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EMA/227224/2015 

Summary of the risk management plan (RMP) for 
Lenvima (lenvatinib) 
 

This is a summary of the risk management plan (RMP) for Lenvima, which details the measures to be 
taken in order to ensure that Lenvima is used as safely as possible. For more information on RMP 
summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Lenvima, which can be found on Lenvima’s EPAR page. 

Overview of disease epidemiology 

Lenvima (lenvatinib) is a cancer medicine used to treat adults with differentiated thyroid carcinoma, a 
type of cancer originating from the follicular cells of the thyroid gland. The term ‘differentiated’ is used 
to describe cancer cells which still look and act in some respects like normal thyroid cells. 

Differentiated thyroid carcinoma is a rare disease, which in 2014 was estimated to affect up to 150,000 
adults in the European Union. The average age at diagnosis is between 45 and 50 years, and three-
quarters of patients are female.  

Summary of treatment benefits 

Lenvima has been shown to be more effective than placebo (a dummy treatment) at slowing down 
disease progression in one main study. The study involved 392 adult patients with differentiated 
thyroid carcinoma that had shown signs of progression in the previous year and did not respond to 
treatment with radioactive iodine. The main measure of effectiveness was how long the patients lived 
without their disease getting worse: in the patients taking Lenvima this was an average of 18.3 
months, compared with 3.6 months in those taking placebo. 

Unknowns relating to treatment benefits 

In the clinical studies of Lenvima, nearly all patients were Caucasian or Asian. Limited data are 
available in patients aged above 75 years. No patients with severe liver problems and only one patient 
with severe kidney problems were enrolled in studies. No information is currently available on the use 
of Lenvima in children or adolescents.  

Summary of safety concerns 

Important identified risks 

Risk What is Known Preventability 

High blood 
pressure 
(hypertension) 

Approximately 3 out of 4 patients 
treated with Lenvima in clinical trials 
experienced high blood pressure, many 

Blood pressure should be adequately 
controlled with appropriate treatment 
before starting Lenvima. Doctors 

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/05/WC500166101.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/003727/human_med_001864.jsp
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Risk What is Known Preventability 

of whom did so within weeks of starting 
treatment.  

should monitor for early signs of high 
blood pressure, treat it appropriately 
and if necessary reduce the dose of 
Lenvima.  

Protein in the 
urine 

(proteinuria) 

Approximately 1 in 3 patients treated 
with Lenvima in clinical trials had 
protein in the urine, which is associated 
with high blood pressure and could be 
an early sign of kidney damage.  

Doctors should monitor urine protein 
regularly using a simple dipstick test; 
if proteins in the urine are detected 
doctors should consider interrupting, 
adjusting or discontinuing treatment 
with Lenvima.  

Kidney failure or 
injury 

Kidney failure occurred in 4 out of 100 
patients treated with Lenvima in clinical 
trials, and kidney injury occurred in 1 
out of 100 patients. The main risk factor 
is dehydration (excessive loss of water 
from the body) resulting from diarrhoea 
or vomiting.  

Doctors should monitor and actively 
manage diarrhoea and vomiting (e.g. 
intravenous fluid therapy). Dose 
interruptions, adjustments or 
discontinuation may be necessary. 

Low blood 
potassium 
levels 
(hypokalaemia) 

Hypokalaemia occurred in 1 out of 10 
patients treated with Lenvima in clinical 
trials. In most patients, hypokalaemia 
developed as a result of other risk 
factors such as diarrhoea, vomiting, or 
the use of certain types of water tablets 
(diuretics) or steroids. All of these risk 
factors are known to cause an 
imbalance of electrolytes (altered 
balance of salts/minerals in the body, 
including calcium and magnesium 
deficiency). 

Diarrhoea and vomiting should be 
treated promptly, and regular tests of 
electrolytes should be carried out in 
patients on diuretics or steroids. 

Heart failure Heart failure occurred in 1 out of 100 
patients treated with Lenvima in clinical 
trials. Signs of heart failure (including 
earlier signs such as decreased pumping 
ability of the heart) occurred in up to 6 
out of 100 patients treated. Most of the 
patients affected had other risk factors 
such as pre-existing heart disease, 
breathing difficulties, obesity, trouble 
with blood sugar control (diabetes), high 
blood pressure, and prior use of a type 
of chemotherapy medicine called an 
anthracycline.  

