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ABSTRACT

Rhabdomyolysis is the rare adverse effect of statin therapy. It is a condition characterized by the damage and breakdown of skeletal muscle. A 66
years old male patient was admitted to the hospital with the chief complaint of pain and weakness in both lower and upper limbs for five days and
was diagnosed with statin-induced rhabdomyolysis. The significance of statin-induced rhabdomyolysis in a patient with recent Hepatitis B related
Decompensated Chronic Liver Disease with portal Hypertension, and Severe Mitral Regurgitation is highlighted here. Based on this case report,
we recommend that clinicians should inform regular follow-up to the patients when prescribing statins.
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INTRODUCTION:

Statins are the class of lipid-lowering drugs that inhibits 3-Hydroxy-3-
Methylglutaryl Co-Enzyme A (HMG-COA) Reductase, an enzyme
necessary for cholesterol formation "', These are beneficial in both
primary and secondary prevention of ischemic heart disease. They are
generally well tolerated, excluding rare but potentially significant
adverse effects of elevated liver enzymes and skeletal muscle
abnormalities, which can vary from mild myalgia to life-threatening
Rhabdomyolysis *.

Rhabdomyolysis is a rare adverse effect of statin therapy “; it is a
condition characterized by skeletal muscle damage and breakdown
causes by skeletal injury and subsequent release of skeletal muscle
substance into the systemic circulation. Plasma contains various
intramuscular components, including creatinine phosphokinase
(CPK)". Creatinine Phosphokinase is greater than five times the upper
limit of normal in mild rhabdomyolysis; severe rhabdomyolysis is
associated with myoglobinuria and/or acute kidney injury. Clinically,
an increased CPK level is the primary marker used to diagnose
Rhabdomyolysis . Tt was suspected that myoglobin breakdown
products have a direct adverse effect on the renal system . This may
result in renal complications with Rhabdomyolysis. An etiological
factor that is greater than 10%of cases includes myalgia's, muscle
weakness, and dark urine '”. The incidence of statin-induced
rhabdomyolysis is low"” from all causes, at 1.6 per 1,000,000person
years, according to the USFDA's adverse event reporting system
database; rates of statin-induced rhabdomyolysis in statin prescription
range from0.3 to13.5 instances per 1,000,000",

Case Presentation:

A 66 years old male patient with a known history of Hepatitis—B
related Decompensated Chronic Liver Disease with Portal
Hypertension (Nov) and hepatic encephalopathy grade -2 (Dec) and
dyslipidemia( on simvastatin for 2 months) was admitted to the
hospital with the chief complaints of cramps like pain in both lower
limbs and proximal upper arms for five days, and with difficulty in
getting up from bed and moving around due to generalized weakness.
After that, he underwent series of investigations that showed elevated
CPK (59600) and creatinine (3.00mg/dl), metabolic acidosis and
hyperkalemia (5.9mmol/L), Mild hyperbilirubinemia with
SGOT/SGPT > 2:1, thrombocytopenia. All possible causes related to
rhabdomyolysis were ruled out. So, based on the investigations, it was
suspected that rhabdomyolysis was induced by statin therapy. As his
creatinine levels were elevated, and his urine output was reduced due
to acute kidney injury, one of the complications of Rhabdomyolysis.
Therefore, simvastatin was with drawn and started with multivitamins
and supportive medications and underwent SLED (Sustained Low
—efficiency dialysis). Then his body pains were improved, and his CPK
level was also come down to the normal range. While undergoing

dialysis, he was developed Massive per Rectum (altered fresh blood)
along with Hypotension; his condition has deteriorated, then shifted to
ICU, and he was succumbed to death due to an episode of Tachycardia
with Refractory hypotension.

DISCUSSION:

Statins are used to treat hypercholesterolemia as well as to prevent
cardiovascular disease ”. The cytochrome P450 enzyme system plays a
crucial role in the metabolism of statins . Statins, on the other hand,
increase the risk of myopathy, which leads to life-threatening
rhabdomyolysis. It is a rare side effect, which may lead to Acute Kidney
Injury; many other causes include drugs and toxins, hypo/hyperthermia,
infections, metabolic /mitochondrial myopathies, electrolyte imbalance,

endocrine problems and idiopathic kidney disease"”

According to Thomas.J.Kiernane. et al. reported, 85 years female with
renal impairment and hypothyroidism was started on a high dosage of
simvastatin(80mg) for better lipid treatment. She experienced
significant muscle weakness and laboratory findings of
rhabdomyolysis. Her simvastatin was then stopped to treat her
rhabdomyolysis. After five weeks, the renal, hepatic, and myalgia
symptoms subsided, and the patient was discharged with no long-term
problems. As seen in our case, there is no history of thyroid and
simvastatin dosage is 20 mg; he was at high risk due to multiple
complications and was succumbing to death"".

Konstantinos Koskinas.et al. reported a 70 years old female patient
with myalgia, primarily effecting upper and lower extremities, for few
days. She had been on simvastatin (40mg) for a year. Based on
pathogenesis and laboratory evaluation, she was diagnosed with statin-
induced rhabdomyolysis. Thus the simvastatin was withdrawn, her
vitals were stabilized, and she was discharged. The concerns with the
consequences were mentioned to her, and the condition was discussed
%), But, in our case, simvastatin dosage is 20mg.

Statins are generally well-tolerated, according to a clinical guideline
on their use and safety. Elevated liver transaminases (defined as three
times the upper limit of normal in most studies) occur in 0.5% to 2.0%
of clinical trial subjects and are dose-dependent, while myopathy and
muscle-related symptoms, as well as creatinine kinase (CK)
elevations, also causes for concern for clinicians "*. Although the exact
mechanism of statin-induced myopathy is unclear, individual genetic
susceptibilities and cytochrome P450 interactions are likely to play a
role ", However, in everyday clinical practice, the safety profile of
statins is not well known, as evidenced by the development of
rhabdomyolysis in patients moving from one statin to another.
Simvastatin is considered to be in the middle of the statin muscle
adverse effect spectrum when compared to other statins. It may induce
greater rhabdomyolysis than pravastatin or fluvastatin'* .
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Based on our knowledge, very less cases of rhabdomyolysis were
reported with simvastatin 20 mg. So, here we highlighted that statin-
induced rhabdomyolysis with a small dosage of simvastatin within
short period.

CONCLUSION:

Statins are safe and effective but result in rare side effects. There are
well known and widely used for hypercholesterolemia. Many of the
drugs have side effects as well as advantages. Rhabdomyolysis is one
of'the rare adverse effects of statin therapy, which leads to acute kidney
injury. Therefore, physician's while prescribing statins should inform
the patient on proper identification of the side effects and follow up for
review is necessary for any of the symptoms related to the condition.
Early diagnosis, dechallenge, appropriate therapy are all beneficial to
reduce the complications and morbidity.
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