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ABSTRACT

Drug-induced liver injury (DILl) has a low incidence of occurrence but it can cause serious
outcomes. The clinical presentations of DILI are variables ranging from asymptomatic individuals with mildly
elevated liver enzymes to fulminant liver failure leading to death. DILI can result from either intrinsic or
idiosyncratic mechanism. Exclusion of other possible etiologies according to the pattern of liver injury is
necessary for the diagnosis. Moreover, diagnostic algorithm namely the Rousel Uclaf Causality Assessment
Method (RUCAM) may be used as a tool to identify DILI in the suspected case. Discontinuation of the
suspected agent should be done as soon as DILI is detected. Management of DILI is usually symptomatic
treatment and identification of risk factors to prevent progression. Careful monitoring of alanine
aminotransferase serum level might be needed in some cases. The best way to prevent DILI is to educate
patients of the signs and symptoms of severe liver injury such as right upper quadrant abdominal pain,
nausea, vomiting and jaundice. This article describes the epidemiology, risk factors, clinical signs &
symptoms, causative drugs and assessment of DILI in order to assist the pharmacists in managing DILI.
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HEPATOCELLULAR TYPE CHOLESTATIC OR MIXED TYPE ASSESSMENT
1. TIME TO ONSET
Incompatible Reaction occurred before starting the drug or more Reaction occurred before starting the drug or more than
than 15 days after stopping the drug (except for 30 days after stopping the drug (except for slowly UNRELATED
slowly metabolized drugs) metabolized drugs)
Unknown When information is not available to calculate time to onset, then the case is Insuff. documented
SCORE
INITIAL TREATMENT SUBSEQUENT TREATMENT | INITIAL TREATMENT SUBSEQUENT TREATMENT (CIRCLE THE RESULTS)
-From the beginning of the drug
Suggestive 5-90 days 1to 15 days 5 to 90 days 1to 90 days +2
Compatible < 5or > 90 days > 15 days < 5or > 90 days > 90 days +1
-From cessation of the drug
Compatible < 15 days < 15 days < 30 days < 30 days +1
2. COURSE DIFFERENCE BETWEEN THE PEAK OF ALT (SGPT) AND | DIFFERENCE BETWEEN THE PEAK OF AP (or TB) AND
UPPER LIMIT OF NORMAL VALUES UPPER LIMIT OF NORMAL VALUES
After cessation of the drug
Highly suggestive Decrease more than 50% within 8 days Not applicable +3
Suggestive Decrease more than 50% within 30 days Decrease more than 50% within 180 days +2
Compatible Not applicable Decrease < 50% within 180 days +1
Inconclusive No information or Persistence or increase or no information 0
Decrease more than 50%, after the 30" day
Against the role of the drug Decrease < 50%, after the 30" day or recurrent Not applicable -2
If the drug is continued increase
Inconclusive 0
All situations All situations
3. RISK FACTORS Ethanol Ethanol or Pregnancy
Presence +1
Absence 0
Age of the patient more than 55 years +1
Age of the patient < 55 years 0
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| HEPATOCELLULAR TYPE CHOLESTATIC OR MIXED TYPE ASSESSMENT
4. CONCOMITANT DRUG (S)
None or no information or concomitant drugs with incompatible time to onset 0
Concomitant drug with compatible or suggestive time to onset -1
Concomitant drug known as hepatotoxin and with compatible or suggestive time to onset -2
Concomitant drug with evidence for its role in this case (positive rechallenge or validated test) -3
5. SEARCH FOR NONDRUG CAUSES
Group 1 (6 causes) =
RECENT VIRAL INFECTION WITH HAV (IgM anti- | ® All causes-groups | and Il-reasonably ruled out +2
HAV antibody)
or HBV (IgM anti-HBc antibody) or HCV (anti- | © '€ 6 causes of group I ruled out +
HCV antibody and ;ircumstantial arguments for | ¢ 5 or 4 causes of group | ruled out 0
non A-non B hepatitis);
BILIARY OBSTRUCTION (ultrasonography); e Less than 4 causes of group | ruled out -2
ALCOHOLISM
(AST/ALT> 2) ; ACUTE RECENT HYPOTENSION e Non drug cause highly probable -3
HISTORY (particularly if underlying heart
disease)
Group Il -
Complications of underlying disease(s); Clinical
and/or biological context suggesting CMV, EBV
or Herpes virus infection
6. PREVIOUS INFORMATION ON HEPATOTOXICITY OF THE DRUG
Reaction labelled in the product characteristics +2
Reaction published but unlabelled +1
Reaction unknown 0
7. RESPONSE TO READMINISTRATION
Positive Doubling of ALT with the drug alone Doubling of AP (or TB) with the drug alone +3
Compatible Doubling of ALT with the drugs already Doubling of AP (or TB) with the drugs already given at the time of the 1 reaction +1
given at the time of the 1" reaction Increase of AP (or TB) but less than N in the same conditions as for the first administration
Negative Increase of ALT but less than N in the -2
same conditions as for the first
Not done or not administration 0
interpretable Other situations Other situations
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