Lenvatinib P Recommendations’

If proteinuria 2 2+

on urine dipstick  _ Withhold _, When proteinuriais Resume lenvatinib

—

Obtain a 24-hour lenvatinib <2 g per 24 hours at reduced dose
urine protein sample

Monitor for proteinuria
prior to inifiating and —
periodically during tfreatment

Permanently Nephrotic syndrome: a disorder characterized by symptoms that
discontinue for include severe edema, proteinuria, and hypoalbuminemia; it is
nephrotic syndrome indicative of renal dysfunction

1. Lenvima® [package insert]. Nutley, NJ: Eisai Inc.

Proteinuria Management and Dose Adjustments for HCC

Management of Proteinuria

For any
proteinuria 22+
on urine dipstick testing

v |
v v

If If

Proteinuria
24-nour urine collection

24-hour urine collection for
total protein obtained as soon

as possible, within 72 hours Grade 1 or Grade 2 Grade 3
v v
v l v Lenvatinib freatment was Lenvatinib freatment was
Protein-creatinine ratio test o continued at the same dose interrupted
Proteinuria was graded
WO perfqrmed o the based on 24-hour urine *
24-nour unne sample as collection according to Proteinuria resolved fo
soon as possible, within 72 CTCAE v4.0 Grade 0-2 or baseline

nours

v v

If initial episode If subsequent increase
It of proteinuria INn level of proteinuria
proteinuria 22+ was detected on urine dipstick testing
proteinuria was monitored * *
every 2 weeks (or more frequently as clinically indicated) Lenvatinib Lenvatinib
until proteinuria was 1+ or negative on urine dipstick administration was administration was
testing for 3 consecutive months restarted at the same restarted at one dose
dose level lower

1. Protocol EZ7080-G000-304; 06 Jan 2014; Pages 8-11.
2. CSR E7080-G000-304; 24 May 2017; Pages 49-50.

Management of Proteinuria: Dose Reductions for Adverse Reactions

e Dose reductions occurred in succession based on the previous dose level

Recommended First dosage Second dosage Third dosage Fourth dosage
dose reduction to reduction to reduction to reduction to

Actual weight 12 mg 8 Mg 4 mg 4 mg | |
>60 kg once daily once daily once daily every other day Discussed with Sponsor
Actual weight 8 mg 4 mg 4 mg

<60 kg once daily once daily every other day ~ D'scussed with Sponsor

Proteinuria Management and Dose Adjustments for DTC

Management of Proteinuria

For any proteinuria 22+ Proteinuria
on urine dipstick tfesting 24-hour urine collection

v |
v v

24-hour urine collection for total protein If If
obtained as soon as possible, within 72 hours Grade 1 or Grade 2 Grade 3
Lenvatinib treatment was Lenvatinib freatment was
continued at the same dose interrupted

Proteinuria was graded based on 24-hour
urine collection according to CTCAE v4.0 v

Proteinuria resolved to
Grade 0-1 or baseline

If proteinuria 22+ was detected on urine dipstick festing *
proteinuria was monitored every 2 weeks (or more Lenvatinib administration
frequently as clinically indicated) until proteinuria was 1+ or was restarted at
negative on urine dipstick testing for 3 consecutive months one dose level lower

Management of Proteinuria: Dose Reductions for Adverse Reactions

e Dose reductions occurred in succession based on the previous dose level

Recommended First dosage Second dosage Third dosage Fourth dosage
dose reduction to reduction to reduction to reduction to

24 mg 20 mg 14 mg 10 mg
once daily once daily once daily once daily

Discussed with Sponsor

Eisai is unable to suggest individualized treatment approaches or provide advice or recommendations outside of the Pl
for the management of patients taking lenvatinib.



