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LENVIMA®（LENVATINIB）IN COMBINATION WITH KEYTRUDA®（PEMBROLIZUMAB）
APPROVED IN TAIWAN FOR THE FIRST-LINE TREATMENT OF PATIENTS WITH
ADVANCED RENAL CELL CARCINOMA
Eisai Co., Ltd. (Headquarters: Tokyo, CEO: Haruo Naito, “Eisai”) announced today that LENVIMA® (generic
name: lenvatinib mesylate), the multiple receptor tyrosine kinase inhibitor discovered by Eisai, in
combination with Merck & Co., Inc., Kenilworth, N.J., U.S.A.’s KEYTRUDA® (generic name:
pembrolizumab) has been approved in Taiwan for the first-line treatment of patients with advanced renal
cell carcinoma (RCC). This marks the first approval for LENVIMA which will be used in combination with
KEYTRUDA for advanced RCC in Asia.
The approval is based on results from the CLEAR (Study 307)/KEYNOTE-581 trial evaluating the
combination for the first-line treatment of patients with advanced RCC. These results were presented at
the 2021 Genitourinary Cancers Symposium (ASCO GU) and simultaneously published in the New
England Journal of Medicine. 1 In this trial, LENVIMA plus KEYTRUDA demonstrated statistically significant
improvements in the primary efficacy outcome measure of progression-free survival (PFS), as well as the
key secondary efficacy outcome measures of overall survival (OS) and objective response rate (ORR)
versus sunitinib. For PFS, LENVIMA plus KEYTRUDA reduced the risk of disease progression or death by
61% (HR=0.39 [95% CI: 0.32-0.49]; p<0.0001) with a median PFS of 23.9 months versus 9.2 months for
sunitinib. For OS, LENVIMA plus KEYTRUDA reduced the risk of death by 34% (HR=0.66 [95% CI: 0.490.88]; p=0.0049) versus sunitinib. Additionally, the confirmed ORR was 71% (95% CI: 66-76) (n=252) for
patients who received LENVIMA plus KEYTRUDA versus 36% with sunitinib (95% CI: 31-41) (n=129).
LENVIMA plus KEYTRUDA achieved a complete response (CR) rate of 16% and partial response (PR)
rate of 55% versus a CR rate of 4% and a PR rate of 32% for those who received sunitinib. 2 In this trial,
the five most common adverse reactions (any grade) observed in the LENVIMA plus KEYTRUDA
combination arm were fatigue, diarrhea, musculoskeletal disorders, hypothyroidism and hypertension. 2
Worldwide, it is estimated there were more than 430,000 new cases of kidney cancer diagnosed and more
than 180,000 deaths from the disease in 2020. 3 In Taiwan, there were more than 1,400 new cases and
more than 600 deaths in 2018. 4 Renal cell carcinoma is by far the most common type of kidney cancer;
about nine out of 10 kidney cancer diagnoses are RCC. 5 Most cases of RCC are discovered incidentally
during imaging tests for other abdominal diseases. 6 Approximately 30% of patients with RCC will have
metastatic disease at diagnosis, and as many as 40% will develop metastases after primary surgical
treatment for localized RCC. 7,8 The prognosis for these patients is poor as survival is highly dependent
on the stage at diagnosis, and the five-year survival rate is 12% for patients diagnosed with metastatic
disease. 8
Eisai positions oncology as a key therapeutic area and is aiming to discover innovative new medicines with
the potential to cure cancer. Eisai is committed to expanding the potential clinical benefits of lenvatinib for
cancer treatment, as it seeks to contribute to addressing the diverse needs of, and increasing the benefits
provided to, patients with cancer, their families and healthcare professionals.

*In March 2018, Eisai and Merck & Co., Inc., Kenilworth, N.J., U.S.A., through an affiliate, entered into a strategic
collaboration for the worldwide co-development and co-commercialization of lenvatinib, both as monotherapy and in
combination with the anti-PD-1 therapy pembrolizumab from Merck & Co., Inc., Kenilworth, N.J., U.S.A.
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[Notes to editors]
1.About LENVIMA® (lenvatinib mesylate)
LENVIMA, discovered and developed by Eisai, is an orally available kinase inhibitor that inhibits the kinase activities
of vascular endothelial growth factor (VEGF) receptors VEGFR1 (FLT1), VEGFR2 (KDR), and VEGFR3 (FLT4).
LENVIMA inhibits other kinases that have been implicated in pathogenic angiogenesis, tumor growth, and cancer
progression in addition to their normal cellular functions, including fibroblast growth factor (FGF) receptors FGFR1-4,
the platelet derived growth factor receptor alpha (PDGFRα), KIT, and RET. In syngeneic mouse tumor models,
LENVIMA decreased tumor-associated macrophages, increased activated cytotoxic T cells, and demonstrated greater
antitumor activity in combination with an anti-PD-1 monoclonal antibody compared to either treatment alone.
