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FDA Warns about Increased Risk of Muscle Injury with Zocor
Highest approved dose of cholesterol-lowering medication could cause harm to muscles

201156 H8H, FDARWRHEMAFMST80my, FHEIERTHES

FDA Drug Safety Communication: New restrictions,
contraindications, and dose limitations for Zocor (simvastatin) to
reduce the risk of muscle injury

http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm205215.htm
http://www.fda.gov/Drugs/DrugSafety/ucm256581.htm
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FDA Drug Safety Communication: Important safety label changes to
cholesterol-lowering statin drugs

Facts about sta
Safety Anncuncement

Additional Information for Patients

Additional Information for Healthcare Professionals © Aclass of prescription drugs used together with
Data Summary diet and exercise to reduce blood levels of low-
Lovastatin Dose Limitations density lipoprotein (LDL) cholesterol (“bad
References cholesteral”)

. == “ Marketed as single-ingredient products,

F H 3# including Lipitor (atorvastatiny, Lescol
1 A P n (fluvastatin}. Mevacor (lovastatin}, Altoprev
Safety Announcement (lo_vastatin'extended-release). Liva!o
[2-28-2012] The U S. Food and Drug Administration \pliisvastating, S vacnolntavastaing Session

(FDA) has approved important safety Iabel changes for {rosuvastatin} and Zocor (simvastatin)

A a2 “ Also marketed as combination products,
the class of cholesterol-lowering drugs known as including Advicor (lovastatin/niacin extended-
statins. These changes were made to provide the

public with more information for the safe and effective ielegse \SInEC s Einiac et enteds
Tl ey use of statins and are based on FDA's comprehensive SRR G Gl BB EE
review of the statin class of drugs (see Data Summary

below). The changes include the following:

Lonitoring Liver Enzymes

— Labels have been revised to remove the need for routine periodic Infographic About Cholesterol

1 * ] E%E*Eﬁh:ﬂu menitoring of liver enzymes in patients taking statins. The labels now and Statins
- HE l recommend that liver enzyme tests should be performed before starting

statin therapy and as clinically indicated thereafter. FDA has concluded
that serious liver injury with statins is rare and unpredictable in
individual patients, and that routine pericdic monitoring of liver enzymes
does not appear to be effective in detecting or preventing serious liver
injury.

Adverse Event Information

. - == E nicrmatiocn aboutthe potential for generally non-sericus and reversible
2 n I ETE}A*D Bgﬁ cognitive side effects (memaory loss, confusion, etc.) and reports of
- E increased blood sugar and glycosylated hemaoglobin (HbBA1C) levels

has been added to the statin labels. FDA continues to believe thatthe
cardiovascular benefits of statins ocutweigh these small increased
risks.

Interactions
— ~ The lovastatin label has been extensively updated with new

3 ﬁm*ﬁﬁ‘?m centraindications (situaticns when the drug should not be used} and
. - dose limitations when it is taken with certain medicines that can
increase the risk for muscle injury (see Lovastatin Dose Limitations
below).
Healthcare professionals should refer to the drug labels for the Iatest
recommendations for prescribing statins (also see Additional
Information for Healthcare Professionals below). Patients should

contact their healthcare professional if they have any questions or
concerns about statins.

http://www.fda.gov/Drugs/DrugSafety/ucm293101.htm
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FDA Drug Safety Communication: Important safety label changes to
cholesterol-lowering statin drugs

Monitoring Liver Enzymes

Labels have been revised to remove the need for routine periodic
monitoring of liver enzymes in patients taking statins. The labels now
recommend that liver enzyme tests should he performed before starting
statin therapy and as clinically indicated thereafter. FDA has concluded
that serious liver injury with statins is rare and unpredictable in
individual patients, and that routine pericdic menitoring of liver enzymes
does not appearto be effective in detecting or preventing serious liver
injury.
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http://www.fda.gov/Drugs/DrugSafety/ucm293101.htm
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FDA Drug Safety Communication: Important safety label changes to
cholesterol-lowering statin drugs

Adverse Event Information

Information about the potential for generally non-serious and reversible
cognitive side effects (memary loss, confusion, etc.) and reports of
increased hlood sugar and glycosylated hemaoglobin (HhA1C) levels
has been added to the statin [abels. FDA continues to believe thatthe
cardiovascular benefits of statins outweigh these small increased
rsks.

S — e

(R ESTEER i aes i =P S ESESEY HELes: 0E | Tk i G pea AR
SHEENER , MciZ7oRB. SiRERE , EARMAEFITEAMLISEH

(HbAlc)iKEFE, FDAZAIAA , (TR OI SRl KT X
= \: i ) 1

http://www.fda.gov/Drugs/DrugSafety/ucm293101.htm
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1. Orsi A, et al. Pharmacotherapy 2001; 21:767-769. 2. Wagstaff LR, et al. Pharmacotherapy 2003; 23:871-880.

