


Adverse reactions, some of which can be serious or fatal, may occur with LENVIMA,
including hypertension, cardiac dysfunction, arterial thromboembolic events, hepatotoxicity, renal
failure or impairment, proteinuria, diarrhea, fistula formation and gastrointestinal perforation, QT
interval prolongation, hypocalcemia, reversible posterior leukoencephalopathy syndrome,
hemorrhagic events, impairment of thyroid stimulating hormone suppression/thyroid dysfunction,
impaired wound healing, osteonecrosis of the jaw, and embryo-fetal toxicity. Based on its
mechanism of action and data from animal reproduction studies, LENVIMA can cause fetal harm
when administered to a pregnant woman. Females of reproductive potential should be advised to
use effective contraception. Based on the severity of the adverse reaction, LENVIMA should be
interrupted, reduced, and/or discontinued. For more information, see “Safety Information” below.
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diarrhea (10%), hepatotoxicity (8%), fatigue (7%), lipase increased (5%), amylase increased (4%),
musculoskeletal pain (3%), hypertension (3%), rash (3%), acute kidney injury (3%), and
decreased appetite (3%). Fifteen percent (15%) of patients treated with LENVIMA in combination
with KEYTRUDA received an oral prednisone equivalent to 240 mg daily for an immune-mediated
adverse reaction. Grade 3 and 4 increased ALT or increased aspartate aminotransferase (AST)
was seen in 9% of patients. Grade =2 increased ALT or AST was reported in 64 (18%) patients,
of whom 20 (31%) received =40 mg daily oral prednisone equivalent. Recurrence of Grade =2
increased ALT or AST was observed in three patients on rechallenge in patients receiving
LENVIMA and 10 patients receiving both LENVIMA and KEYTRUDA.

The most common adverse reactions (All Grades >20%) for LENVIMA plus KEYTRUDA
were fatigue (63%), diarrhea (62%), musculoskeletal disorders (58%), hypothyroidism (57%),
hypertension (56%), stomatitis (43%), decreased appetite (41%), rash (37%), nausea (36%),
weight loss, dysphonia and proteinuria (30% each), PPE syndrome (29%), hemorrhagic events
and abdominal pain (27% each), vomiting (26%), constipation and hepatotoxicity (25% each),
headache (23%), and acute kidney injury (21%). The most common adverse reactions (Grades
3-4) for LENVIMA plus KEYTRUDA were hypertension (29%), diarrhea (10%), fatigue and
hepatotoxicity (9% each), weight loss and proteinuria (8% each), acute kidney injury, hemorrhagic
events and rash (5% each), musculoskeletal disorders, decreased appetite and PPE (4% each),
nausea and vomiting (3% each), stomatitis and abdominal pain (2% each), and constipation,
hypothyroidism and headache (1% each).

Clinically relevant adverse reaction (<20%) that occurred in patients receiving LENVIMA
plus KEYTRUDA were myocardial infarction (3%) and angina pectoris (1%).

About Renal Cell Carcinoma (RCC)%2:3456

Worldwide, it is estimated there were more than 431,000 new cases of kidney cancer diagnosed
and more than 179,000 deaths from the disease in 2020. In Japan, there were more than 25,000
new cases and 8,000 deaths in 2020. In the U.S. alone, it is estimated there will be approximately
76,000 new cases of kidney cancer diagnosed and almost 14,000 deaths from the disease in
2021. Renal cell carcinomais by far the most common type of kidney cancer; about nine out of
10 kidney cancer diagnoses are RCC. Renal cell carcinoma s about twice as common in men as
in women. Most cases of RCC are discovered incidentally during imaging tests for other
abdominal diseases. Approximately 30% of patients with RCC will have metastatic disease at
diagnosis. Survival is highly dependent on the stage at diagnosis, and the five-year survival rate
is 13% for patients diagnosed with metastatic disease.
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