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VI.2  Elements for a Public Summary
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VI.2.1  Overview of Disease Epidemiology

Vectibix is used in the treatment of metastatic colorectal cancer (cancer of the bowel) in

adult patients with a certain type of tumour known as a “Wild-type RAS tumour”.

Colorectal cancer is the third most common cancer in men and second most common 

cancer in women worldwide. In 2008, there were 663,000 new cases of colorectal 

cancer in men worldwide and 570,000 new cases in women.  The number of people with 

colorectal cancer varies in different regions of the world. Sixty percent of colorectal 

cancer cases occur in developed regions. The lowest rates of colorectal cancer are 

seen in Africa (except Southern Africa) and South-Central Asia.

Older people tend to develop colorectal cancer more often than younger people. More 

than 90% of cases occur in people aged 50 or older. Generally, colorectal cancer 

occurs slightly more frequently in males than in females, although this varies in different 

regions of the world. Colorectal cancer also occurs more frequently in African 

Americans than in other racial and ethnic groups.

Other risk factors for colorectal cancer include other diseases of the bowel (such as

inflammatory bowel disease), a family history of colorectal cancer, a poor diet (such as 

eating too much fat, or not enough fibre), being overweight or obese, drinking too much 

alcohol, and smoking.

In approximately 30% of all patients with colorectal cancer, the cancer will spread to 

another part of the body.  This spread of the cancer is known as metastatic cancer. 

People with metastatic colorectal cancer are less likely to survive than those whose 

cancer has not spread.

VI.2.2  Summary of Treatment Benefits

Vectibix is used to treat metastatic cancer of the colon or rectum. This is cancer of the 

large intestine (bowel) that has spread to other parts of the body. Vectibix is used in 

adult patients with a certain type of tumour known as a “Wild-type RAS tumour”.  Wild-

type RAS tumours contain both wild-type KRAS and NRAS genes.

Vectibix can be used:

 in combination with ‘FOLFOX’ chemotherapy (oxaliplatin, 5-fluorouracil and folinic 
acid) as first-line treatment (patients who have not been treated before);

 in combination with ‘FOLFIRI’ chemotherapy (irinotecan, 5-fluorouracil and folinic 
acid) in patients who have already received fluoropyrimidine-based chemotherapy 
(excluding irinotecan);
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 on its own after treatment has stopped working with combinations of anticancer 
medicines that include a ‘fluoropyrimidine’ (such as 5-fluorouracil), oxaliplatin and 
irinotecan.

Vectibix has been studied in three main clinical trials. The first involved a total of 463 

patients with metastatic cancer of the colon or rectum whose disease had got worse 

during or after previous treatment that included a fluoropyrimidine, oxaliplatin, and 

irinotecan. The effects of Vectibix in addition to ‘best supportive care’ were compared 

with those of best supportive care alone. Best supportive care is any medicines or 

techniques to help patients, such as antibiotics, painkillers, transfusions and surgery, but 

not other anticancer medicines. The main measure of Vectibix effectiveness was 

progression-free survival (how long the patients lived without their disease getting 

worse). The results of the study were analysed separately in 243 patients whose 

tumours contained wild-type KRAS and in 184 patients in whom the KRAS gene 

contained a mutation. The patients with wild-type KRAS in their tumours who received 

Vectibix in addition to best supportive care lived for an average of 12.3 weeks without 

their disease getting worse. This compared with 7.3 weeks in those who received best 

supportive care alone.  There was no effect of Vectibix in the patients with mutated 

KRAS in their tumours.

The second main study involved 1,183 patients with metastatic cancer of the colon or 

rectum who had not been treated before for their metastatic cancer. Vectibix in 

combination with FOLFOX chemotherapy was compared with chemotherapy alone. The 

main measures of effectiveness were progression-free survival and overall survival (the 

length of time the patients lived).  In this study, the results for patients with tumour 

mutations in another similar gene to KRAS, called ‘NRAS’ were also analysed. Patients 

with wild-type KRAS and NRAS receiving Vectibix in combination with FOLFOX lived for 

26 months compared with 20 months in patients receiving FOLFOX alone. These 

patients also had a longer period of time without their disease getting worse: 10 months 

versus 8 months.  In contrast, patients receiving Vectibix in combination with FOLFOX 

who had mutations in KRAS or NRAS in their tumours, survived for a shorter time and 

their disease got worse more quickly, than those patients receiving FOLFOX alone.

