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Summary of Clinical Trial Results 

Studies of entrectinib in people with cancer and a rare change 

in the genes of their cancer cells, known as an ‘NTRK gene 

fusion’ 
 

See the end of the summary for the full titles of the three studies. 

 

About this summary 

This is a summary of the results of three clinical trials (called 

‘studies’ in this document) – written for: 

 members of the public and  

 people who took part in the studies.  

 

This summary is based on information known at the time of 

writing (November 2020). More information may now be known. 

Contents of the 

summary 

1. General information 

about this study 

2. Who took part in this 

study? 

3. What happened during 

the study? 

4. What were the results of 

the study? 

5. What were the side 

effects? 

6. How has this study 

helped research? 

7. Are there plans for other 

studies? 

8. Where can I find more 

information? 

The three studies are called ‘ALKA’, ‘STARTRK-1’ and 

‘STARTRK-2’.  

The ALKA study started in October 2012 and ended in 

November 2019, the STARTRK-1 study started in July 2014 and 

ended in June 2020 and the STARTRK-2 study started in 

November 2015. At the time of writing this summary, one of the 

studies (STARTRK-2) is still taking place and the study doctors 

are still collecting information. This summary includes the results 

up until May 2019. 

This summary will be updated when the last study ends. 

 

 

No single study can tell us everything about the risks and benefits of a medicine. It takes many 

people in many studies to find out everything we need to know. The results from these studies 

may be different from other studies with the same medicine. 

This means that you should not make decisions based on this summary – always 

speak to your doctor before making any decisions about your treatment. 

 

  

Thank you to the people who took part in the studies  

The people who took part in these studies have helped researchers to answer important 

questions about cancers with rare changes in the genes of the cancer cells, and the study 

medicine. 

 

 



 

Layperson summary date: November 2020 

Veeva: M-XX-00003225  Page 2 of 13 

Key information about the studies 

 This summary shows the latest 

combined results from three studies, 

known as the ‘ALKA’ study, the 

‘STARTRK-1’ study and the ‘STARTRK-2’ 

study. 

 The studies were done to look at a new 

medicine (the ‘study medicine’) in 

people with cancer who have rare 

changes in the genes of their cancer 

cells, known as ‘gene fusions’, 

specifically ROS1, ALK and NTRK gene 

fusions. 

 These gene fusions are rare, so the 

results of three studies were looked at 

together, to make sure there were 

enough patients for doctors to analyse 

the results. 

 All of the people taking part in the 

studies were given the same study 

medicine (called ‘entrectinib’). 

 In total, 504 people with different types 

of cancer with changes in the ROS1, 

ALK or NTRK genes have taken 

entrectinib. 

 The studies either took or taking place 

in 16 countries around the world.  

 In this summary, we describe people in 

the studies who have a rare change in 

the genes of their cancer cells known as 

an ‘NTRK gene fusion’. 

 In total, 113 people in the study had an 

‘NTRK gene fusion’ and had taken 

entrectinib at least once during the 

studies.  

 74 out of these 113 people had a tumour 

that was large enough to be measured 

and were seen by study doctors for at 

least 6 months. The doctors looked at 

these 74 people to find out how well 

entrectinib worked.  

 So far, the studies have shown that 

entrectinib made the tumours smaller in 

64% of people (almost 2 out of 3). 

 To understand how safe the study 

medicine is, the doctors looked at all the 

113 people who had an ‘NTRK gene 

fusion’ and also at all 504 people who 

had taken entrectinib during the studies. 

 The most common side effect was 

constipation, which happened to 43% of 

all the people who took entrectinib 

(about 9 out of 20). 

 At the time of writing this summary, one 

of the studies (STARTRK-2) is still taking 

place. 

 

 

1. General information about the studies 

 

Why were the studies done? 

The three studies looked at people with different types of cancers who all had a rare change in 

the genes of their cancer cells, known as a ‘gene fusion’. These gene fusions make good targets 

for certain types of medicines called ‘targeted medicines’, which can attack cancer cells without 

harming healthy cells. 

