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2 Kyorin Pharmaceutical Co. , Ltd. 

PRECAUTIONS 
1. Careful Administration (This product should be 
administered with care in the following patients.) 

1) Patients under acute phase of cerebral infarction  
[The symptom may be exacerbated.] 
2) Patients with impaired hepatic function 
3) Elderly patients 
[See PRECAUTIONS 4.“Use in the Elderly” section ] 

2. Important Precautions  
1) In case of bronchial asthma 
Since this product does not ameliorate immediately the 
attack already evoked, patients should be informed well 
the nature of this product. 

2) The patients with bronchial asthma under long-term 
treatment with steroids 
Reducing the dose of steroids with this product should be 
made gradually under enough control. 

 
3. Adverse Reactions 

<At the end of the re-examination period> 
Adverse reactions to this drug, including abnormal 
laboratory tests, were observed in 507 (3.39%) of 14,968 
patients treated. The most freqently observed adverse 
reactions were anorexia in 87 patients (0.58%), nausea in 
84 patients (0.56%), increased AST(GOT) levels in 45 
patients (0.30%), increased ALT(GPT) levels in 53 patients 
(0.35%) and increased r-GTP levels in 54 patients (0.36%). 
1) Clinically significant adverse reaction 

(1) Thrombocytopenia 
Thrombocytopenia may occur. Patients must 
therefore be carefully monitored. If any of abnormal 
findings are observed, administration should be 
discontinued and appropriate therapeutic measures 
must be taken. 

(2) Hepatic dysfunction, Jaundice 
Hepatic dysfunction or jaundice with increased AST 
(GOT), ALT (GPT), Al-P, γ -GTP and/or total 
bilirubin may occur. Patients should be carefully 
monitored. If any symptoms are observed, 
administration should be discontinued and 
appropriate therapeutic measures must be taken. 

 
2) Other adverse reactions 

 5% >  

≥0.1% 

<0.1% 

Hypersensitivity 

symptoms* 

Rash Itching, etc. 

Psychoneurologic Dizziness, 

headache 

Tremor, insomnia, 

sleepiness, apathy, etc. 

Gastrointestinal Anorexia, 

nausea, 

vomiting, 

abdominal pain, 

dyspepsia 

Feeling of Enlarged 

abdomen, diarrhea, 

gastric ulcer, etc. 

Cardiovascular  Palpitation, orthostatic 

hypotension, hot 

flushes 

 5% >  

≥0.1% 

<0.1% 

Hematologic  Anemia, leukopenia 

Hepatic Elevation of 

AST(GOT), 

ALT(GPT), 

ALP, γ -GTP 

Elevation of total 

bilirubin 

Others  Malaise, tinnitus,  

facial edema, floating 

feeling, taste 

abnormality, etc. 

Note 
If any of these symptoms are observed, the drug should 
be discontinued. 

 
4. Use in the Elderly 

This product is metabolized mainly by the liver. Because 
there is a possibility of persistently elevated blood 
concentrations in elderly patients, who often have liver 
hypofunction, this product should be administered carefully 
with special attention to the dosage. 

 
5. Use during Pregnancy, Delivery or Lactation 

1) This product is not recommended to use in pregnant 
women or in women who may possibly be pregnant. 
[Retardation in the growth of newborn in laboratory 
animals (rats) caused by this product was reported. 1)2)] 
2) Use of this drug in lactating women is not recommended. 
[It was reported that this product was excreted into breast 
milk in animal studies (rats).3)] 

 
6. Pediatric Use 

The safety of this product in children has not been 
established. (There is insufficient clinical data in pediatric 
patients.) 

 
7.  Precautions concerning Use 

1) Precaution during oral administration 
Since this product is made as a sustained release 
preparation, the contents of capsule should not be taken 
out from capsule and dispensed. 

2) Precautions regarding dispensing 
For drugs that are dispensed in a press-through package 
(PTP), instruct the patient to remove the drug from the 
package prior to use.  [It has been reported that, if the 
PTP sheet is swallowed, the sharp corners of the sheet may 
puncture the esophageal mucosa, resulting in severe 
complications such as mediastinitis.] 
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4 Kyorin Pharmaceutical Co. , Ltd. 

2. For bronchial asthma 
1) Clinical pharmacological action 

(1) Amelioration of airway hypersensitivity 
Ibudilast was shown to ameliorate the airway 
hypersensitivity in asthmatic patients in provocation 
test with methacholine. 21) 

(2) Suppression of bronchial responses induced by 
antigen inhalation 
Ibudilast was observed to prevent the both immediate 
22) and delayed asthmatic responses 23) in bronchial 
asthmatic patients in provocation test with inhalated 
antigen. 

2) Basic pharmacological action 
(1) Inhibition of phosphodiesterase from eosinophil and 

bronchial smooth muscle  

Ibudilast inhibited the hosphodiesterase from guinea 
pig eosinophil and bovine bronchial smooth muscle. 
24) 

(2) Attenuation of airway hyperresponsiveness 
Ibudilast attenuated the airway hyper-responsiveness 
induced by PAF in guinea pigs.25) 

(3) Leukotriene/PAF antigonism 
Ibudilast selectively inhibited leukotriene D4 or PAF 
induced constriction in guinea pig tracheal muscle 
preparations, 26) 27) and in airway of anesthetized 
guinea pigs28) 29) or cats 30). Also, ibudilast inhibited 
the increment of vascular permeability induced by 
leukotriene D4 or PAF in guinea pigs 29). 

