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EMA/364628/2015 

Summary of the risk management plan (RMP) for 
Keytruda (pembrolizumab) 
 

This is a summary of the risk management plan (RMP) for Keytruda, which details the measures to be 
taken in order to ensure that Keytruda 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 Keytruda, which can be found on Keytruda’s EPAR page. 

Overview of disease epidemiology 

Keytruda is used to treat melanoma (a type of skin cancer) that has metastasised (spread to other 
parts of the body) or cannot be surgically removed. The number of people diagnosed with this cancer 
is increasing worldwide. Melanoma accounts for less than 5% of skin cancer cases; however, it causes 
most skin cancer deaths. Ultraviolet light, white ethnicity, and advanced age are the main risk factors 
for melanoma. 

In 2012, around 82,750 new melanomas occurred in 28 European countries. In about 6 out of 100 
newly-diagnosed cases, the melanoma is inoperable or has metastasised. This suggests that newly-
diagnosed inoperable or metastatic melanomas in these 28 European countries number close to 5,000 
per year. 

Summary of treatment benefits 

Keytruda contains the active substance pembrolizumab. The medicine has been shown to be effective 
in treating patients with advanced malignant melanoma (melanoma that could not be treated by 
surgery or had spread throughout the body) in two main studies. The first study included 540 patients 
who were previously treated with another monoclonal antibody medicine for melanoma, ipilimumab. 
Patients received either Keytruda 2 mg/kg every three weeks or Keytruda 10 mg/kg every three weeks 
or chemotherapy (medicines used to treat cancer). Early results showed that 6 months after start of 
treatment, the disease had not worsened in 34% of patients treated with Keytruda compared with 
16% of patients treated with chemotherapy. 

The second study looked at 834 patients who were not previously treated with ipilimumab. Patients 
received either Keytruda or ipilimumab. Early results showed that the patients treated with Keytruda 
lived for up to 5.5 months without their disease getting worse compared with 2.8 months with 
ipilimumab. The study also found that the overall survival of patients treated with Keytruda was longer 
than for patients who received ipilimumab. Up 71% of patients lived for at least 12 months after start 
of their treatment compared with 58% of patients on ipilimumab.  

Unknowns relating to treatment benefits 

Keytruda has not been studied in the following groups of patients: 

• patients with moderate or severe liver problems; 

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/003820/human_med_001886.jsp&mid=WC0b01ac058001d124
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• patients with severe kidney problems; 

• patients with an autoimmune disorder (disorder in which a person's immune system (the body’s 
own defence system) attacks parts of his or her own body);  

• patients with human immunodeficiency virus (HIV) or hepatitis B or hepatitis C; 

• patients under 18 years of age (children and adolescents); 

• pregnant women; 

• breastfeeding women; 

• patients who receive the medicine long-term (longer than 2 years); 

• patients from various non-Caucasian ethnic groups; 

• patients taking other medicines that work against the body’s immune response; 

• patients who have experienced a hypersensitivity (allergic) reaction to a medicinal product similar 
to Keytruda; 

• patients who have experienced a severe immunological adverse reaction (Grade 3) requiring 
treatment with corticosteroids for more than 12 weeks or a life threatening immunological adverse 
reaction during a previous or current treatment with the medicine ipilimumab. 

Summary of safety concerns 

Important identified risks 

Risk What is known Preventability 

Inflammation of 
the pituitary 
gland, a gland 
producing 
hormones 
situated at the 
base of the brain 
(hypophysitis); 
 
Reduced activity 
of this gland, 
leading to a lack 
or reduced 
production of one 
or more of its 
hormones 
(hypopituitarism 
or secondary 
adrenal 
insufficiency)  
 

Hypophysitis has been commonly reported in 
patients taking Keytruda (may affect 
between 1 and 10 patients in 100). 

If not treated, hypophysitis (including 
hypopituitarism and secondary adrenal 
insufficiency) may be life threatening due to 
lack of important hormones that control the 
thyroid and adrenal glands. 

