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" Drug Induced Liver Injury (DILI) occurs due to hepatic
exposure to a synthetic or naturally occurring compound.

= DILI can be divided into two subtypes based on different
pathophysiologic mechanisms: intrinsic and 1diosyncratic

= Ezetimibe is a commonly prescribed 2™ line agent for
achieving reduction of LDL levels 1n patients with
hyperlipidemia and can lead to an 1diosyncratic DILI

* Inrare cases, idiosyncratic DILI can cause seropositivity
and act as a mimic to autormmune hepatitis

Case Presentation

A 67 year-old man with a history of Hashimoto’s thyroiditis
presented with abdominal pain, “dark” urine, and fatigue.

Clinical Course:

HPI: Admitted for abdominal pain, dark urine and fatigue.
Prior to admission he had been out hunting and had a stable
medication regimen aside from recently starting ezetimibe 6
weeks prior.

Vitals/Physical Exam:

- Afebrile, hemodynamically stable, no vital sign
abnormalities

- Exam with mild tenderness to palpation in RUQ

Lab Values:

- Imitial liver function tests (LFT) were significantly elevated
compared to baseline

- Urinalysis negative for blood or bacterial byproducts.

- Chronic liver disease (ceruloplasmin, iron panel, ETOH
level, lipid panel)

- Infectious causes (Hep A, B, C, D, E, EBV, CMYV, HSV)

- Autoimmune serologies can be seen 1n Table 3.

Imaging:

-  RUQ Ultrasound: Negative for hepatic lesions, intrahepatic
biliary dilation, or cholelithiasis. Portal, hepatic and splenic
velns are patent.

-  CT Abdomen: Mildly nodular liver without enlargement, no
intrahepatic ductal dilatation, no pancreatic abnormalities

ANA
- Full diagnostic work-up obtained and were negative such as: 1-32() (elevated)

Figures

Types of Drug-Induced Liver Injury (DILI)

» Ezetimibe 1s a less common cause of 1diosyncratic DILI with
~4 other cases 1n the literature.
" [diosyncratic DILI 1s often asymptomatic and has a delay

Intrinsic [diosyncratic between toxin exposure and onset of liver injury (latency

period).

Time of Onset Immediate Delayed (Latency Period) = The liver plays an important immunologic role and this makes
it susceptible to developing autormmunity via a hapten-like

Reproducible? Yes No effect. . - .

" Seropositive 1diosyncratic DILI can mimic autoimmune
hepatitis.
Dose-Responsive? Yes No = Removal of the suspected offending agent with improvement

Liver Function Tests

of LFTs 1s one method of distinguishing between DILI and
autoimmune hepatitis

Baseline On Admission 1 Week Post- 2 months Post-
Discharge Discharge learnin g Points
AST 43 2159 712 37 M .
AT T 14 2011 1998 79 . Ezet.lmlbe 1s a less common off.en.der In cases of DILI
, and 1s a commonly prescribed lipid lowering
Alkaline )3 245 240 4 medication for patients that are refractory to statin
Phosphatase therapy.
Total Bilirubin 1.3 2.7 2.1 1.1 » DILI can cause an autoimmune-like hepatitis that is
Total Protein 7.6 7.6 7.0 3.0 difficult to distinguish from true primary autoimmune
Albumin 4.3 3.5 3.5 4.4 hepatitis.

Autoimmune Serologies (on admission)

IeM
56 Increase.

ASMA
1:320 (elevated)

IgA
109

IgG
516

Hospital Course Overview:

- Admitted for abdominal pain, dark urine and malaise and found to have significant LFT
elevations with elevated autormmune serologies in the setting of recent initiation of ezetimibe

therapy.

- Full diagnostic work-up mostly unremarkable aside from elevated autoirmmune serologies (see

table above).

- RUCAM score of 10 indicated “highly probable” causal relationship between ezetimibe and liver

Injury.

- LFTs improved prior to discharge and had returned to baseline at subsequent hepatology clinic

VISItS.

" Current guidelines recommend against serial LFT
monitoring for patients on statin therapy but obtaining
LFTs during the latency period could be clinically
useful 1f incidence of ezetimibe related DILI were to
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