(4) Inhibition of leukotriene release 
Ibudilast inhibited leukotriene C4/B4 release from 
peripheral leukocytes from healthy volunteers or 
asthmatic patients. 31) 

(5) Inhibition of experimental asthma 
Ibudilast inhibited airway constriction in guinea pig 
and rat experimental asthmatic models. 32)  Inhibitory 
action of ibudilast was also significant in the 
experimental models strongly mediated by 
endogenous leukotriene. 28) 

(6) Promotion of secretion and mucociliary transport 
activity in airway tract 
Ibudilast was suggested to enhance secretion of 
respiratory tract fluid with lower viscosity in rats. 33)  
Also, ibudilast increased mucociliary transport 
activity in frog palatine mucosa. 34) 

 
PHYSICOCHEMISTRY 
Nonproprietary name: 

Ibudilast (JAN) 
Chemical name: 

1-[2-(1-Methylethyl)pyrazolo[1,5-a]pyridin-3-yl]- 
2-methylpropan-1-one 

Molecular formula: 
C14H18N2O 

Molecular weight: 
230.31 
 
 

 

Structural formula: 

 
Description:  
White crystalline powder. 
Very soluble in methanol, freely soluble in ethanol (99.5) or 
acetic anhydride and very slightly soluble in water. 
Melting point: 

54-58°C 
Partition coefficient: 

Organic phase Aqueous 
phase 

Partition coefficient 

1-Octanol Water 2.57×l03 

Chloroform Water 2.40×104 

(at 25ºC) 
 
PRECAUTIONS FOR HANDLING 
1. This product is designated drug. 
2. Expiration date: This product should be used before the 

expiration date specified on the package. 
3. Storage: This product should be stored at room temperature 

(1-30°C). 
 
PACKAGING 
KETAS Capsules 10 mg: 
PTP pack: Boxes of  

100 capsules (10 capsules × 10) 
500 capsules (10 capsules × 50) 
1000 capsules (10 capsules × 100) 
2100 capsules (21 capsules×100) 
in press-through packages. 

Bottles of 500 capsules. 
 
REFERENCES 
1) Imai S., et al., The Clinical Report, 20, 101 (1986) 
2) Imai S., et al., Administration study of Ibudilast during peri- 

and post-natal period and lactation period in rat (In-house 
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3) Takagi K., et al., Oyo Yakuri, 30, 967 (1985) 
4) Maeda S., et al., The Clinical Report, 23, 2349 (1989) 
5) Uchida H., et al., The Clinical Report, 19, 6220 (1985) 
6) Shinohara Y., et al., Neurological Therapeutics., 19(2), 177 

(2002) 
7) Fukuyama H., et al., Neurol. Res., 15, 169 (1993) 
8) Morimoto M., et al., Geriat. Med., 30(9), 1497 (1992) 
9) Murashima M., et al., J. New Remedies & Clinics., 40(1), 28 

(1991) 
10) Uchiyama S., et al., J. New Remedies & Clinics, 42(9), 

1868 (1993) 
11) Nomura K., et al., Jpn. J. Stroke, 27, 304 (2005) 
12) Gibson LCD., et al., Eur. J. Pharmacol., 538(24), 39 (2006) 
13) Ohashi M., et al., Arch. Int. Pharmacodyn.Ther., 280(2), 
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17) Nishimura H., et al., Stroke, 27 , 1099 (1996) 
18) Ohashi M., et al., Gen. Pharmacol., 17, 385 (1986) 
19) Tominaga Y., et al., Clin. Exp. Pharmacol. Physiol., 23, 

519 (1996) 
20)Yoshioka M., et al., Pharmacol. Res., 45(4), 305 (2002) 
21) Sakakibara H., et al., Jpn. Pharmacol. Ther., 13, 7469 

(1985) 
22) Kounou O., et al., Jpn. Pharmacol. Ther., 13, 7477 (1985) 
23) Adachi M., et al., Jpn. Pharmacol. Ther., 14, 1013 (1986) 
24) John E. S., et al., Br. J. Pharmacol., 111, 1081 (1994) 
25) Eda K., et al., Japan J. Pharmacol., 46(suppl.), 282 (1988) 
26) Nagai H., et al., Japan J. Pharmacol., 33, 1215 (1983) 
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REQUEST FOR LITERATURE SHOULD BE MADE TO: 
A request for in-house data mentioned in the References can 
also be made to the following.  
Kyorin Pharmaceutical Co., Ltd. Drug Information Center 
6, Kanda surugadai 4-chome, Chiyoda-ku, Tokyo 101-8311, 
Japan 
Tel. 0120-409-341 (Toll-free) 
9:00 to 17:30 (Monday through Friday excluding national 
holidays) 
 
Manufactured and marketed by: 
Kyorin Pharmaceutical Co., Ltd. 
6, Kanda surugadai 4-chome, Chiyoda-ku, Tokyo 101-8311, 
Japan 
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