3. Evans MA, et al. Pharmacotherapy 2009; 29:800-811. 4. Parker BA, et al. Pharmacotherapy 2010; 30(6):236e-240e.

5. Zamrini E, et al. Neuroepidemiology 2004; 23:94-98. 6. Zandi PP, et al. Arch Gen Psychiatry 2005; 62:217-224.

7. Zhou B, et al. Dement Geriatr Cogn Disord 2007; 23:194-201. 8. Jick H, et al. Lancet 2000; 356(9242):1627-1631.
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Lovastatin Dose Limitations
}Iireviﬁ lo!astgﬁn Iille! - Ngw lovastatin label
FDA Drug Safety Communication: Important safety label changes to . co;trammcatlea with lovastatin:
% . i ltraconazale * ltraconazole
cholesterol-lowering statin drugs P Kenndae [ Ketoconazole
® Enthromycin * Posaconazole
® Clarithromycin * Erythromycin
‘" Telithromycin 1 Clarithromycin
* HIV protease inhibitors [* Telithromycin
* Nefazodone [* HIV protease inhibitors
* Boceprevir
Drug Interactions - L. | N
The lovastatin 1abel has been extensively updated with new Do not exceed 20 mg lovastatin daily with: JAvoid with lovastatin:
contraindications (situations when the drug should notbe used) and | | * omerforstes b oo
dose limitations when itis taken with certain medicines that can sididasas b 30[?:;2;99” 20 mg lovastatin dallywih
increase the risk for muscle injury (see Lovastatin Dose Limitations e . oiezem
[ . o /erapamil
be|0W). Do not exceed 40 mg lovastatin daily with: Do not exceed 40 mg lovastatln daily with:
?‘ Amicdarone * Amiodarone
[ Verapamil — SN ——
A»md large quantmes of grapefrunt]mce (>1 quart Av0|d Iarge quantmes of grapefrumunce (>1 quart
\dally) idaily)

— —
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http://www.fda.gov/Drugs/DrugSafety/ucm293101.htm
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1. Lees RS, etal. N Engl J Med 1995; 333:664-555.
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Adverse Event Information

Information about the potential for generally non-serious and reversible cognitive side effects (such as Ry ST .

memoary loss and confusion) and reports of increased blood sugar and alycosylated hemoglobin levels has FDAW%’FA%’J I 1@:]'*2'5%3‘1'[;‘11“%59
been added to the statin labels. FOA continues to believe that the cardiovascular benefits of statins outweigh sy 2

these small increased risks. g KT XL g XL IS AN
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1.http://heart.dxy.cn/article/2012/02/29/19453 2.http://www.fda.gov/Drugs/DrugSafety/ucm293101.htm
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Table 14 Recommendations for the pharmacological
treatment of hypercholesterolaemia

Recommendations Class® | Level® Ref® \j\

Prescribe statin up to the
highest recommended dose,
or highest tolerable dose to
reach the target level.

15,16,17 ,7/

Statins should be considered
to slow the rate of kidney
function loss modestly

and thus protect against

the development of ESRD
requiring dialysis.

Since statins have a beneficial
effect on pathological

proteinuria (>300 mg/day) lla
they should be considered in
patients with stage 2-4 CKD.

V

LDL-C gk 5 4 i T 56 A i B 12 8 il 52 (1 ) W BR
o i RTAR R A B EE AR AE . R 2 M 3 R RE AR LDL-
C AT fnfe] , 9 348 R A AR IT 31557 48 LDL-C B E 2,07
mmol/ L{ 80 mg dL ) 1 T 25 8 2t £k 4R 25 B 30% ~ 40%
(2 S Sl 00 588 3 0 (e O ) ol 9 T - 65 . o i B R R
AR, BT T O R B e B X M B L T
o P S B S 2 A B T LR T DE PR R A . X
Fem 1925 FRE LDL-C 3§97, 1577 A8 % LDL-C <2. 59
mmol/L{ 100 mg/dl) o FFF o AT . (3) 6.0
TEHRT 0 0¥ R A B H AR LDL-C < 2,59 mmol/L (100
mg/dU) B, R R LDL-C B 00504 A I B4 205

oE 24 h PEETT MNE B GE LU AT S S . St
AR Bh Bk 5 5 HE I 68 0 S L E i S 1Y BkER TC F LDL-C
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fb; THHEF R T EEER SIIEERIE , MToFh
L RIIBETSTRERBER(la/ C) ; £F i
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2~AHiICKDEBENE{EAMT (1la/B)

FRERLA MBS E N ataraiEFIaRmE. 72
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T AR BiE

1. European Association for Cardiovascular Prevention & Rehabilitation, et al. Eur Heart J. 2011, 32(14):1769-818.
2. HEIR A IS EMaEEthIItSERES. REOMMEREIE. 2007, 35(5):390-419.
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