In this summary, we look at the people who took part in the studies who had a change in the 

genes of their cancer cells called an ‘NTRK gene fusion’. ‘NTRK gene fusions’ can be found in 

many different cancers, but are rare (only about 1 in 300 tumours has an ‘NTRK gene fusion’). 
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New medicines are needed to be able to treat cancers (make the tumour smaller). If the tumour 

gets smaller, even by a small amount, people may be able to have a better life and live longer. 

 

What is the study medicine? 

A medicine called ‘entrectinib’ (also called: ‘ROZLYTREK®’) was tested in the three studies. 

 You say this as ‘en – trek – ti – nib’. 

 Entrectinib works by attacking the cancer cells and stopping them from multiplying, without 

harming healthy cells. 

 This may mean that the tumour stops growing and gets smaller. 

 Entrectinib is able to pass into the brain (not all medicines can do this). 

 This may mean that entrectinib can make tumours in the brain smaller.  

 

What did researchers want to find out? 

 Researchers did the studies to see how well the study medicine (entrectinib) worked (see 

section 4 “What were the results of the study?”). 

 They also wanted to find out how safe the medicine was – by checking how many people 

had side effects when taking the medicine during the studies (see section 5 “What were the 

side effects?”). 

 The three studies looked at people with many different types of cancer with changes in the 

ROS1, ALK or NTRK genes, but this summary only looks at the results for people with a rare 

change in their cancer cells known as an ‘NTRK gene fusion’.  

 

The main questions that researchers wanted to answer were:  

1. How many people had smaller tumours or no tumours after taking entrectinib? 

2. For people with tumours that got smaller during the studies, how much time did they have 

until their cancer then got worse again? 

 

Other questions that researchers wanted to answer included:  

3. How much time was there between the first dose of study medicine and people’s cancer 

getting worse? 

4. How long did people live for in these studies? 

5. If people had brain tumours before taking entrectinib, did these get smaller? 

6. What side effects did people get from the medicine? 

 

What kind of studies were they? 

Two of the studies (the ALKA and STARTRK-1 studies) were ‘Phase 1’ studies. This means that 

they were some of the first studies for entrectinib. A small number of people with cancer took 

entrectinib, and the researchers looked at them to find out more about entrectinib, to check the 

best amount of entrectinib to take and if it was safe. 

 

The other study (STARTRK-2) was a ‘Phase 2’ study. This means that entrectinib had already 

been tested in some people with cancer before this study started (in the ALKA and STARTRK-1 

studies). In the STARTRK-2 study, people were taking entrectinib to find out if it worked to 

make their tumour smaller. 

 

The three studies were all ‘single-arm’ and ‘open label’ studies. This means that there was only 

one medicine tested in the studies (entrectinib) and that both the people taking part in the 

studies and the study doctors and nurses knew that they were taking entrectinib. 
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When and where did the studies take place? 

The times when each of the three studies started and finished, or are planned to finish, are 

shown in the timelines below. This summary includes the information collected up until 

October 2018. At the time of writing this summary, one of the studies (STARTRK-2) is still 

taking place. 

 

 

 

One of the studies (STARTRK-2) is still taking place, and the symbol on the timeline ( ) shows 

when the information in this summary was collected (October 2018). This is after 6 years for the 

ALKA study, after almost 4 and a half years for the STARTRK-1 study and after 3 years for the 

STARTRK-2 study. 

 

The ALKA study took place at two hospitals in Italy, 

and the STARTRK-1 study took place at 10 hospitals 

in the United States and South Korea.  

 

The STARTRK-2 study is taking place at almost 150 

hospitals in 16 different countries. This map shows 

the countries where the STARTRK-2 study is taking 

place. 
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2. Who took part in these studies? 

 

People could take part in the studies if they had:  

 A solid tumour that had spread to nearby cells or to other parts of the body. 