Patients and doctors should stay alert 
for signs of heart failure (shortness of 
breath, swelling, and tiredness). 
Doctors may need to adjust the dose 
or interrupt treatment with Lenvima. 

Posterior 
reversible 
encephalopathy 

PRES is a condition causing swelling in 
the brain, which may result in 
symptoms of headache, confusion, 

Doctors should ensure that blood 
pressure is well-controlled. 
Interrupting and adjusting or 
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Risk What is Known Preventability 

syndrome 
(PRES) 

seizures (fits), and loss of vision. The 
condition is reversible. High blood 
pressure is a major risk factor. 
Approximately 1 in 300 patients treated 
with Lenvima in clinical trials developed 
PRES. 

discontinuing treatment with Lenvima 
should be considered in patients with 
signs or symptoms of PRES.  

Liver damage 
(hepatotoxicity) 

Approximately 1 in 5 patients treated 
with Lenvima in clinical trials had blood 
test results that might have suggested 
early signs of liver damage, and 
approximately 3 in 1,000 patients, 2 of 
whom also had tumours in their liver, 
died of liver failure.  

Blood tests to check liver function 
should be performed before initiation 
of treatment, every 2 weeks for the 
first 2 months, and then monthly 
thereafter. In case of liver damage, 
dose interruptions, adjustments or 
discontinuation may be necessary. 

Bleeding 
(haemorrhage) 

Approximately 4 out of 10 patients 
treated with Lenvima in clinical trials 
experienced bleeding as a side effect, 
most commonly as nose bleeds, 
followed by bruising, blood in the urine 
or faeces, and bleeding from the gums.  

In approximately 2 out of 100 patients, 
the bleeding was severe or life-
threatening. 

Doctors should check for signs of 
bleeding. In case of bleeding, dose 
interruptions, adjustments or 
discontinuation may be necessary.  

Blood clots in 
the arteries 
(arterial 
thromboembolic 
events [ATE]) 

Approximately 6 in 100 patients treated 
with Lenvima in clinical trials 
experienced an arterial thromboembolic 
event. 

Doctor should carefully check for signs 
and symptoms of arterial 
thromboembolic event. Lenvima 
should be permanently discontinued 
following an arterial thromboembolic 
event.  

Alteration of the 
electrical 
activity of the 
heart (QTc 
prolongation)  

Alteration of the electrical activity of the 
heart (QTc interval prolongation) 
occurred at a higher rate in patients 
treated with Lenvima (affecting 
approximately 7 in 100 Lenvima-treated 
patients) than in those treated with 
placebo. It is thought that this occurs 
because Lenvima changes the balance 
of salts in the body, which can cause 
QTc interval prolongation.  

Levels of calcium, potassium and 
magnesium in the blood should be 
measured and corrected before 
starting treatment with Lenvima, 
because low levels increase the risk of 
QTc prolongation. Periodic monitoring 
of electrocardiograms (ECG) and 
levels of calcium, potassium and 
magnesium in the blood should be 
considered during treatment.  

Low calcium 
levels 
(hypocalcaemia) 

Approximately 1 in 8 patients treated 
with Lenvima in clinical trials reported 
hypocalcaemia. The reason why this 
happens is unclear although it is a 
common side effect with other 
medicines of the same class as Lenvima. 
Hypocalcaemia and low levels of 

Doctors should monitor calcium levels 
in the blood and correct them where 
needed. 
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potassium (hypokalaemia) or 
magnesium (hypomagnesaemia) 
increase the risk of disturbances in 
normal heart rhythm. 

 

 

Important potential risks 

Risk What is Known  

Hole that develops in 
the wall of the gut 
(gastrointestinal 
perforation) and 
abnormal 
passageways in the 
anus (fistula 
formation) 

Approximately 2 in 100 patients treated with Lenvima in clinical trials had an 
event related to gastrointestinal perforation or fistula formation. However, 
given the medical history of these patients, it was not clear whether Lenvima 
was the cause. For this reason it has been identified as a potential risk.  