The third main study involved 1,186 patients with metastatic cancer of the colon or 

rectum who had been treated before. It compared Vectibix in combination with FOLFIRI 

chemotherapy with chemotherapy alone. The main measures of effectiveness were 

progression-free survival and overall survival.  The results of this study have only been 
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assessed for patients with wild-type KRAS tumours.  Patients with wild-type KRAS

receiving Vectibix in combination with FOLFIRI lived for 14.5 months compared with 12.5 

months in patients receiving FOLFIRI alone. Patients receiving Vectibix also had a 

longer period of time without their disease getting worse: 6.7 months versus 4.9 months.

VI.2.3  Unknowns Relating to Treatment Benefits

An additional study is ongoing to confirm the effectiveness of Vectibix given on its own in 

its approved use.

VI.2.4  Summary of Safety Concerns

Table 83.  Important Identified Risks

Risk What Is Known Preventability

Skin reactions Skin reactions occur in approximately 
90% of people treated with Vectibix.  Most 
of these reactions are mild to moderate, 
but severe swelling and tissue damage 
can occur.  Skin rashes commonly 
resemble acne and often involve the face, 
upper chest and back, but can affect any 
area of the body. Some rashes have 
been associated with redness, itching and 
flaking of the skin which can become 
severe. In some cases, it may cause 
infected sores requiring medical and/or 
surgical treatment, or cause severe skin 
infections that in rare cases could be fatal. 
Prolonged exposure to the sun can make 
the rash worse. Also, dry skin, fissures 
(cracks in the skin) on the fingers or toes, 
fingernail bed or toenail bed infection 
(paronychia) or inflammation has been 
reported. Once treatment is withheld or 
discontinued, the skin reactions will 
generally resolve.

If a severe skin reaction 
occurs, the dose of Vectibix
can be adjusted to limit further 
reactions.  Sun exposure 
should be limited whilst 
receiving Vectibix, as sunlight 
can worsen skin reactions. 
Sunscreen and a hat should 
be worn in sunlight.

Page 1 of 3
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Table 83.  Important Identified Risks (continued)

Eye problems Vectibix can cause inflammation of the 
front part of the eye (cornea), known as 
keratitis.  In rare cases, a serious 
condition of ulceration of the front part of 
the eye can develop, known as ulcerative 
keratitis.

Patients should tell their 
doctor if they use contact 
lenses and/or have a history of 
eye problems such as severe 
dry eye, inflammation of the 
front part of the eye (cornea), 
or ulcers involving the front 
part of the eye. Patients who 
develop acute or worsening 
redness and pain in the eye, 
increased eye watering, 
blurred vision and/or 
sensitivity to light, should tell 
their doctor or nurse 
immediately as they may need 
urgent treatment.

Mouth ulcers and 
cold sores 
(stomatitis) and 
inflammation of the 
mouth (oral 
mucositis)

Vectibix can cause mouth ulcers, cold 
sores and inflammation of the mouth.

Patients should tell their 
doctor if they get any side 
effects so that they can be 
appropriately managed.

Inflammation of the 
lung (interstitial 
lung disease)

People who are treated with Vectibix
could develop inflammation of the lung, 
known as interstitial lung disease.

People who have previously 
had or have evidence of 
interstitial pneumonitis 
(swelling of the lungs causing 
coughing and difficulty 
breathing) or pulmonary 
fibrosis (scarring and 
thickening in the lungs with 
shortness of breath) should 
not be treated with Vectibix.

Low magnesium 
(hypomagnesemia),
low calcium 
(hypocalcemia) and
low potassium 
(hypokalemia) in 
the blood.

Vectibix treatment can lower the blood 
levels of several substances such as 
magnesium, calcium, and potassium.

