
*Ocrevus and Elevated Liver Enzymes*   

This article responds to your request for information on Ocrevus® (ocrelizumab) and elevated liver 
enzymes. 

In brief  

• There is no evidence to date to suggest a causal relationship between Ocrevus administration 
and elevated liver enzymes. 

 

Abbreviations 

ALT=alanine aminotransferase 

AP=alkaline phosphatase 

AST=aspartate aminotransferase 

GGT=gamma-glutamyltransferase 

IFN=interferon 

Ocrevus prescribing recommendations 

Ocrevus is a monoclonal antibody and is cleared via catabolism rather than hepatic metabolism. Elevated 
liver enzymes is not listed as an adverse event of Ocrevus in the prescribing information.1 There are no 
recommendations regarding withholding Ocrevus in a patient with elevated liver enzymes.1 

Elevated liver enzymes in Ocrevus clinical trials 

Management of elevated liver enzymes 

Patients were excluded from the pivotal clinical trials (OPERA I and II, and ORATORIO) if  AST or ALT 
levels were greater than or equal to twice the upper level of normal at baseline.  

If clinically significant deviations of laboratory values occurred, Ocrevus was withheld until the events 
resolved and laboratory values were within normal ranges.2,3 Table 1 details the reference and marked 
abnormality ranges as defined in the studies. 



Table 1. Overview of hepatic laboratory parameters in the studies4 

Laboratory parameter Reference range 
Marked 

abnormality range 
Direction of 

change 

Clinically relevant 
change from 

baseline 

ALT M: 0–55 U/L* 
F: 0–30 U/L† 

0–110 U/L Increase ≥50% 

AST M: 0–40 U/L* 
F: 0–25 U/L† 

0–80 U/L Increase ≥50% 

AP M: 0–115 U/L* 
F: 0–100 U/L† 

0–220 U/L Increase ≥50% 

Bilirubin (Total) 0–17 μmol/L* 0–34 μmol/L Increase ≥75% 

GGT    M: 0–94 U/L* 
F: 0–70 U/L† 

0–190 U/L Increase ≥50% 

 

Occurrence of elevated liver enzymes  

In the studies, the proportions of patients with marked abnormal hepatic laboratory values were generally 
low with Ocrevus and remained fairly constant during the controlled treatment periods.The most common 
clinically relevant laboratory abnormalities were increases in liver enzymes, including ALT and AST.4 

These increases were not accompanied by increases in bilirubin levels. There were no reports of Hy’s 
Law cases during the controlled treatment period. Most of the marked laboratory abnormalities were 
single occurrences and were not sustained or replicated.4 

Details related to liver function measures during the controlled treatment period of OPERA I and II and 
ORATORIO are presented in Tables 2. 

Table 2. Patients with clinically relevant abnormalities in liver function in OPERA I and II 
and ORATORIO studies4  

 

 

OPERA I and II ORATORIO 

Laboratory parameter IFN beta-1a 44 mcg 
(n=826) 

Ocrevus 600 mg 
(n=825) 

Placebo 
(n=239) 

Ocrevus 600 mg 
(n=825) 

ALT 17.7% 5.1% 7.5% 6.9% 

AST 10.1% 2.2% 3.3% 2.9% 

AP 0.4% 0.1% 0.8% 0.6% 

Bilirubin (Total) 0.1% 0.5% 1.7% 0.4% 

GGT 9.1% 4.3% 4.6% 6.9% 
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