pain
Sinomenium stem  aristolochic acid kidney renal dysfunction, renal failure
Akebia stem injury
Gardenia fruit genipine unknown mesentery phlebosclerosis (abdomi- long term administration (5 years<()

nal pain, nausea, diarrhea etc.)

a Modification of Nyumon Kampo Igaku (Nankodo).
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Fig. 2. Change in the Drug Sales and Occurrence of Side Effects in Yokkan-san
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Table 4. Glycyrrhizin Related Side Effects?

Number of Shakuyakukanzo-to Shoseiryu-to Hangeshashin-to Yokkan-san

side effects (6.0g)" (3.0g)° (2.5¢g)° (1.5 g)®
Total 203 31 25 48
Psudoaldosteronism 41 0 0 8
Hypokalemia 65 3 1 15
Myopathy 10 0 1 0
Rhabdomyolysis 21 1 0 2
Glycyrrhizin related 137(68%) 4(13%) 2(8%) 25(52%)

a The data were reported to PMDA in 2005-2010. ® Extracts contents of Glycyrrhizae glabra.
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