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Withdrawal of Cerivastatin Revealed a Flaw of
Post-marketing Surveillance System in the United States

Mitsuo Saito”, Mutsuko Hirata-Koizumi,
Shinji Miyake, Ryuichi Hasegawa

Cerivastatin, a lipid-lowering agent, was voluntarily withdrawn from the market because of high risk of
rhabdomyolysis when used as monotherapy and as comedication with fibrates, especially gemfibrozil.
Thereafter, investigators found a five-fold increase in the area under the curve (AUC) when cerivastatin was
used as comedication with gemfibrozil and theorized that the increase was associated with inhibition of the
hepatic uptake and metabolism. By contrast, a number of pharmacoepidemiological investigationsC one of
which involved evaluation of the Food and Drug Administration (FDA) database for suspected adverse drug
reactions and 11 cohort studies of statin and fibrate users in United Statesl showed the risk of rhabdomyolysis
to be greater in cerivastatin than in other statins used in either monotherapy or in comedication with fibrates,
especially gemfibrozil.

This incident regarding risk of rhabdomyolysis in cerivastatin monotherapy was taken to court in the United
States and unpublished company (manufacturer of cerivastatin) documents were opened. The incident was then
analyzed and discussed in the Journal of American Medical Association (JAMA) as a concern of the current
US post-marketing surveillance system. The company’s action and timing were judged and found to be
inappropriate (although companies of this sort generally have insurmountable conflicts of interest), and the
work of the US regulatory system and funding for post-marketing safety management were found to be
insufficient. On the basis of the current situation, the authors and editors recommend further improvement of
post-marketing regulations including the establishment of an independent drug safety board to oversee post-
marketing surveillance.

Among the opened, unpublished data, was the finding that cerivastatin obviously induced myopathy in a
dose-dependent manner when administrated as monotherapy. As for other statins, only limited data was
available for the relationship between the dosage and the rate of myopathy. For the safety use of statins, this
should be clarified by proper surveillance system.
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Table.l Reported Cases of Fatal Rhabdomyolysis by Statin, Numbers of Prescriptions, Reporting Rate per
Million Prescriptions, and Relative Reporting Rate for Cerivastatin vs Each of the Other Statins”

Atorvastatin Fluvastatin Lovastatin Pravastatin Simvastatin Subtotal of Cerivastatin

Calcium Sodium Sodium All Statinst Sodium
Date approved 12/17/96 12/31/93 8/31/87 10/31/91 12/23/91 6/26/97
Prescriptions, No 140,360,000 37,392,000 99,197,000 81,364,000 116,145,000 474,458,000 9,815,000
No. of cases 6 0 19 3 14 42 31
Rate per million 0.04 0 0.19 0.04 0.12 0.09 3.16
Prescriptions
RRR(95% Cl) 74(30-217) .(>30) 16(9-31) 86(27-438) 26(14-53) 36(22-58)

Abbreviations: Cl, confidence interval; RRR, relative reporting rate for cerivastatin compared with each of the other statins or all other statins
combined. Ellipses indicate that 0 events for fluvastatin means that 1 dividing by 0 results in an undefined number; thus, 30 represents the lower

95% CI.

Y0 Includes US cases reported to the Food and Drug Administration before June 26, 2001. Data are from Staffa et al*>".

1 O Subtotal data do not include cerivastatin.
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Table.2 Cases of Statin-Associated Rhabdomyolysis by Drug Reported to the Food and Drug Administration
Adverse Event Reporting System (October 1997 to December 2000)"

No. (%) of CasesT

Atorvastatin Fluvastatin

Pravastatin Cerivastatin

i i i Total
Calcium T O R ota
Fibrate coprescription
With 13(5.2) 2(0.8) 2(0.8) 8(3.2) 23(9.3) 200(80.6) 248(100)
Without 73(13.9) 8(1.5) 30(5.7) 62(11.8) 164(31.3) 187(35.7) 524(100)
Total 86(11.1) 10(1.3) 32(4.1) 79(9.1) 187(24.2) 387(50.1) 772(100)
Y0 Data are from Fisher et al**"
t O Percentages may not sum to 100 due to rounding.
Table.3 Description of Inception Cohorts for Patients Using Statin and Fibrate Drug Therapy
Statins Fibrates
Atorvastatin  Cerivastatin ~ Fluvastatin  Lovastatin ~ Pravastatin ~ Simvastatin Gemfibrozil Fenofibrate
N=130,865 N=12,605 N=4,706 N=1,207 N=35713 N=46,799 N=14,677 N=5,808
Person-years, No
Monotherapy 129,367 7,486 3,292 33,149 40,940 8,102 2,529
Co-medication 2,664 89 25 543 552 2,512 905
Rhabdomyolysis cases, No
Monotherapy 7 4 0 0 2 3 0
Co-medication 1* 67 0 0 1% 411 1*

“0 One patient was included in both the atorvastatin and fenofibrate combination therapy inception cohorts.
t O Three patients were included in both the cerivastatin and gemfibrozil combination therapy inception cohorts.
F O One patient was included in both the simvastatin and gemfibrozil combination therapy inception cohorts.
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