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 :ၵוၤၶၥ ၥווימၶ4 ל  ,ၣ"מϭϬ ၣ"מ- Lenvima 4 mg, 10mg, Hard Capsule 

 

ၱ  ( מၿၢႂת Ltd.) Eisai Israel מ"אၷאႁႂၬ ၬၬאႁၢၩ ၸၢ ၰת  ၯၸၬၤၧၥၰ ၬၯ  ၧၰၸၥ ၱၬၶפאၧႁၰ  ၵၯႁၾၰၧၰႂ ႁၬႂၯתၥ ၱ ၬ ႂၵၰၥၰ  

ၯၤၸתၥၢ ၧၶၬၶၧၬ ϮϬϮ4. 

Lenvima 4 mg 

Lenvima 10mg 

 ၵၧၯၤၸၥ ၬၪႁפ ၱၬၬႁၿၬၸၥၢ ၵמၧၷמ ၹၷၧၶႂ ၪၷၿၪ( ၭႂמၥၢ ၱၬၸၬפၧמ ၱ ၧၤאၪၷၿၪၯ ၵמၧၷמ ၪႂמၧၥႂ ၪၷၿၪ ,   ၧၿ ၱၸ ၱၧၤא

ၥၾၧၩ.) 

 :ႁႂၬၢאၰ ၰתၥ ႁၬႂၯמאၧႁႂၧת  ၥၥתၧၬၧၧת 

LENVIMA is indicated for the treatment of adult patients with progressive, locally advanced or 

metastatic, differentiated (papillary/follicular/Hürthle cell) thyroid carcinoma (DTC) refractory to 

radioactive iodine (RAI). 

LENVIMA is indicated in combination with everolimus for the treatment of adult patients with 

advanced clear cell renal cell carcinoma (RCC) following one prior vascular endothelial growth factor 

(VEGF)-targeted therapy. 

LENVIMA is indicated as monotherapy for the treatment of adult patients with advanced or 

unresectable hepatocellular carcinoma (HCC) who have received no prior systemic therapy. 

Lenvima, in combination with pembrolizumab, is indicated for the treatment of adult patients with 

advanced or recurrent endometrial carcinoma who have disease progression on or following prior 

treatment with a platinum containing therapy and who are not candidates for curative surgery or 

radiation. 

LENVIMA is indicated in combination with pembrolizumab for the first-line treatment of adult 

patients with advanced RCC. 

 

ၧၰၸၥ ၱ ၬၶ ၯၤၧၸמၥ ၱ ၬၶ ၩၰႂၶၧ   ၱ ၧၷႁפၰ ႁၣמאၢ  תၧפၧႁתၥ ႁאתၢႂ  ၤႁႂת  מၧאၬႁၢၥ  ႁၧၾמၧ ၱ ၬפ  ၱ ၧၷႁפၰ ,ၵၯ ၧמၯ .ၥၨ ၵתၬၶ 

ၰၢၿၰ ၿתၸၥ ၱ ၬ ၷפၤၧמ ၱ ၬ  תၧၸၾאמၢ ၥၬၬၶפ ၰၸၢၰ  ၱ ၧႂၬႁၥ:  ၸၢ ၰאႁႂၬ ၬၬאၷמ"א,  .ၤ.תϴϬ4ϵ  ,אၢၷ ႁפၯ44ϭϴϬϬϭ . 

 

 ၱ ၬၶၧၯၤၸၥ ၵၰၥၰ ၵၧၰၸၢ :פאၧႁၰ 



 
4.8 Undesirable effects  

... 
Table ϳ  Adverse reactions reported in patients treated with lenvatinib 

… 

System Organ 

Class (MedDRA 

terminology) 

Lenvatinib 

monotherapy 

Combination 

with everolimus 

Combination with 

pembrolizumab 

(RCC) 

Combination with 

pembrolizumab (EC) 

Gastrointestinal disorders  

Common Anal fistula 

Flatulence 

Gastrointestinal 

perforation 

Dry mouth 

Flatulence 

Gastrointestinal 

perforation 

Pancreatitisg 

Colitis 

Flatulence 

Gastrointestinal 

perforation 

Pancreatitisi 

Flatulence 

Dyspepsia 

Colitis 

Gastrointestinal perforation 

 … 

Paediatric population 

In the paediatric Studies 207, 216, 230, and 230 231 (see section 5.1), the overall safety profile of 

lenvatinib as a single agent or in combination with either ifosfamide and etoposide or everolimus 

was consistent with that observed in adults treated with lenvatinib.  

… 

No patient discontinued study treatment due to pneumothorax. In Study 216, pneumothorax was reported in 

3 patients (4.7%) with Ewing sarcoma, rhabdomyosarcoma (RMS) and Wilms tumour; all 3 patients had lung 

metastases at baseline.  In Study 231, pneumothorax was reported in 7 patients (5.5%) with spindle cell 

sarcoma, undifferentiated sarcoma, RMS, malignant peripheral nerve sheath tumour, synovial sarcoma, 

spindle cell carcinoma, and malignant fibromyxoid ossifying tumour; all 7 patients had lung metastases or 

primary disease in the chest wall or pleural cavity at baseline. For Studies 216, 230, and 231, no patient 

discontinued study treatment due to pneumothorax. Pneumothorax occurrence appeared to be mainly 

associated with pulmonary metastases and underlying disease. 