Keytruda acts on the body’s defence system 
(immune system). Activation of immune 
cells near normal tissues may cause 
inflammation and injury of the normal 
tissue. 

 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform the doctor of 
any of the following symptoms that 
may indicate inflammation of the 
pituitary gland: deeper voice, muscle 
aches, dizziness or fainting, 
persistent or unusual headaches. The 
doctor should check patients for 
signs and symptoms of pituitary 
disease and treat them accordingly. 
Development of a pituitary disease 
with Keytruda cannot be prevented; 
however it can be appropriately 
treated with replacement hormones 
if an inflammation of the pituitary 
gland is detected. 

If the patient has developed 



Page 3/15 
 

hypopituitarism, the doctor may 
decide to stop Keytruda treatment 
temporarily or permanently. 

Underactive 
thyroid gland 
(hypothyroidism), 
overactive 
thyroid gland 
(hyperthyroidism
) and, 
inflammation in 
the thyroid gland 
(thyroiditis)  

Thyroid disorders have been reported in 
patients taking Keytruda (hyper- and 
hypothyroidism may each affect between 1 
and 10 in 100 patients, thyroiditis may affect 
between 1 and 10 in 1,000 patients).  

Thyroid disorders might occur at any time 
during treatment with Keytruda. Keytruda 
acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may cause inflammation and injury 
of certain normal tissues. 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform the doctor of 
any of the following symptoms that 
may indicate inflammation of the 
thyroid gland: weight gain or loss, 
hair loss, feeling cold, constipation, 
increased sweating or rapid heart 
rate.  

The production of thyroid hormones 
should be checked periodically (at 
the start of the treatment, during the 
treatment and as needed, based on 
doctor’s assessment) and properly 
treated. Development of thyroid 
disease with Keytruda cannot be 
prevented; however, if detected, it 
can be treated accordingly with 
replacement hormones. 

If patients develop a thyroid 
disorder, the doctor may decide to 
stop Keytruda treatment temporarily 
or permanently. 

Inflammation in 
the eye (uveitis) 

Uveitis has been uncommonly reported in 
patients taking Keytruda (may affect 
between 1 and 10 in 1,000 patients). 

If not treated, uveitis may worsen up to 
vision loss. Keytruda acts on the body’s 
defence system. Activation of immune cells 
near normal tissues may result in 
inflammation and injury of the eye’s normal 
tissue  

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these drugs may include 
steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform their doctor if 
they notice changes in their 
eyesight. 

If a patient develops uveitis, the 
doctor may decide to stop Keytruda 
temporarily or permanently. 
Treatment may be needed, including 
steroids (medicine used to treat 
inflammation). 



Page 4/15 
 

Inflammation of 
the intestines 
(colitis) 

Colitis has been commonly reported in 
patients taking Keytruda (may affect 
between 1 and 10 in 100 patients). 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the normal tissue of the digestive 
tract.  

Patients should inform their doctor if 
they have a disease of the immune 
system, such as Crohn’s disease or 
ulcerative colitis.  Patients should 
inform their doctor if they are taking 
other medicines that may weaken 
their immune system. Examples of 
these medicines may include 
steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform their doctor of 
any of the following symptoms that 
may indicate colitis: diarrhoea or 
more bowel movements than usual, 
black, tarry, sticky stools or stools 
with blood or mucus, or severe 
stomach pain or tenderness. 

Signs and symptoms of colitis should 
be checked by the doctor and 
treated appropriately. 

If a patient develops colitis and 
diarrhoea, the doctor may decide to 
stop Keytruda temporarily or 
permanently. Treatment may be 
needed, including steroids (medicine 
used to treat inflammation). 

Inflammation of 
the pancreas 
(pancreatitis) 

Pancreatitis has been uncommonly reported 
in patients taking Keytruda (may affect 
between 1 and 10 in 1,000 patients). 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the pancreas’ normal tissue.  

 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

If patients develop signs or 
symptoms of pancreatitis, which may 
include intense abdominal pain, 
nausea and vomiting, they should 
immediately inform their doctor. 