 One of five specific changes in the genes of their cancer cells (known as NTRK1, NTRK2, 

NTRK3, ROS1, or ALK ‘gene fusions’). This summary looks at the patients who had ‘NTRK 

gene fusions’. 

 Let their doctor take samples of their tumour(s). 

 Signed an agreement to take part in the study. 

 

People could not take part in the study if they: 

 Had taken entrectinib before or any other medicines that work in a similar way to 

entrectinib. 

 Had other types of cancer at the same time as the tumour being studied. 

 Had certain types of heart, stomach or lung problems.  

 Had an infection. 

 Had certain gut problems, that could affect how the drug gets into the body. 

 Were currently taking part in another study where they were receiving a study medicine. 

 

This summary looks at the 74 people who had a change in the genes of their cancer cells 

called an ‘NTRK gene fusion’. Among the 74 people with an ‘NTRK gene fusion’, there were 12 

different types of cancer. The most common type of cancer was a sarcoma (in 16 people), 

which is a type of cancer that affects parts of the body such as nerves, muscles, and bones. 

Thirteen patients had a type of lung cancer known as ‘non-small cell lung cancer’ or NSCLC 

and 13 other patients had a rare cancer of the head called ‘mammary analogue secretory 

carcinoma’ or MASC.  

 

 

 

3. What happened during the studies? 

During the studies, all of the people who took part were treated with entrectinib (the study 

medicine). The study medicine was given as tablets, which were taken by mouth once a day. 

 During the studies, 504 people were given the study medicine, entrectinib, at least 

once. Some of these people (113 of the 504 people) had a rare change in the genes of 

their cancer cells called an ‘NTRK gene fusion’. The doctors looked at these people to 

understand how safe the study medicine was. 

 To find out how well entrectinib worked, the doctors looked at 74 out of these 113 

people with an ‘NTRK gene fusion’ who had a tumour that was large enough to be 

measured and who had been seen by doctors in the study for at least 6 months.  
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One of the studies (STARTRK-2) is still taking place, which means that some people are still 

being treated with the study medicine. More information about what has happened in the 

studies so far, and what the next steps are, can be found below. 

 

 

 

 
 

 

One of the studies (STARTRK-2) is still taking place, and the symbol on the timeline ( ) shows 

when the information shown in this summary was taken (October 2018). 

 

Doctors will continue to check the health of the people who took part until the end of the study 

except if a person does not want to have the health checks done any more or the person is not 

able to keep taking the study medicine because it makes them unwell.  

 

 

 

4. What were the results of the studies at this point?  
 

For this summary, the researchers used information during the three studies on 74 people with 

an ‘NTRK gene fusion’ who had taken at least one dose of entrectinib during the studies, had a 

tumour that was large enough to be measured and had been seen by study doctors for at least 

6 months after they had started the study medicine.  
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Question 1: How many people had smaller tumours or no tumours after taking 

entrectinib? 

Study doctors looked at how well entrectinib worked to make the tumour smaller, by measuring 

the tumour before people had been given the study medicine and then measuring the tumour 

again at regular intervals for at least 6 months after they had started the study medicine. 

Entrectinib made the tumours smaller in size (or made the tumours so small they could not be 

seen) for almost 2 out of 3 people.  

 

 

 

 

Question 2: For people with tumours that got smaller during the studies, how much 

time was there until their cancer then got worse again? 

Researchers looked at people with tumours that had become smaller during the studies, and 

recorded how long it then took for their cancer to get worse again. This information was taken 

from the start of the studies until October 2018. 

 In people treated with entrectinib, their tumours stayed smaller for about 13 months before 

their cancer then got worse, which is just over a year. 

 

Question 3: How much time was there between the first dose of study medicine and 

people’s cancer getting worse? 

Another piece of information that study doctors collected was how much time there was after 

taking the first dose of study medicine before people’s cancer got worse. This information was 

taken from the start of the studies until October 2018. 