… 

In Phase 1 (combination dose-fiŶdiŶg ĐohoƌtͿ of StudǇ Ϯϭϲ, the ŵost fƌeƋueŶtlǇ ;шϰϬ%Ϳ ƌepoƌted adǀeƌse dƌug 
reactions were hypertension, hypothyroidism, hypertriglyceridemia, abdominal pain, and diarrhoea; and in 

Phase Ϯ ;ĐoŵďiŶatioŶ eǆpaŶsioŶ ĐohoƌtͿ, the ŵost fƌeƋueŶtlǇ ƌepoƌted ;шϯϱ%Ϳ adǀeƌse dƌug ƌeaĐtioŶs ǁeƌe 
hypertriglyceridemia, proteinuria, diarrhoea, lymphocyte count decreased, white blood cell count decreased, 

blood cholesterol increased, fatigue, and platelet count decreased. 

… 

IŶ StudǇ Ϯϯϭ, the ŵost fƌeƋueŶtlǇ ƌepoƌted ;шϭϱ%Ϳ adǀeƌse dƌug ƌeaĐtioŶs ǁeƌe hǇpothǇƌoidisŵ, 
hypertension, proteinuria, decreased appetite, diarrhoea, and platelet count decreased. 

 

5.1 Pharmacodynamic properties 

 ... 
Open-label, single arm Phase 2 study  

Additional data are available from the open-label, single-arm, Phase 2 study KEYNOTE-B61 of lenvatinib (20 

mg OD) in combination with pembrolizumab (400 mg every 6 weeks) for the first-line treatment of patients 

with advanced or metastatic RCC with non-clear cell histology (n=158), including 59% papillary, 18% 

chromophobe, 4% translocation, 1% medullary, 13% unclassified, and 6% other. The ORR was 50.6% (95% CI 

(42.6, 58.7)), and the median duration of response was 19.5 months (95% CI 15.3, NR). 

… 

Study 216 was a multicentre, open-label, single-arm, Phase 1/2 study to determine the safety, tolerability, 



 
and antitumour activity of lenvatinib administered in combination with everolimus in paediatric patients (and 

ǇouŶg adults aged чϮϭ ǇeaƌsͿ ǁith ƌelapsed oƌ ƌefƌaĐtoƌǇ solid ŵaligŶaŶĐies, iŶĐludiŶg CNS tuŵouƌs. A total of 
64 patients were enrolled and treated. In Phase 1 (combination dose-finding), 23 patients were enrolled and 

treated: 5 at Dose Level –1 (lenvatinib 8 mg/m2 and everolimus 3 mg/m2) and 18 at Dose Level 1 (lenvatinib 

11 mg/m2 and everolimus 3 mg/m2). The recommended dose (RD) of the combination was lenvatinib 11 

mg/m2 and everolimus 3 mg/m2, taken once daily. In Phase 2 (combination expansion), 41 patients were 

enrolled and treated at the RD in the following cohorts: Ewing Sarcoma (EWS, n=10), Rhabdomyosarcoma 

(RMS, n=20), and High-grade glioma (HGG, n=11). The primary efficacy outcome measure was objective 

response rate (ORR) at Week 16 in evaluable patients based on investigator assessment using RECIST v1.1 or 

RANO (for patients with HGG). There were no objective responses observed in the EWS and HGG cohorts; 2 

partial responses (PRs) were observed in the RMS cohort for an ORR at Week 16 of 10% (95% CI: 1.2, 31.7). 

… 

Study 231 is a multicentre, open-label, Phase 2 basket study to evaluate the antitumour activity and safety of 

leŶǀatiŶiď iŶ ĐhildƌeŶ, adolesĐeŶts, aŶd ǇouŶg adults ďetǁeeŶ Ϯ to чϮϭ Ǉeaƌs of age ǁith ƌelapsed oƌ 
refractory solid malignancies, including EWS, RMS, and HGG. A total of 127 patients were enrolled and 

treated at the lenvatinib RD (14 mg/m2) in the following cohorts: EWS (n=9), RMS (n=17), HGG (n=8), and 

other solid tumours (n=9 each for diffuse midline glioma, medulloblastoma, and ependymoma; all other solid 

tumours n=66). The primary efficacy outcome measure was ORR at Week 16 in evaluable patients based on 

investigator assessment using RECIST v1.1 or RANO (for patients with HGG). There were no objective 

responses observed in patients with HGG, diffuse midline glioma, medulloblastoma, or ependymoma. Two 

PRs were observed in both the EWS and RMS cohorts for an ORR at Week 16 of 22.2% (95% CI: 2.8, 60.0) and 

11.8% (95% CI: 1.5, 36.4), respectively. Five PRs (in patients with synovial sarcoma [n=2], kaposiform 

hemangioendothelioma [n=1], Wilms tumour nephroblastoma [n=1], and clear cell carcinoma [n=1]) were 

observed among all other solid tumours for an ORR at Week 16 of 7.7% (95% CI: 2.5, 17.0). 