Blood levels of magnesium, 
calcium, and potassium 
should be checked before 
starting treatment with 
Vectibix. The levels should 
also be checked regularly 
during treatment, and for up to 
8 weeks after finishing 
treatment. If these levels are 
too low, appropriate 
supplements can be used to 
return them to normal levels.

Diarrhea Vectibix treatment can cause severe 
diarrhea.

Patients should tell their 
doctor if they get severe 
diarrhoea so that they can 
provide appropriate treatment 
to prevent dehydration.

Page 2 of 3
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Table 83.  Important Identified Risks (continued)

Dehydration Vectibix treatment can cause dehydration 
following severe diarrhea.

Patients should tell their doctor 
if they get severe diarrhoea so 
that they can provide 
appropriate treatment to 
prevent dehydration.

Infusion reactions 
and other 
hypersensitivity 
reactions

During or following Vectibix treatment, 
patients may experience an infusion 
reaction. Symptoms may include 
headache, rashes, itching or hives, 
flushing, swelling (face, lips, mouth, 
around the eyes, and throat area), rapid 
and irregular heartbeat, fast pulse, 
sweating, nausea, vomiting, dizziness, 
difficulty breathing or swallowing, or a 
decrease in blood pressure that may be 
severe or life-threatening.

The dose of Vectibix is given 
slowly to limit the risk of 
infusion reactions.  Patients 
should tell their doctor 
immediately if they experience 
any symptoms of an infusion 
reaction.

Lack of response in 
patients with
mutant RAS
tumours

Vectibix only works in patients with a 
certain type of tumor known as a “Wild-
type RAS tumour”.

Patients should be tested for 
RAS status before starting 
treatment with Vectibix.  Only 
patients with wild-type RAS
status should be treated with 
Vectibix.

Negative effects in 
combination with 
FOLFOX
chemotherapy in 
patients with 
mutant RAS
tumours

Patients receiving Vectibix in combination 
with FOLFOX chemotherapy who have a 
certain type of tumour known as a “Mutant 
RAS tumour” appear to survive for a 
shorter time and their disease gets worse 
more quickly, than those patients 
receiving FOLFOX alone.

Patients should be tested for 
RAS status before starting 
treatment with Vectibix.  Only 
patients with wild-type RAS
status should be treated with 
Vectibix.

Worse outcomes in 
patients with poor 
performance status 
(ECOG 2) 
receiving Vectibix
in combination with 
chemotherapy

Progression of cancer can be measured 
using a scoring system, known as ‘ECOG 
performance status’.  Patients who have 
an ECOG performance status of 2, who
are treated with Vectibix in combination 
with chemotherapy, appear to survive for 
a shorter time and their disease gets 
worse more quickly, than patients treated 
with chemotherapy alone.

The doctor should consider 
the risks and benefits of using 
Vectibix in combination with 
chemotherapy for patients with 
an ECOG performance status 
of 2 before starting treatment.

Blood clots in the 
lung (pulmonary 
embolism)

Vectibix treatment can cause a blood clot 
in the lung.

Patients should tell their doctor 
if they get any side effects so 
that they can be appropriately 
managed.

Page 3 of 3
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Table 84.  Important Potential Risks

Risk What Is Known

Problems with blood 
vessels

Vectibix and other cancer treatments have the potential to affect 
blood vessels.  However, studies of Vectibix in its approved use 
have not shown an increased risk of these problems.

Immune response 
(Immunogenicity)

With any medicine that is a protein (monoclonal antibody) there is 
a potential for the body to react to the protein and create 
antibodies.  While a small number of patients have developed 
antibodies to Vectibix, this did not impact its activity, so that 
Vectibix was still effective, and the patients did not experience any 
adverse effects.

Delayed wound healing Vectibix and other cancer treatments have the potential to slow the 
healing of wounds.  However, studies of Vectibix in its approved 
use have not shown an increased risk of delayed wound healing.
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Table 85.  Important Missing Information

Risk What Is Known

Pregnant women Vectibix has not been studied in women who are pregnant.  In 
animal studies, when Vectibix was given during pregnancy, there 
were adverse effects on the unborn offspring.

Breastfeeding women Vectibix has not been studied in women who are breastfeeding, so 
it is not known whether it causes any adverse effects on 
breastfeeding infants.

