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FULL ARTICLE:

Dear Editor The Mediterranean dietary pattern is a well-established protective
factor against cardiovascular disease (CVD)'. However, very often it



is not sufficient and, in the treatment of dyslipidaemia in patients
with high cardiovascular risk, we often need to add 3-hydroxy-
3-methylglutaryl-coenzyme A (HMG-CoA) reductase inhibitors
(statins)2. Liver toxicity is a known but rare side effect of statins3,
and cross-reactivity among the different statins in the susceptibility
to liver injury has not been defined. Here we report a case of
atorvastatin-induced hepatitis, partially relapsed after rosuvastatin
assumption, in a patient tolerant to simvastatin.

Consent to publish this case was obtained from the patient.
Confidentiality and anonymity were assured. The study was
conducted in accordance with the Declaration of Helsinki.

A Caucasian woman aged 72 years, affected by high blood
pressure, dyslipidaemia, subclinical hypothyroidism and
osteoarthritis, was treated for several years with simvastatin 40 mg
qd. Because of an episode of atrial fibrillation (AF), treated with
ablation in 2016, she had also initiated therapy with warfarin and
flecainide 100 mg bid.

In September 2019 the patient was hospitalised for AF recurrence,
complicated by acute myocardial infarction, and she was treated
with angioplasty and coronary stenting. At discharge she was
prescribed apixaban 5 mg bid, acetylsalicylic acid 100 mg qd,
lansoprazole 15 mg qd, clopidogrel 75 mg qd, atorvastatin 40 mg
qd, olmesartan 40 mg qd, bisoprolol 2.5 mg qd and amlodipine

5 mg qd.

Several weeks later the patient started complaining of worsening
generalised itching, then skin jaundice appeared, and in October
2019 she was again admitted to the hospital. Laboratory analyses
revealed hepatic injury: total bilirubin (TB) 3.9 mg/dL, direct
bilirubin (DB) 2 mg/dL, alanine aminotransferase (ALT) 827 U/L,
aspartate aminotransferase (AST) 890 U/L, gamma-glutamyl
transpeptidase (GGT) 201 U/L.

At hospital the hepatic injury was diagnosed as an adverse side
effect of apixaban, which was stopped and substituted with
enoxaparin. Clopidogrel and atorvastatin were also discontinued
on a precautionary principle basis. Symptoms rapidly improved
and at discharge TB was 2.7 mg/dL, ALT 511 U/L, AST 380 U/L and
GGT 149 U/L.

A month after discharge the patient suspended enoxaparin and
started warfarin. Hepatic profile progressively improved until
normalisation (in January 2020 TB 1.2 mg/dL, DB 0.2 mg/dL, ALT 20
U/L, AST 24 U/L, GGT 18 U/L). In August 2020, statin therapy was
recommended because of the high level of low-density lipoprotein
(LDL) cholesterol (143 mg/dL): on 4 August a combination therapy
of rosuvastatin 20 mg qd and ezetimibe 10 mg qd was started.
Three days later the patient started to complain of itching again;
after a week, blood tests showed a slight increase of bilirubin (TB
1.49, DB 0.4 mg/dL) with normal levels of transaminases and GGT.
Statin therapy was immediately suspended, and cholestyramine
was prescribed, with fast improvement of itching. In the same
month, a therapy with ezetimibe 10 mg qd and food
supplementation with monacolin K was started, without side
effects. Blood tests performed three months later (November
2020) showed poor control of lipidic profile (total cholesterol

261 mg/dL, high density lipoprotein (HDL) cholesterol 59 mg/dL,
triglycerides 145 mg/dL, calculated LDL cholesterol 173 mg/dL),
thus simvastatin 20 mg was restarted at a dose of 20 mg/day, in
association with ezetimibe. The patient is currently tolerating this
treatment without adverse reactions such as itching. Blood tests
performed in February 2021 show an acceptable liver profile (TB
1.26 mg/dL, DB 0.22 mg/dL, ALT 9 U/L, AST 22 U/L, GGT 18 U/L), in
addition to an improved lipidic profile (total cholesterol

196 mg/dL, HDL cholesterol 55 mg/dL, triglycerides 136 mg/dL,
calculated LDL cholesterol 113.8 mg/dL).