If a patient develops pancreatitis, 
the doctor may decide to stop 
Keytruda temporarily or 
permanently. Treatment may be 
needed, including steroids (medicine 
used to treat inflammation). 

Inflammation of 
the liver 
(hepatitis) 

Hepatitis has uncommonly been reported in 
patients taking Keytruda (may affect 
between 1 and 10 in 1,000 patients). 

Before starting Keytruda treatment 
patients should inform their doctor if 
they have previously developed liver 
damage or in case of organ 
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If not treated, hepatitis may become life 
threatening. 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the normal tissues of the liver. 

transplant. Patients should also 
inform their doctor if they have been 
taking other medicines that may 
weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform their doctor if 
they experience any of the following 
symptoms that may indicate 
inflammation of the liver: nausea, 
vomiting, feeling less hungry, pain 
on the right side of the stomach, 
yellowing of the skin or whites of the 
eyes, dark urine or bleeding or 
bruising more easily than normal. 

Doctors should be alert for signs and 
symptoms of changes in liver 
function and treat them. If a patient 
develops hepatitis, the doctor may 
decide to stop Keytruda temporarily 
or permanently. Treatment may be 
needed, including steroids (medicine 
used to treat inflammation). 

Insufficient 
production of 
insulin by the 
pancreas (type 1 
diabetes mellitus) 

Type 1 diabetes mellitus, including diabetic 
ketoacidosis (a dangerous complication of 
diabetes occurring when the body produces 
too many blood acids called ketones) has 
uncommonly been reported in patients 
taking Keytruda (may affect between 1 and 
10 in 1,000 patients). 

If not treated, diabetic ketoacidosis may 
become life-threatening. 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury to normal insulin-producing cells. 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

Patients should inform their doctor if 
they are experiencing possible signs 
or symptoms of elevated blood 
sugar, such as feeling hungrier or 
thirstier, needing to urinate more 
often or weight loss. 

Doctors should be alert for signs and 
symptoms of diabetic ketoacidosis 
such as nausea, vomiting, fatigue; 
immediate medical attention may be 
required. 

If a patient develops diabetes, the 
doctor may decide to stop Keytruda 
temporarily or permanently. The 
patient may require insulin 
treatment. 

Inflammation in Myositis, causing weakness and muscle pain, Patients should inform their doctor if 
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the muscles 
(myositis) 

has been uncommonly reported in patients 
taking Keytruda (may affect between 1 and 
10 in 1,000 patients). 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the muscle’s normal tissue. 

they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

Patients should inform their doctor if 
they are experiencing muscle pain or 
weakness. 

Inflammation of 
the kidneys 
(nephritis) 

Nephritis, a potentially life-threatening 
disease which may lead to kidney failure, 
has uncommonly been reported in patients 
taking Keytruda (may affect between 1 and 
10 in 1,000 patients). 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the kidney’s normal tissue. 

Patients should inform their doctor if 
they have kidney damage or have 
had a kidney transplant before 
starting Keytruda treatment. Patients 
should inform their doctor if they are 
taking other medicines that may 
weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should notify their doctor if 
they notice a change in the amount 
or colour of their urine. 

Doctors should monitor patients for 
changes in their kidney function.  

If a patient develops nephritis, the 
doctor may decide to temporarily or 
permanently discontinue Keytruda; 
treatment with steroids may be 
needed. 

Inflammation of 
the lungs 
(pneumonitis) 

Pneumonitis has been commonly reported in 
patients taking Keytruda (may affect 
between 1 and 10 in 100 patients). 

Pneumonitis can be serious and may cause 
death. 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury of the lung’s normal tissue. 

Before starting Keytruda treatment 
patients should notify their doctor if 
they had experienced pneumonia or 
inflammation of the lungs. Patients 
should inform their doctor if they are 
taking other medicines that may 
weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda 
patients should inform their doctor 
about any of the following symptoms 
that may indicate inflammation of 
the lung: shortness of breath, chest 
pain or coughing. 