 

5.2 Pharmacokinetic properties 

… 

Paediatric Population 

Based on a population pharmacokinetics analysis in paediatric patients of 2 to 12 years old on pooled 

data from 1100 paediatric, adolescent and adult subjects, which included data from 3 paediatric patients 

aged Ϯ to <ϯ Ǉeaƌs, Ϯϴ paediatƌiĐ patieŶts aged шϯ to <ϲ Ǉeaƌs aŶd ϴϵ paediatƌiĐ patieŶts aged ϲ to 
чϭϮ Ǉeaƌs aĐƌoss the leŶǀatiŶiď paediatƌiĐ pƌogƌaŵ, leŶǀatiŶiď oƌal ĐleaƌaŶĐe ;CL/FͿ ǁas affeĐted ďǇ 
body weight but not age.  

… 

 

 ၱ ၬၶၧၯၤၸၥ ၵၰၥၰ ၵၧၰၸၢ ၵၯႁၾၰ: 

 תၧפၧၸת ၧၧၰאי:  .4

. .. 

 ၥימၧၧၶၰב ႂၧႂימၥ ၱၸ ၸפיၧၥၰ תၧၰၧၰၸ תၧבאၥ איၧၧၰၥ תၧၸפၧת  :ၤיၩי ၰၧיפၪၯ 
 מၪופၬၰၱ(  ϭϬמתוϭ   ၭ-)מႂפၸၬות ၬ ၰၸותႁ מ מאၤၧ:  תၧפၧၸת ၧၧၰאי ၯႂיၧၩת

•  ... 

•  ,ၰၿႂמၢ ၥၬၬၰၸ ,פותၬၬၸ( ၷၬႁתၥ תၪוၰၢ ၰႂ ותၰၬၸתת פ)ႂၢၬ ႁוၸ ,ႁוၿ וႂתၩות, תႁၬၾၸ  ၬוၶၬႂו  ၱၤ ותၿၬၤၢ אותၾתוၢ
 ၷၬႁתၥ תၪוၰၢ ၰႂ ၥႁၣמၥ ၵמוႁוၥၥ מתႁၢ(TSH) )ၥၥוၢၣ( 

 ... 
:ၷၧימၰၧႁאב ၱၸ ၥימၧၧၶၰ ၰႂ בၧၰבႂי ၸפיၧၥၰ תၧၰၧၰၸ תၧבאၥ איၧၧၰၥ תၧၸפၧת 

:ၤၧת מאၧၩיၯႂ איၧၧၰ תၧၸפၧמ ת ႁותၬ ၰၸ ותၸၬמႂפ(-ϭ   ၭמתוϭϬ  )ၱၬၰופၪמ 

• ... 



 
•  ၰႂ ותၰၬၸתת פ ႂ ၢၬ ႁוၸ ,ႁוၿ וႂתၩות, תႁၬၾၸ ,ၰၿႂמၢ ၥၬၬၰၸ ,פותၬၬၸ( ၷၬႁתၥ תၪוၰၢ)   ၱၤ תၿၬၤၢ אותၾתוၢ ၱၬၬוၶၬႂו

 ၷၬႁתၥ תၪוၰၢ ၰႂ ၥႁၣמၥ ၵמוႁוၥၥ ႁוၢၸ(TSH)  )ותၥוၢၣ מותႁ( 

 ... 
 מၪופၬၰၱ(  ϭϬמתוϭ  ၭ )מႂפၸၬות ၤၸ ၰၸ  תၧפၧၸת ၧၧၰאי ၯႂיၧၩת:

• ... 

• ၱၬၬၸמၥ או ၥၢၬၿၥ ၰႂ )ၥၬၾႁפוႁפ( ၢוၿၬၶ 

 
 ၧၧၰၥאי ၥבאၧת ၧၰၧၰၸת ၧၥၰפיၸ בႂיၧၰב ၧၧၶၰ ၰႂימၸ ၥၱ פמבၰၧႁיၧၨמב ၪၰיפၰၧ בၰၯ ၵၪႁၷיၥ מתקၤၱ:תၧפၧၸת 

 מၪופၬၰၱ(  ϭϬמתוϭ  ၭ )מႂפၸၬות ၤၸ ၰၸ  תၧפၧၸת ၧၧၰאי ၯႂיၧၩת:
• ... 

• ၱၬၬၸמၥ או ၥၢၬၿၥ ၰႂ )ၥၬၾႁפוႁפ( ၢוၿၬၶ 

 

 

 

ၥၯႁၢၢ,   

ၥၶၧת ממၩၿၧႁ ,ၵמႁၧ ၥၶၬၰא 

ၸၢ ၰאႁႂၬ ၬၬאၷמ"א 

 