Children Vectibix has not been adequately studied in children, so it is not 
known whether it is safe and effective to treat children with 
Vectibix.

Patients of different race or 
ethnic origins

There is limited information on the safety and effectiveness of 
Vectibix in patients from different racial or ethnic origins.  However, 
no notable differences in the safety and effectiveness of Vectibix in 
patients from different racial or ethnic origins have been observed 
so far.

Patients with renal or
hepatic impairment

Vectibix has not been studied in patients with kidney or liver 
disease; however, Vectibix is not expected to be harmful to the 
kidneys or liver.

Patients with cardiovascular 
disease

Vectibix has not been studied in patients with heart disease; 
however, Vectibix is not expected to be harmful to the heart.

Indicators or predictors of
response to Vectibix
treatment (biomarkers)

Some indicators or predictors of response to Vectibix treatment, 
such as “RAS tumour status” have been identified.

Vectibix only works in patients with a certain type of tumour known 
as a “Wild-type RAS tumour”.  Patients receiving Vectibix in 
combination with FOLFOX chemotherapy who have a certain type 
of tumour known as a “Mutant RAS tumour” appear to survive for a 
shorter time and their disease gets worse more quickly, than those 
patients receiving FOLFOX alone.

The effects of RAS and other biomarkers on the response to 
Vectibix treatment are being studied further.
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VI.2.5  Summary of Additional Risk Minimization Measures by Safety Concern

These additional risk minimization measures are for the following risks:

Table 86.  Safety Concern in Lay Terms

Skin reactions A DHPC (also known as a “Dear HCP Letter”) 
was sent to healthcare professionals in the EU 
in 2012 to inform them of life-threatening and 
fatal infectious complications of severe skin 
reactions associated with Vectibix treatment.

Eye problems A DHPC was sent to healthcare professionals 
in the EU in 2011 to inform them of the 
association of Vectibix treatment with 
inflammation of the front part of the eye 
(keratitis) and rare cases of a serious condition 
of ulceration of the front part of the eye 
(ulcerative keratitis).

Infusion reactions and other hypersensitivity 
reactions

A DHPC was sent to healthcare professionals 
in the EU in 2010 to inform them of the 
association of Vectibix with serious 
hypersensitivity reactions.

Lack of response in patients with mutant RAS
tumours, and;

Negative effects in combination with FOLFOX 
chemotherapy in patients with mutant RAS
tumours

A DHPC and PEB were sent to healthcare 
professionals in the EU (distribution started in 
2011) to inform them of the importance of
testing patient’s tumours for KRAS status
before starting treatment with Vectibix.

Amgen is supporting the ESP QA programme 
to help ensure that KRAS testing is performed 
accurately in EU laboratories.
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VI.2.6  Planned Postauthorization Development Plan

List of Studies in Postauthorization Development Plan

Table 87.  Planned Postauthorization Development Plan for Efficacy and Safety

Study/Activity 
(including study 
number)

Objectives 

Safety 
Concern(s) or 
Efficacy Issue 

Addressed

Status

Planned Date for 
Submission of 

Interim and Final 
Results

Study 20080763 
(ASPECCT): A Study 
of Panitumumab 
Efficacy and Safety 
Compared to 
Cetuximab in Subjects 
With KRAS Wild-Type 
Metastatic Colorectal 
Cancer.

Primary: compare 
the effect of 
panitumumab 
versus cetuximab 
on overall survival 
(OS) for 
chemorefractory 
mCRC among 
subjects with wild-
type KRAS tumors.

The comparative 
efficacy of 
panitumumab 
versus 
cetuximab will 
be assessed in 
this study.

Study 
ongoing.

30 September 
2013

Study 20100007: A 
Phase 3, Multicenter, 
Randomized, Open-
label Trial to Evaluate 
the Survival Benefit of 
Panitumumab and 
Best Supportive Care, 
Compared to Best 
Supportive Care 
Alone, in Subjects 
With Chemorefractory 
Wild-type KRAS
Metastatic Colorectal 
Cancer

Primary: to 
evaluate the benefit 
of panitumumab in 
addition to best 
supportive care 
compared to best 
supportive care 
alone in subjects 
with 
chemorefractory 
wild-type KRAS
mCRC.