Signs and symptoms of pneumonitis 
should be checked by the doctor and 
treated properly. 
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If a patient develops pneumonitis, 
the doctor may decide to temporarily 
or permanently discontinue Keytruda 
administration; treatment with 
steroids may be required. 

Severe skin 
reactions 

Severe skin reactions (including exfoliative 
dermatitis, erythema multiforme, exfoliative 
rash, Stevens-Johnson syndrome; and 
severe (grade ≥ 3) pruritis, rash, rash 
generalised, and rash maculo-papular) have 
commonly been reported in patients taking 
Keytruda (may affect between 1 and 10 in 
100 patients). 

Keytruda acts on the body’s defence system. 
Activation of immune cells near normal 
tissues may result in inflammation and 
injury to the normal skin tissue. 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

If patients develop signs or 
symptoms of a possible severe skin 
reaction, which may include rash, 
they should notify their doctor. 

If a patient develops a severe skin 
reaction, the doctor may decide to 
temporarily or permanently 
discontinue Keytruda; treatment 
with steroids may be needed. 

Reaction related 
to the 
administration of 
the medicine 
(infusion-related 
reactions) 

Infusion reactions related to the 
administration of Keytruda have commonly 
been reported (may affect between 1 and 10 
in 100 patients). 

Patients should inform their doctor if 
they have had an allergic reaction to 
other monoclonal antibody therapies 
such as ipilimumab. 

Patients should be monitored for 
signs and symptoms of infusion-
related reactions which may include 
shortness of breath, itching or rash, 
dizziness or fever. In case of a 
severe infusion reaction, Keytruda 
infusion must be immediately 
discontinued and appropriate 
medical treatment administered. 

Patients with mild to moderate 
infusion-related reactions may 
continue to receive Keytruda under 
close monitoring; patients should be 
prescribed medicines beforehand to 
prevent any reactions.  
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Important potential risks 

Potential Risk What is known 

Hole in the gut due to 
an inflammation of 
the intestines 
(gastrointestinal 
perforation secondary 
to colitis) 

Because Keytruda acts on the body’s immune system activation of 
defence cells near normal tissues may result in inflammation and injury 
to the normal tissue of the digestive tract which can lead to an intestinal 
tear. 

Patients should inform their doctor if they are taking other medicines 
that may weaken their immune system. Examples of these medicines 
may include steroids, such as prednisone. 

While on therapy with Keytruda, patients should inform their doctor of 
any of the following symptoms that may indicate inflammation of the 
intestines: diarrhoea or more bowel movements than usual, intense 
abdominal pain, nausea, vomiting particularly if colitis (diarrhoea) with 
Keytruda had recently been treated, severe stomach pain or tenderness. 
If a patient develops intestinal tear due to inflammation of the 
intestines, the doctor may decide to temporarily or permanently 
discontinue Keytruda; medical treatment, including surgery, may result 
in recovery and stop further worsening of the condition. 

Development of 
antibodies (immune 
response) against the 
medicine 
(immunogenicity) 

Therapeutic antibodies such as pembrolizumab have a risk of inducing 
the formation of antibodies targeted against the medicine. These 
antibodies could reduce the medicine’s activity. To date, Keytruda has 
shown low potential for eliciting the formation of antibodies. 

 

Missing information 

Missing information is information about the safety of this drug that is not available at this time. 

 

Risk What is known 

Safety in patients 
with moderate or 
severe liver problems  

The removal of Keytruda from the body was not different in patients with 
mild liver problems in comparison to patients with normal liver function. 
Keytruda was not studied in patients with moderate to severe liver 
problems.  

Safety in patients 
with severe kidney 
problems  

Dose adjustment of Keytruda is not needed for patients with mild or 
moderate kidney problems. Keytruda was not studied in patients with 
severe kidney problems. 