 On average, people’s cancer got worse after a little more than 11 months, which is almost a 

year.  

 

Question 4: How long did people in these studies live for? 

Study doctors looked at how long people in the studies lived for, on average. When the 

information for this summary was collected (October 2018), 50 of the 74 people (about 7 out of 

10) with an ‘NTRK gene fusion’ were still alive.  

  

Two patients died while they were under treatment, but the doctors could not conclude that the 

deaths were caused by taking the study medicine. Study doctors estimate that people in the 

study with ‘NTRK gene fusions’ stay alive for about 24 months (2 years). The actual length of 
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time is different from person to person. As the studies continue and the study doctors get more 

information, this estimate might change.   

In studies looking at new medicines for cancer, even if the medicine works quite well, some 

people may still die from their cancer getting worse during the studies. It is important that this 

information is collected to understand whether the study medicines were linked to any of the 

deaths. 

 

Question 5: If people had brain tumours before taking entrectinib, did these get 

smaller? 

Sixteen of the 74 people (about 1 in 5) had tumours in their brain at the start of the studies. 

These brain tumours had spread from cancer in other parts of the body. Entrectinib made the 

brain tumours smaller in half of these people (8 out of 16, 50%), and stopped the tumour 

getting any bigger in 1 person (6%). This means that entrectinib can make tumours smaller 

inside and outside the brain in a similar number of people.   

 
This section only shows the key results from the three studies. You can find information about 

all other results on the websites at the end of this summary (see section 8). 

 

5. What were the side effects? 

Side effects (also known as ‘adverse reactions’) are unwanted medical problems (such as a 

headache) that happen during the studies. 

 They are described in this summary because the study doctor believes the side effects could 

be because of the study medicine. 

 Not all of the people in the studies had all of the side effects. 

 

Doctors looked at the safety of the study medicine in 113 patients with an ‘NTRK gene 

fusion’ and also in all 504 people from the studies who had several different types of 

cancer and gene changes. These people had taken entrectinib at least once during the studies.  

 

Serious and common side effects are listed in the following sections. 

 

Serious side effects 

A side effect is considered ‘serious’ if it is life-threatening, needs hospital care, or causes 

lasting problems.  

 

In total, around 4 out of 10 people (40%) who received the study medicine had at least one 

serious side effect. The most common was difficulty breathing which happened to 1 out of 20 

people (5%). 

 

In total, around 1 out of 10 people (10%) who received the study medicine had at least one 

serious side effect that doctors thought was because of the study medicine. The most common 

was problems with concentrating or remembering, which happened to around 1 in 100 people 

(1%).  
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Most common side effects 

The 10 most common side effects are shown in the Table below for the people with an ‘NTRK 

gene fusions’ and for all people from the studies given the study medicine. Most of the side 

effects were mild (not severe).  

 

 

Side effects reported in 

people who took entrectinib 

People with an ‘NTRK 

gene fusion’ 

(113 people total) 

All people from the 

studies 

(504 people total) 

Constipation 
43% 

(about 4 out of 10 people) 

43% 

(about 4 out of 10 people) 

Feeling tired 
43% 

(about 4 out of 10 people) 

45% 

(9 out of 20 people) 

Change in sense of taste 
43% 

(about 4 out of 10 people) 

42% 

(about 4 out of 10 people) 

Feeling dizzy 
39% 

(about 4 out of 10 people) 

36% 

(about 7 out of 20 people) 

Diarrhoea 
38% 

(about 4 out of 10 people) 

34% 

(about 1 out of 3 people) 

Reduced iron in the blood 

(causing tiredness and 

weakness) 

35% 

(7 out of 20 people) 

28% 

(about 3 out of 10 people) 

Swollen hands or legs 
32% 

(about 1 out of 3 people) 

28% 

(about 3 out of 10 people) 

Increased creatinine in the blood 

(a sign that the kidneys may not 

be working properly) 

29% 

(about 3 out of 10 people) 

25% 

(1 out of 4 people) 

Feeling sick 
28% 

(about 3 out of 10 people) 

32% 

(about 1 out of 3 people) 

Weight gain 
27% 

(about 1 out of 4 people) 

26% 

(about 1 out of 4 people) 
 

 

Overall, the safety of entrectinib was very similar in the patients with an ‘NTRK gene fusion’ 

compared with patients in the studies who had other types of changes in the genes of their 

cancer cells.  