Blood clots in veins 
(venous 
thromboembolic 
events [VTEs]) 

Blood clots in the veins were reported in 5 out of 100 patients treated with 
Lenvima; however, patients treated with placebo had a similar rate. Studies 
with other similar medicines have shown similar results. It is not clear whether 
these medicines are linked to this risk. For this reason, this has been classified 
as a potential risk. 

Use during 
pregnancy and 
breastfeeding 

In animal studies, Lenvima caused abnormalities and miscarriages at doses 
equivalent to less than the recommended dose of 24 mg for humans. This 
suggests that use during pregnancy or breastfeeding could seriously harm the 
infant, therefore all women able to become pregnant should use effective 
contraception during treatment with Lenvima and for 1 month afterwards. 
Lenvima must not be used during breastfeeding. 

Effect on male and 
female fertility 

In animal studies, changes in parts of the body (ovaries and testicles) related 
to fertility occurred at doses equivalent to less than the recommended dose of 
24 mg for humans. The changes suggest that Lenvima may temporarily reduce 
the fertility of men and women; however, given that these changes were 
reversible in animals, no long-term effects are expected.  

Inflammation of the 
pancreas 
(pancreatitis) 

Pancreatitis was reported in 5 out of 100 patients treated with Lenvima. The 
risk of pancreatitis with other medicines of the same class as Lenvima is 
approximately 2-fold higher than the general population. It is not clear at 
present whether Lenvima causes pancreatitis although the way in which 
Lenvima works may theoretically be involved in the development of this 
condition. In the Lenvima studies, the patients who developed pancreatitis 
were able to continue taking Lenvima after temporarily stopping treatment or 
reducing the dose. Since it has not been proven so far that Lenvima definitely 
causes pancreatitis, this has been classified as a potential risk. 
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Risk What is Known  

Bone and teeth 
abnormalities in 
children and 
adolescents 

In animal studies, changes in growing bones have been seen in young rats and 
monkeys, and changes in teeth have been seen in young rats treated with 
Lenvima. The changes in bones are recognised as an effect of medicines of the 
same class as Lenvima. Bone and teeth abnormalities have not been reported 
to date in patients taking Lenvima, and Lenvima has not been tested in 
children or adolescents. Therefore bone and teeth abnormalities are classified 
as a potential risk. 

Impaired wound 
healing 

Impaired wound healing was reported in 1 out of 100 patients on Lenvima and 
has also been reported with other medicines in the same class as Lenvima at 
similar frequencies. Patients who were about to undergo major surgery up to 1 
month or less before starting treatment in clinical studies were not treated with 
Lenvima, and all the patients in the Lenvima studies with impaired wound 
healing recovered without any serious complications. On this basis, impaired 
wound healing is classified as a potential risk. 

Interstitial lung 
disease (ILD)-like 
conditions 

ILD-like conditions such as inflammation of the lungs (pneumonitis) or fluid in 
the lungs (pulmonary infiltration) have been reported in 1 out of 100 patients 
on Lenvima and have also been reported with other medicines in the same 
class at similar or higher frequencies. All of the patients in the Lenvima studies 
with ILD-like conditions recovered without any serious complications. On this 
basis, ILD-like conditions are classified as a potential risk. 

Potential for 
interaction with other 
medicines  

Since Lenvima may affect the way certain other medicines are metabolised 
(broken down) by the body, this is considered a potential risk. Patients should 
tell their doctor about all medicines they are taking.  

 

Missing information 

Risk What is known 

Use in children and 
adolescents 

Lenvima has not yet been tested in children or adolescents. Studies with 
Lenvima have been conducted, however, in young rats. These studies 
suggested that treating infants and toddlers with Lenvima before the age of 2 
years may interfere with the development of the heart and blood, kidneys and 
bones and could result in death. For children older than 2 years, Lenvima may 
affect the growth of bones. 

Use in patients with  
severe kidney 
problems 

Lenvima has been tested in otherwise healthy human volunteers with severe 
kidney problems, which suggested that the dose should be decreased to 14 mg 
in such patients. It has not, however, been tested as a long-term treatment in 
cancer patients with severe kidney problems.  