Safety in patients 
with an autoimmune 
disorder (a disorder 
in which a person's 
defence system 
attacks parts of his or 
her own body)  

Keytruda was not studied in patients with active autoimmune disease. 
Therefore, there is no information available about the safe use of this 
medicine in patients with active autoimmune disease.  
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Risk What is known 

Safety in patients 
with HIV and 
hepatitis B or C 
viruses  

Keytruda has not been studied in patients with HIV or hepatitis B or 
hepatitis C. Therefore, there is no information available about the safe 
use of this medicine in patients with HIV or hepatitis B or hepatitis C.  

Use in patients under 
18 years of age 
(children and 
adolescents) with 
melanoma 

Keytruda is being studied in children and adolescents. However, at 
present, the safety and effectiveness of Keytruda in children and 
adolescents is not known. 

Use in pregnant and 
breastfeeding women 

There are no data on the use of Keytruda in pregnant women. Results of 
studies carried out in experimental models show that there is a risk of 
harm which could lead to increased rates of stillbirth and abortion. 

Keytruda should not be used in pregnancy unless the clinical condition 
specifically requires treatment with Keytruda. If the patient is a woman 
who could become pregnant, effective contraception must be used while 
on Keytruda therapy and for at least 4 months after the last dose. 

Women using Keytruda should inform their doctor if they are pregnant, 
think they may be pregnant or are planning to be pregnant, or are 
breastfeeding. 

Breastfeeding should not occur while taking Keytruda. It is unknown 
whether Keytruda is secreted in human milk and the effect of Keytruda 
on newborns/infants is unknown. Therefore a decision should be made 
whether to discontinue breastfeeding or to discontinue Keytruda, taking 
into account the benefit of breastfeeding for the child and the benefit of 
treatment for the mother. 

Long-term safety There is no information available about the long-term safety of this 
medicine. It is therefore possible that currently unknown side effects may 
occur when using Keytruda for a long time. 

Safety in various 
ethnic groups 

As there are limited data available on the use of Keytruda in different 
ethnic groups, the effect of race on Keytruda use could not be evaluated. 

Potential interactions 
with agents that 
suppress the body’s 
defence system 
(immune system)   

It is not known if Keytruda interacts with agents that suppress the 
immune system.  

Patients should notify their doctor if they are on medications that weaken 
their immune system.  Examples of these medicines may include steroids 
such as prednisone. 

Safety in patients 
with allergic reactions 
to other monoclonal 
antibody treatments 

It is not known if patients with a prior allergic reaction to a monoclonal 
antibody will have a similar reaction to Keytruda.   

However, there are some similarities between these medicines and care 
should be taken when giving Keytruda to this patient population. 

Safety in patients 
who have had severe 
reactions on prior 

It is not known if patients who have had a reaction to ipilimumab will 
have a similar or worsened reaction to Keytruda. 
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Risk What is known 

ipilimumab requiring 
steroid treatment for 
more than 12 weeks, 
or had life-
threatening reactions 
on prior ipilimumab, 
or are still 
experiencing or are 
currently being 
treated for a reaction 
to ipilimumab  

However, as these medicines are similar, care should be taken when 
administering Keytruda to this patient population. 

 

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 Keytruda can be found on Keytruda’s EPAR page. 

This medicine has special conditions and restrictions for its safe and effective use (additional risk 
minimisation measures). Full details on these conditions and the key elements of any educational 
material can be found in Annex II of the product information which is published on Keytruda’s EPAR 
page; how they are implemented in each country however will depend upon agreement between the 
marketing authorisation holder and the national authorities. 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/003820/human_med_001886.jsp&mid=WC0b01ac058001d124
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These additional risk minimisation measures are for the following risks: 

Immune-related adverse reactions (immune-related hypophysitis (including hypopituitarism 
and secondary adrenal insufficiency), pneumonitis, thyroid disorders (hyperthyroidism, 
hypothyroidism, thyroiditis), uveitis, colitis, pancreatitis, hepatitis, type 1 diabetes mellitus, 
myositis, nephritis, severe skin reactions) and infusion-related reactions 

Risk minimisation measure: Healthcare Professional FAQ Brochure and Patient Information Brochure 
including Alert Card 

Objective and rationale: To increase understanding and awareness about the risks of immune-
related adverse reactions and infusion-related reactions 

Description: 
• All healthcare professionals who are expected to prescribe Keytruda will be provided with a 

brochure to inform them on how the medicine should be used and how to manage side effects, 
particularly side effects related to the activity of the immune system. 