Currently, LENVIMA has been approved for monotherapy as a treatment for thyroid cancer in over 75 countries
including Japan, in Europe, China and in Asia, and in the United States for locally recurrent or metastatic, progressive,
radioiodine-refractory differentiated thyroid cancer. In addition, LENVIMA has been approved for monotherapy as a
treatment for unresectable hepatocellular carcinoma in over 70 countries including Japan, in Europe, China and in
Asia, and in the United States for first-line unresectable hepatocellular carcinoma. LENVIMA has been approved for
monotherapy as a treatment for unresectable thymic carcinoma in Japan. It is also approved in combination with
everolimus as a treatment for renal cell carcinoma following prior antiangiogenic therapy in over 60 countries, including
in Europe and Asia, and in the United States the treatment of adult patients with advanced renal cell carcinoma
following one prior anti-angiogenic therapy. In Europe, the agent was launched under the brand name Kisplyx® for
renal cell carcinoma. LENVIMA has been approved in combination with KEYTRUDA (generic name: pembrolizumab),
for the first-line treatment of adult patients with advanced renal cell carcinoma (RCC) in the United States and in
Europe. LENVIMA has been approved in combination with KEYTRUDA as a treatment for advanced endometrial
carcinoma that is not microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR) who have disease
progression following prior systemic therapy in any setting and are not candidates for curative surgery or radiation in
the United States, and has been approved for the similar indication (including conditional approval) in over 10 countries
such as Canada and Australia. In some regions, continued approval for this indication is contingent upon verification
and description of clinical benefit in the confirmatory trials. In Europe, it has been approved in combination with
KEYTRUDA (generic name: pembrolizumab) as the treatment of advanced or recurrent endometrial carcinoma in
adults who have disease progression on or following prior treatment with a platinum containing therapy in any setting
and who are not candidates for curative surgery or radiation. In Japan, it has been approved in combination with
KEYTRUDA (generic name: pembrolizumab) as the treatment of patients with unresectable advanced or recurrent
endometrial carcinoma that progressed after cancer chemotherapy.
2.About CLEAR/KEYNOTE-581 Trial
The approval was based on data from the CLEAR (Study 307)/KEYNOTE-581 trial (ClinicalTrials.gov,

NCT02811861), a Phase 3, multicenter, open-label, randomized trial conducted in 1,069 patients with advanced RCC
with clear cell component including other histological features such as sarcomatoid and papillary in the first-line setting.
Patients were enrolled regardless of PD-L1 tumor expression status. The study excluded patients with active
autoimmune disease or a medical condition that required immunosuppression. Randomization was stratified by
geographic region (North America and Western Europe vs. “Rest of the World”) and Memorial Sloan Kettering Cancer
Center (MSKCC) prognostic groups (favorable vs. intermediate vs. poor). The primary efficacy outcome measure was
PFS based on Blinded Independent Central Review (BICR) using RECIST 1.1, and PFS results were consistent across
pre-specified subgroups, MSKCC prognostic groups and PD-L1 tumor expression status. Key secondary efficacy
outcome measures were OS and ORR.
Patients were randomized 1:1:1 to receive LENVIMA (20 mg orally once daily) plus KEYTRUDA (200 mg intravenously
every three weeks for up to 24 months), or LENVIMA (18 mg orally once daily) plus everolimus (5 mg orally once daily),
or sunitinib (50 mg orally once daily for four weeks on treatment, followed by two weeks off treatment). Treatment
continued until unacceptable toxicity or disease progression as determined by investigator and confirmed by BICR
using RECIST 1.1. Administration of LENVIMA plus KEYTRUDA was permitted beyond RECIST-defined disease
progression if the patient was clinically stable and considered by the investigator to be deriving clinical benefit.
KEYTRUDA was continued for a maximum of 24 months; however, treatment with LENVIMA could be continued
beyond 24 months. Assessment of tumor status was performed at baseline and then every eight weeks.
3. About the Merck & Co., Inc., Kenilworth, N.J., U.S.A. and Eisai Strategic Collaboration
In March 2018, Eisai and Merck & Co., Inc., Kenilworth, N.J., U.S.A., known as MSD outside the United States and
Canada, through an affiliate, entered into a strategic collaboration for the worldwide co-development and cocommercialization of LENVIMA. Under the agreement, the companies will jointly develop, manufacture and
commercialize LENVIMA, both as monotherapy and in combination with KEYTRUDA, the anti-PD-1 therapy from
Merck & Co., Inc., Kenilworth, N.J., U.S.A.
In addition to ongoing clinical studies evaluating the LENVIMA plus KEYTRUDA combination across several different
tumor types, the companies have jointly initiated new clinical studies through the LEAP (LEnvatinib And
Pembrolizumab) clinical program and are evaluating the combination in more than 10 different tumor types across
more than 20 clinical trials.
In Taiwan, Eisai's pharmaceutical sales subsidiary Eisai Taiwan Inc. is marketing Lenvima and is co-commercializing
it with a local branch of Merck & Co., Inc., Kenilworth, N.J., U.S.A.
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