Use in patients with  
severe liver problems 

Lenvima has been tested in otherwise healthy human volunteers with severe 
liver problems, which suggested that the dose should be decreased to 14 mg in 
such patients. It has not, however, been tested as a long-term treatment in 
cancer patients with severe liver problems. There is a clinical study ongoing in 
patients with liver cancer which may provide further information on this patient 
population.  
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Use in patients from 
ethnic origins other 
than Caucasian or 
Asian 

Nearly all of the patients in the main Lenvima study and supporting studies 
were white Caucasian, and there were fewer Asian patients (21%), mainly 
from Japan. There is nothing to suggest that the benefit of Lenvima treatment 
in non-white patients would be different to that seen in Caucasians. 

Use in patients aged 
≥75 years 

Only 87 patients aged 75 years or above have been treated with Lenvima, and 
only 35 of these patients were treated for differentiated thyroid carcinoma. 
While many of these patients derived benefit from Lenvima, more patients of 
this age need to be treated in order to confirm that Lenvima can be used 
effectively and safely in all patients aged 75 years and above. 

 

Summary of risk minimisation measures by safety concern 

All medicines have a summary of product characteristics (SmPC) which provides physicians, 
pharmacists and other healthcare professionals with details on how to use the medicine, and also 
describes the risks and recommendations for minimising them. Information for patients is available in 
lay language in the package leaflet. The measures listed in these documents are known as ‘routine risk 
minimisation measures’. 

The SmPC and the package leaflet are part of the medicine’s product information. The product 
information for Lenvima can be found on Lenvima’s EPAR page. 

This medicine has no additional risk minimisation measures. 

Planned post-authorisation development plan 

List of studies in post-authorisation development plan 

Study/activity 
(including 
study number) 

Objectives Safety 
concerns/efficacy 
issue addressed 

Status Planned date 
for 
submission of 
(interim and) 
final results  

Study 207  To evaluate PK, PD, 
tolerability, and safety 
of Lenvima in children 
from 2 to less than 18 
years of age with a 
relapsed or refractory 
solid malignant tumour 
(including Iodine-131 
refractory, 
differentiated thyroid 
carcinoma) and in 
patients with 
osteosarcoma to 
evaluate Lenvima in 
combination with two 
chemotherapy agents. 

Use in paediatric 
population aged 2 to 18 
years 

Start date: 
29 Dec 
2014 

30 Jun 2018 

Study 211  Primary objective: To 
determine whether a 

Hypertension; 
Proteinuria;  

Planned 31 Aug 2020 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/003727/human_med_001864.jsp
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starting dose of 
Lenvima 20 mg or 14 
mg once a day will 
provide comparable 
efficacy (based on 
objective response rate 
at 6 months) with an 
improved safety profile 
to 24 mg once a day 
(based on TEAE Grade 
3 or higher in the first 6 
months after 
randomization) 

Secondary objectives: 
To evaluate 
progression-free 
survival in subjects 
treated with doses of 
24 mg, 20 mg, and 14 
mg Lenvima QD; to 
evaluate safety and 
tolerability of doses of 
24 mg, 20 mg, and 14 
mg once a day of 
Lenvima; to evaluate 
PK/PD relationship 
between exposure and 
efficacy/safety 

Kidney failure or 
impairment; 
Heart failure; 
Hepatotoxicity; 
Haemorrhagic events; 
Arterial thrombotic 
events; 
QTc prolongation; 
Hypocalcaemia; 
Gastrointestinal 
perforation and fistula 
formation; 
Venous thromboembolic 
events; 
Pancreatitis; 
Impaired wound 
healing; 
ILD-like conditions. 

Study 109  A drug-drug interaction 
study to investigate the 
potential of Lenvima for 
CYP3A4 
inhibition/induction 

To investigate the 
potential of Lenvima for 
CYP3A4 
inhibition/induction, an 
in vivo study with 
midazolam as a probe 
substrate for CYP3A4. 

Planned Mar 2018 

 

Studies which are a condition of the marketing authorisation 

None. 

 

Summary of changes to the risk management plan over time 

Not applicable. 

 

This summary was last updated in 05-2015. 
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