Statins are generally well tolerated, and a mild elevation of serum
aminotransferases is reported in up to 3% patients within 1 year of
treatment#5. Thus, we consider our case report very rare and
interesting, because the patient underwent three switches from
one statin to another, showing different tolerance profiles: from
simvastatin (tolerated) to atorvastatin (cholestatic hepatitis after
several weeks), then to rosuvastatin (mild relapse of cholestasis
after a few days), finally back to simvastatin (tolerated) (Table 1).

In our opinion this reported case confirms the concept that,
regarding liver toxicity, single statins have different risk profiles.
The knowledge and trust generated by the repeated contact
between the patient and her general practitioner, typical of a rural
setting, supported the doctor's confidence in resuming statin
therapy in this problematic case.

Table 1: Statins - different levels of efficacy and liver toxicity

Period Type and dose of Itch and/or B DB AST ALT GGT T-Ch HDL-Ch LDL-Ch Trigl.
statin jaundice?

From 2016 Simvastatin 40 mg

September 2019 Atorvastatin 40 mg Yes 3.9 1.28 827 890 201

October 2019 (No statins) No 1.27 0.2 20 24 18 143

August 2020 Rosuvastatin 20 mg + Yes 1.49 0.4 18 15
ezetimibe 10 mg

September 2020 Monacolin K + No 23 15 261 59 145 173
ezetimibe 10 mg

February 2021 Simvastatin 20 mg + No 126 | 0.22 9 22 18 196 55 113 136
ezetimibe 10 mg

May 2021 Simvastatin 40 mg + No 1.33 0,24 21 15 20 183 60 99 116
ezetimibe 10 mg

ALT, aspartate aminotransferase. AST, alanine aminotransferase. DB, direct bilirubin. GGT, gamma-glutamyl transpeptidase. HDL-Ch, HDL-cholesterol. LDL-Ch, LDL-

cholesterol. TB, total bilirubin. T-Ch, total cholesterol. Trigl., triglycerides.

Cecilia Soavi, MD; Marcello Cavicchi, MD; Angelo Cavicchi, MD, AUSL Ferrara, Emilia Romagna Region, Italy



Ferdinando Petrazzuoli, MD, PhD, Department of Clinical Sciences in Malméo, Centre for Primary Health Care Research, Lund
University, Malmo, Sweden

REFERENCES:

3 de Denus S, Spinler SA, Miller K, Peterson AM. Statins and liver
toxicity: a meta-analysis. Pharmacotherapy. 2004; 24(5): 584-591.
DOl link, PMid:15162892

1 Georgousopoulou EN, Mellor DD, Naumovski N,
Polychronopoulos E, Tyrovolas S, Piscopo S, et al. Mediterranean
lifestyle and cardiovascular disease prevention. Cardiovascular
Diagnosis & Therapy 2017; 7(Suppl1): S39-S47. DOI link, 4 Beltowski J, Wojcicka G, Jamroz-Wisniewska A. Adverse effects of
PMid:28529921 statins — mechanisms and consequences. Current Drug Safety 2009;

2 Buono N, Petrazzuoli F, D'Addio F, Farinaro C, Soler JK. Audit of 4(3): 209-228. DOI link, PMid:19534648

cholesterol management among primary care patients in rural 5 Russo MW, Hoofnagle JH, Gu J, Fontana RJ, Barnhart H, Kleiner
southern Italy. Rural and Remote Health 2013; 13(4): 2225. DOI DE, et al. Spectrum of statin hepatotoxicity: experience of the
link, PMid:24289737 drug-induced liver injury network. Hepatology 2014; 60(2):

679-686. DOI link, PMid:24700436

This PDF has been produced for your convenience. Always refer to the live site https://www.rrh.org.au/journal/article/7276 for the

Version of Record.