• Patients will be given a brochure and alert card that they should carry with them at all times with 
information about the risks of the medicine, and instructions on when to contact their doctor if they 
experience symptoms. 

 

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  
 

Phase I Study of 
Single Agent MK-
3475 in Patients 
with Progressive 
Locally Advanced 
or Metastatic 
Carcinoma, 
Melanoma, and 
Non-Small Cell 
Lung Carcinoma 
(NSCLC) (P001)  

1. To evaluate and 
characterize the 
tolerability and 
safety profile of 
single agent MK-
3475 in adult 
patients with 
unresectable 
advanced 
carcinoma 
(including NSCLC 
or MEL). 
2. To evaluate anti-
tumor activity of 
MK-3475 in MEL 
and NSCLC per 
RECIST (Response 
Evaluation Criteria 
In Solid Tumors) 
1.1. 
3. To evaluate the 
extent of tumor 
response that 
correlates with the 

Immune-related 
adverse reactions 
of hypophysitis 
(including 
hypopituitarism 
and secondary 
adrenal 
insufficiency), 
thyroid disorder 
(hypothyroidism, 
hyperthyroidism), 
uveitis, colitis, 
pancreatitis, 
hepatitis, type 1 
diabetes mellitus, 
myositis, 
nephritis, 
pneumonitis, 
severe skin 
reactions, 
infusion-related 
reactions, 
gastrointestinal 
perforation 

Started Final Study Report 
Dec 2016 



Page 12/15 
 

Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

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

degree of 
biomarker 
positivity in the 
tumors of 
ipilimumab naïve 
patients treated 
with MK-3475 with 
the intent that the 
cut point for the 
PD-L1 assay will be 
explored and 
refined with tumor 
samples from 
ipilimumab-naïve 
MEL. 
4. To evaluate anti-
tumor activity per 
RECIST 1.1 of MK-
3475 in unselected 
MEL refractory to 
ipilimumab patients 
and MEL patients 
refractory to 
ipilimumab with 
PD-L1 expressing 
tumors. 
5. To evaluate anti-
tumor activity per 
RECIST 1.1 of MK-
3475 in patients 
with NSCLC with at 
least one prior 
systemic therapy 
whose tumors 
express a high 
level of PD-L1. 

secondary to 
colitis, 
immunogenicity 
 
Long term safety 

Randomized, 
Phase II study of 
Keytruda versus 
chemotherapy in 
patients with 
advanced 
melanoma (MEL) 
(P002)  
 
 

Primary Objectives: 
 
1. To evaluate the 
progression-free-
survival (PFS) in 
patients with 
ipilimumab 
refractory 
advanced MEL 
receiving either 
MK-3475 
(Keytruda) or 
chemotherapy. 
 
2. To evaluate the 
overall survival 
(OS) in patients 
with ipilimumab 
refractory 
advanced MEL 
receiving either 
MK-3475 or 

Immune-related 
adverse reactions 
of hypophysitis 
(including 
hypopituitarism 
and secondary 
adrenal 
insufficiency), 
thyroid disorder 
(hypothyroidism, 
hyperthyroidism), 
uveitis, colitis, 
pancreatitis, 
hepatitis, type 1 
diabetes mellitus, 
myositis, 
nephritis, 
pneumonitis, 
severe skin 
reactions, 
infusion-related 
reactions, 

Started Final Study 
Report: 
Jan 2017 
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

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

chemotherapy. 
 
