*|solated Bilirubin Elevation Associated with Alecensa*

This article responds to your request for information on Alecensa® (alectinib) and the management of
isolated bilirubin elevations.

In brief

e Bilirubin elevations associated to Alecensa is a very common adverse drug reaction and should be closely
monitored as biomarker of hepatotoxicity.

e Cases of isolated bilirubin elevations have been reported.

¢ Haemolytic anemia has been reported as ADR associated to Alecensa and could lead to isolated bilirubin
elevations.

e FDA has established recommendations for management of isolated bilirubin elevations

e Refer to the local Alecensa label for information on the management of Alecensa related adverse events.
Any deviation from this information is considered off-label and any treatment decisions based on such
deviations are the full responsibility of the prescribing physician.

Abbreviations

CTCAE = NCI Common Terminology Criteria for Adverse AST = aspartate aminotransferase
Events

ALT = alanine aminotransferase
ADR= adverse drug reaction

ULN= upper limit of normal

Bilirubin elevations associated with Alecensa

Incidence of bilirubin elevations

Bilirubin elevations are considered a very common adverse drug reaction (ADR) associated with
Alecensa,and cases include

e blood bilirubin increases

¢ hyperbilirubinaemia

e bilirubin conjugated increases and

e blood bilirubin unconjugated increases.

Bilirubin elevations were reported in 21% of Alecensa patients across clinical trials}(NP287612,
NP286732, BO28984*; n=405).



Monitoring bilirubin elevations

Label recommendations regarding bilirubin elevations associated with Alecensa are related to the
management of hepatotoxicity. Table 1 shows recommendations for monitoring liver function during
treatment with Alecensa, please refer to your local product label for further information.®

Table 1: Monitoring of liver function during treatment with Alecensa

The first 3 months... Thereafter...

Monitor ALT, AST, and total bilirubin at baseline and then | Monitor periodically, since events may occur later than 3
every 2 weeks. months, with more frequent testing in patients who
develop aminotransferase and bilirubin elevations.

Isolated bilirubin elevation associated with Alecensa

Incidence of isolated bilirubin elevations

Cases of bilirubin elevations without concurrent elevation of liver enzymes have been reported in the
clinical practice®’.

Causes of isolated bilirubin elevations

There are multiple causative factors of isolated bilirubin elevation and a differential diagnosis should be
performed.

Moreover, please be aware that haemolytic anemia is considered as an adverse drug reaction associated
with Alecensa. Cases of haemolytic anemia have been reported in clinicals trials and post-marketing
setting.>” Refer to your local label for more information on haemolytic anemia associated to Alecensa.

Management of isolated bilirubin elevation
Please refer to your local Alecensa label for further information.

There is no guidance regarding the management of patients who experience isolated bilirubin elevations
in the EMA label. The dose modification recommendations only cover total bilirubin elevations with
concurrent elevations of ALT and AST. The general guidance in case of severe adverse events is to
withhold Alecensa and resume at a reduced dose or permanently discontinue.?

However, the FDA label does provide recommendations for isolated total bilirubin elevations as described
in Table 2.

Table 2. Dose modification recommendations for isolated bilirubin elevations with
Alecensa treatment from the FDA label®

If... then...



Total bilirubin elevation of greater than 3 times ULN

Temporarily withhold until recovery to baseline or to less
than or equal to 1.5 times ULN, then resume at reduced
dose
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