This study will 
evaluate the 
survival benefit 
of panitumumab 
and best 
supportive care 
compared to 
best supportive 
care alone, in 
subjects with 
chemo-
refractory wild-
type KRAS
mCRC.

Ongoing 3Q 2014

Study 20070509 
(PEAK): A 
Randomized, 
Multicenter, Phase 2 
Study to Compare the 
Efficacy of 
Panitumumab in 
Combination With 
mFOLFOX6 to the 
Efficacy of 
Bevacizumab in 
Combination With 
mFOLFOX6 in 
Patients With 
Previously Untreated, 
KRAS Wild-Type, 
Unresectable, MCRC

Primary: to 
estimate the 
treatment effect on 
PFS of 
panitumumab 
relative to 
bevacizumab in 
combination with 
mFOLFOX6 
chemotherapy as 
first-line therapy in 
subjects with 
tumors expressing 
wild-type KRAS, 
unresectable 
mCRC

This study is 
intended to
compare the 
efficacy of 
panitumumab in 
combination with 
mFOLFOX6 to 
the efficacy of 
bevacizumab in 
combination with 
mFOLFOX6 in 
patients with 
previously 
untreated, 
KRAS wild-type, 
unresectable, 
mCRC.

Ongoing Interim CSR 
completed 
4 December 201
2

Final analysis 
CSR 2Q 2015 
(planned)

Page 1 of 2



Product: Panitumumab
European Union Risk Management Plan
Version 10
Date: 26 April 2013 Page 197

CONFIDENTIAL

Table 87.  Planned Postauthorization Development Plan for Efficacy and Safety 
(continued)

Study/Activity 
(including study 
number)

Objectives 

Safety 
Concern(s) or 
Efficacy Issue 

Addressed

Status

Planned Date for 
Submission of  

Interim and Final 
Results

Study 20101120
Category 1

Medical records 
review study, 
specifically 
assessing the 
impact of the KRAS
test results on 
patterns of 
panitumumab use

Lack of response, 
and negative 
effects in 
combination with 
oxaliplatin-
containing
chemotherapy, in 
patients with 
mCRC with 
mutant RAS
tumors

Study 
ongoing, first 
interim report 
submitted to 
CHMP on 
27 March 
2013 (this 
report 
included 
results from 
the first 25 of 
150 complete 
charts 
extracted for 
round 1).

Interim reports 
1Q2013 and 
4Q2013.  Final 
report 4Q2014

Study 20101121 
Category 1

Physician survey to 
assess knowledge 
of the importance of 
KRAS testing over 
time

Lack of response, 
and negative 
effects in 
combination with 
oxaliplatin-
containing
chemotherapy, in 
patients with 
mCRC with 
mutant RAS
tumors

Study 
ongoing, first 
interim report 
submitted to 
CHMP on 
27 March 
2013.  

Interim reports 
1Q2013 and 
4Q2013.  Final 
report 4Q2014

Study 20050252
Category 3

Pediatric dose-
finding and phase 2 
study if the drug is 
well-tolerated in 
children and/or 
adolescents

Pediatric patients Enrolling 1Q2014

Page 2 of 2

Studies That Are a Condition of the Marketing Authorization

Studies 20080763, 20101120, and 20101121 are conditions of the marketing 

authorization.
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VI.2.7  Summary of Changes to the Risk Management Plan by Time

Table 88.  Major Changes to the Risk Management Plan Over Time

Version 
Number Date Safety Concerns Comment

1.0 13 March 
2006

Identified Risks

 Integument and eye toxicity

 Stomatitis and oral mucositis

 Hypomagnesemia and hypocalcemia

 Diarrhea

 Infusion reactions and other hypersensitivity 
reactions

Potential Risks

 Vascular toxicity

 Cardiac toxicity

 Immunogenicity

Missing Information

 Pregnant Women

 Lactating women

 Pediatric patients

 Non-white patients

 Patients with renal, hepatic, pulmonary, or cardiac 
impairment

 Patients who receive panitumumab at a dose 
schedule that has not been evaluated extensively in 
clinical studies or in combination with chemotherapy