Secondary 
Objectives include: 
 
To evaluate safety, 
tolerability and 
adverse experience 
profile of single 
agent MK-3475 2 
mg/kg and 10 
mg/kg. 
 

gastrointestinal 
perforation 
secondary to 
colitis, 
immunogenicity 
 
Long term safety 

A Multicenter, 
Randomized, 
Controlled, Three-
Arm, Phase III 
Study to Evaluate 
the Safety and 
Efficacy of Two 
Dosing Schedules 
of MK-3475 
Compared to IPI 
in Patients with 
Advanced 
Melanoma (P006)  

Primary Objectives 
1. To evaluate 
progression-free-
survival (PFS) in 
patients with 
advanced MEL 
receiving either 
MK-3475 or IPI 
(ipilimumab). 
 
2. To evaluate 
overall survival 
(OS) in patients 
with advanced MEL 
receiving either 
MK-3475 or IPI. 
 
Secondary 
Objectives include: 
To evaluate safety, 
tolerability and 
adverse experience 
profile of MK-3475 
versus IPI. 
 

Immune-related 
adverse reactions 
of hypophysitis 
(including 
hypopituitarism 
and secondary 
adrenal 
insufficiency), 
thyroid disorder 
(hypothyroidism, 
hyperthyroidism), 
uveitis, colitis, 
pancreatitis, 
hepatitis, Type 1 
diabetes mellitus, 
myositis, 
nephritis, 
pneumonitis, 
severe skin 
reactions, 
infusion-related 
reactions, 
gastrointestinal 
perforation 
secondary to 
colitis, 
immunogenicity 
 
Long term safety 

Started Final Study Report 
Jan 2017 

A Phase I/II Study 
of Pembrolizumab 
(MK-3475) in 
Children with 
advanced 
melanoma or a 
PD-L1 positive 
advanced, 
relapsed or 
refractory solid 
tumor or 
lymphoma (P051)  

1.To define the 
rate of dose-
limiting toxicities 
(DLTs) at the 
maximum tolerated 
dose (MTD) or 
maximum 
administered dose 
(MAD) of 
pembrolizumab 
when administered 
as monotherapy to 
children from 6 
months to < 18 
years of age pooled 
across all 

Possible immune-
related adverse 
reactions of 
hypophysitis 
(including 
hypopituitarism 
and secondary 
adrenal 
insufficiency), 
thyroid disorder 
(hypothyroidism, 
hyperthyroidism), 
uveitis, colitis, 
pancreatitis, 
hepatitis, Type 1 
diabetes mellitus, 

Started Final Study Report 
July 2019 
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

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

indications 
including advanced 
melanoma or a PD-
L1 positive 
advanced, relapsed 
or refractory solid 
tumor or 
lymphoma. 
2.  To characterize 
the 
pharmacokinetics 
(PK) of 
pembrolizumab 
when administered 
as monotherapy to 
children from 6 
months to < 18 
years of age pooled 
across all 
indications 
including advanced 
melanoma or a PD-
L1 positive 
advanced, relapsed 
or refractory solid 
tumor or 
lymphoma. 
 
3. To determine 
the safety and 
tolerability of 
pembrolizumab 
based on AEs and 
clinical and 
laboratory 
measures in 
children from 6 
months to <18 
years of age pooled 
across all 
indications 
including advanced 
melanoma or a PD-
L1 positive 
advanced, relapsed 
or refractory solid 
tumor or 
lymphoma. 
4. To evaluate anti-
tumor activity of 
pembrolizumab in 
children from 6 
months to <18 
years of age within 
each tumor type 
including advanced 
melanoma or a 
PDL1 positive 

myositis, 
nephritis, 
pneumonitis, 
severe skin 
reactions, 
infusion-related 
reactions, 
gastrointestinal 
perforation 
secondary to 
colitis, 
immunogenicity 
 
Safety in 
paediatric 
patients  
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

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

advanced, relapsed 
or refractory solid 
tumor or 
lymphoma based 
on RECIST 1.1. 

 

Studies which are a condition of the marketing authorisation 

The above studies are conditions of the marketing authorisation. 

Summary of changes to the risk management plan over time 

Not applicable. 

This summary was last updated in 07-2015. 
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