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NAME:
Cilostazol Oral Tablets
 
SYNONYM:
Pletal( (Otsuka America Pharmaceutical, Inc.)
 
USES:
Appropriate indications:
1.  Use in patients for the reduction of symptoms of intermittent claudication (Type II peripheral vascular disease [PVD]).
 
Inappropriate indications:
1.  Contraindicated in patients with:
a.        Any degree of congestive heart failure.  Cilostazol and several of its metabolites are inhibitors of phosphodiesterase III.  Though cilostazol has not been associated with an increase in mortality or morbidity in patients with congestive heart failure, drugs with a similar mechanism of action were shown to decrease survival compared to placebo in patients with NYHA Class III-IV congestive heart failure.
b.       Known hypersensitivity to any part of the product.
2.
Use in patients with neurogenic claudication.
 

FORMULARY RESTRICTIONS:
1.
 Non-Formulary.
2.
Restricted to usage criteria.

3. Restricted to the treatment of type II PVD as documented by vascular testing or appropriate clinical evaluation.  This documentation can include non-invasive testing or other accepted means.

a. Non-invasive vascular testing (vascular laboratory assessment):

i. Ankle-brachial index (ABI) < 0.90

ii. ABI 0.91 – 1.30, at rest, but decreased ABI after treadmill test.

b. ABI >1.30 with abnormal pulse-volume recording, toe-pressure measurement or duplex ultrasonographyArteriography, with demonstration of PVD.

c. Clinically documented PVD.

i. History of surgical or endovascular treatment of PVD.

ii. Staff vascular surgeon documentation of intermittent claudication and PVD.

d. Treadmill examination (if available) or other walking distance measurement is required to measure absolute claudication distance (ACD), and should be repeated at 6 months to determine response to therapy. 

 
DRUG THERAPY SELECTION:
Efficacy:

Cilostazol is a phosphodiesterase III inhibitor that leads to reversible inhibition of platelet aggregation and vasodilation.  The mechanism by which cilostazol provides clinical benefit is not well understood.  However, cilostazol has been shown to significantly increase the absolute claudication distance (ACD: maximal walking distance) and the initial claudication distance (ICD: pain-free walking distance) in patients with symptomatic intermittent claudication compared to placebo and pentoxifylline.

A review of eight clinical trials designed to evaluate the efficacy of cilostazol 50mg bid, 100mg bid, or placebo in patients with stable intermittent claudication reveals a statistically significant range of improvement from 28% to 100% in the cilostazol groups.  Efficacy was determined primary by the change in maximal walking distance on one of several standardized exercise treadmill tests (expressed as the percent mean change from baseline).

The corresponding changes in the placebo groups were –10% to 30%.

Safety:
1.
Cilostazol has been well tolerated in clinical trials.  The most frequently reported adverse events with 100mg BID were headache (34%, placebo 14%), diarrhea (19%, 7%), abnormal stool (15%, 4%), dizziness (10%, 6%), and palpitation (10%, 1%). The only adverse event resulting in discontinuation of  >3% of patients treated with cilostazol was headache, which occurred with an incidence of 3.5% for cilostazol 100mg BID and 0.3% for placebo treated patients.
 

Cost:
Cilostazol 50mg or 100mg tablets #60   $58.05
 Drug Regimen


Monthly Cost
Annual Cost
Cilostazol 100mg BID
$58.05

$696.60
Cilostazol 50mg BID

$58.05

$696.60
Pentoxifylline 400mg TID  
$7.20

$86.40
 
DUPLICATIVE THERAPY:
Pentoxifylline is FDA approved for the treatment of symptoms of intermittent claudication.  Because it has a different mechanism of action than cilostazol, theoretically there could be added benefit of combination therapy.  However, this has not been studied.

RISK FACTOR REDUCTION:

The mainstay of therapy for peripheral arterial occlusive disease is risk factor reduction by the following mechanisms:

Smoking cessation

Increased physical activity

Aggressive lipid management

Aggressive hypertension management

Aggressive diabetes management

 
DOSING:
The recommended dose of cilostazol is 100mg BID taken at least half an hour before or two hours after breakfast and dinner.

2.
A dose of 50mg BID is recommended during co administration of CYP3A4 inhibitors such as ketoconazole, itraconazole, erythromycin, and diltiazem and during co administration of inhibitors of CYP2C19 such as omeprazole.  
3.
Patients should be advised to avoid grapefruit juice since CYP3A4 is inhibited by grapefruit juice. 
4.
No dosage adjustment is necessary for elderly patients, patients with mild hepatic impairment or patients with mild to moderate renal impairment.  
5.
Severe renal disease increases metabolites and alters protein binding.  Patients with moderate or severe hepatic impairment have not been studied.  Caution is recommended in these populations.
DRUG-DRUG INTERACTIONS:
     1.
Cilostazol is extensively metabolized by cytochrome P450 enzymes.  Caution should be exercised when co administering cilostazol with inhibitors of CYP3A4 or CYP2C19.  Erythromycin and diltiazem, strong CYP3A4 inhibitors, increased plasma concentrations of cilostazol by 73 and 53%.  Other strong inhibitors of CYP3A4  such as ketoconazole, itraconazole, fluconazole, miconazole, fluvoxamine, fluoxetine, nefazodone and sertraline have not been studied in combination with cilostazol, but are thought to increase plasma levels of cilostazol and metabolites more strongly than erythromycin.  Omeprazole, a potent inhibitor of CYP2C19, increased systemic exposure by 69%. 

     2.
Cilostazol does not appear to inhibit CYP-450 isoenzymes 3A4 or 2C19.  A single dose of lovastatin 80mg with cilostazol at steady state did not significantly affect lovastatin levels or metabolism.     

     3.
Cilostazol did not inhibit the metabolism or pharmacologic effects of warfarin after a single dose of 25mg warfarin:  long-term effects of chronic dosing are unknown. 

     4.
Co administration of aspirin with cilostazol did not significantly affect PT, APTT, bleeding time or platelet aggregation. The incidence of bleeding in patients taking cilostazol with aspirin compared to patients taking placebo with aspirin was similar.  Effects of long-term administration are unknown.

     5.
The safety of co administration of cilostazol with other antiplatelet agents such as clopidogrel or ticlopidine has not been studied.  Therefore concomitant use of these drugs should be done with caution.

 
LABORATORY INTERACTIONS:
     1.
Decreased serum triglycerides and increased serum HDL-C by 15% and 10%, respectively.
 
RECOMMENDED MONITORING:
     1.  Treadmill examination (if available) or other measure of absolute claudication distance (ACD) at baseline and at 6 months.  Reassessment of response to therapy is required every 6 months. 
 
THERAPEUTIC OUTCOME MEASURES:
1. Cilostazol should be discontinued in those patients who do not demonstrate an improvement in their walking ability at 6 months and beyond.

      2.    Improvement in quality of life/physical functioning.
 
SAFETY/ADVERSE EFFECTS:
     1.      Signs and symptoms of congestive heart failure.
     2.      Headache, diarrhea, abnormal stool, dizziness, and palpitation.
     3.      Signs and symptoms of abnormal bruising or bleeding.
 