 Patients with cancer other than refractory mCRC

2.0 19 
September 
2007

Identified Risks

 Dehydration added

 Lack of response in tumors with KRAS mutation 
added

Potential Risks

 Wound healing added

Page 1 of 3
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Table 88.  Major Changes to the Risk Management Plan Over Time (continued)

Version 
Number Date Safety Concerns

3.0 13 
November 
2008

Identified Risks:

 acute renal failure as a potential complication was added to 
the identified risk of Diarrhea

4.0 12 May 2009 Identified Risks

 acute renal failure as a potential complication was added to 
the identified risk of Diarrhea

5.0 19 
November 
2009

Identified Risks

 Lack of response in tumors with KRAS mutation changed to 
Lack of response or negative effects in patients with mCRC 
with mutant KRAS tumors

 Severe cutaneous drug reactions was added to the identified 
risk of integument and eye toxicity

 Fatal hypersensitivity reactions were added to the identified 
risk of infusion reactions and other hypersensitivity reactions

6.0 18 March 
2010

 Hypokalemia added as identified risk (categorized with 
hypomagnesemia and hypocalcemia)

 Negative effects in combination with oxaliplatin-based 
chemotherapy in patients with mCRC with mutant KRAS
tumors added as identified risk 

 Palmar-plantar erythrodysaesthesia added to the identified 
risk of Integument and Eye Toxicity

7.0 9 February 
2011

Identified Risks:

 Anorexia added

 Weight decreased added

 Worse outcomes in patients with poor performance status 
(ECOG 2) receiving panitumumab in combination with 
chemotherapy for mCRC added

 Keratitis and ulcerative keratitis added under identified risk of 
integument and eye toxicity

7.1 27 June 
2011

Identified Risks:

 Interstitial lung disease with fatal outcome was added to the 
identified risk of Pulmonary Toxicity

8.0 17 
November 
2011

Identified Risks:

 Identified risk of Integument and Eye Toxicity split into 
identified risks of Skin Disorders and Eye Disorders

 Necrotizing fasciitis and/or sepsis was added to the identified 
risk of Skin Disorders

Page 2 of 3
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Table 88.  Major Changes to the Risk Management Plan Over Time (continued)

Version 
Number Date Safety Concerns Comment

9 19 
November 
2012

Identified Risks:

 Updated text on 
dermatologic and soft 
tissue toxicity in the 
identified risk of Skin 
Disorders

 Updated text on cases of 
interstitial lung disease, 
both fatal and non-fatal, 
reported in the 
postmarketing setting in 
the identified risk of 
Pulmonary Toxicity.

10 Identified Risks:

Removed:
 anorexia 
 weight decreased  

Replaced KRAS with RAS in 
the following risks:

 lack of response in 
patients with mCRC with 
mutant RAS tumors

 negative effects in 
combination with 
oxaliplatin-containing
chemotherapy in 
patients with mCRC with 
mutant RAS tumors

“Anorexia” and “Weight decreased” have 
been removed from the RMP as 
important identified risks, because the 
impact of these risks on individuals, their 
seriousness, and their impact on public 
health do not meet the definition of an 
important identified risk provided in GVP 
Module V (EMA/838713/2011).  
Additionally, these risks do not require 
contraindications or warnings and 
precautions in the SmPC.

Potential Risks:

Removed:

 cardiac toxicity 

“Cardiac toxicity” has been removed from 
the RMP as an important potential risk, 
because extensive clinical trial 
experience and post-marketing exposure 
have not provided evidence of a causal 
relationship between Vectibix and 
cardiac toxicity to support the initial non-
clinical finding.

Missing Information:

Removed:

 Patients who receive 
panitumumab at a dose 
schedule that has not 
been evaluated 
extensively  

 Patients with cancer 
type other than 
refractory mCRC

“Patients who receive panitumumab at a 
dose schedule that has not been 
evaluated extensively” and “Patients with 
cancer type other than refractory mCRC” 
have been removed from the “Missing 
Information” section of the RMP, 
because they do not meet the definition 
of missing information provided in GVP
Module V (EMA/838713/2011).
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