 

Some people stopped taking the study medicine or reduced how much medicine they were 

taking because of side effects:  

 9% of people (around 1 out of 10) stopped taking their medicine. 

 26% of people (around 1 out of 4) reduced how much medicine they were taking at some 

point during the study. 
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 46% of people (around 9 out of 20) had a break from taking the study medicine at some 

point during the study. 

 

Other side effects 

You can find information about other side effects (not shown in the sections above) on the 

websites listed at the end of this summary – see section 8. 

 

6. How have the studies helped research? 

The information shown here is from three studies that are looking at people with different types 

of cancers who all have certain rare changes in the genes of their cancer cells. The studies 

include 113 people with a rare gene change called an ‘NTRK gene fusion’. At this point in time, 

one of the studies is still taking place. The information so far is helping researchers learn more 

about different cancers that have rare gene changes in their cells, and the study medicine 

(entrectinib). 

 

No single study can tell us everything about the risks and benefits of a medicine. It takes many 

people in many studies to find out everything we need to know. The results from these three 

studies may be different from other studies with the same medicine.  

 This means that you should not make decisions based on this one summary – 

always speak to your doctor before making any decisions about your treatment. 

 

7. Are there plans for other studies? 

Other studies looking at the safety of entrectinib, and how well it works, are taking place. These 

studies are looking at using entrectinib in different situations, for example: 

 Given as a first treatment to children and teenagers with cancer. 

 Comparing how well different types of entrectinib tablets work. 

 Given to people based on the results of a specific type of blood test. 

 Given to another group of people based on changes in the genes of their cancer cells (for 

example, an ‘NTRK gene fusion’). 

 Given to people whose livers are not working properly. 

The three studies in this summary (ALKA, STARTRK-1 and STARTRK-2) started between 2012 

and 2015. This summary includes the results up until October 2018. At the time of writing this 

summary, one of the studies (STARTRK-2) is still taking place and the study doctors are still 

collecting information.  

 

8. Where can I find more information? 

You can find more information about STARTRK-1 and STARTRK-2 on the websites listed below: 

 

The STARTRK-1 study 

 https://clinicaltrials.gov/ct2/show/results/NCT02097810  

 

The STARTRK-2 study 

 https://clinicaltrials.gov/ct2/show/results/NCT02568267 

 https://www.clinicaltrialsregister.eu/ctr-search/search?query=2015-003385-84 

https://clinicaltrials.gov/ct2/show/results/NCT02097810
https://clinicaltrials.gov/ct2/show/results/NCT02568267
https://www.clinicaltrialsregister.eu/ctr-search/search?query=2015-003385-84
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 https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--

for-the-treatment-of-pati.html  

 
The information on the ALKA study is not available online because it is a Phase 1 trial.  

If you would like to find out about the results of the three studies in people with an ‘NTRK gene 

fusion’, a scientific poster presentation and two oral presentations were given at scientific 

meetings in 2020: 

 The full title of the poster (Poster P335), presented at the American Society of Clinical 

Oncology (ASCO) in May 2020, is: “Efficacy and safety of entrectinib in patients (pts) 

with NTRK fusion-positive (NTRK-fp) solid tumours: an updated integrated analysis”. 

The authors of this scientific poster are Christian Rolfo, Filippo De Braud, Robert 

Doebele, and others. A summary of this poster is published in the journal 

‘Developmental Therapeutics’, volume number 38, issue 15, supplement 15, page 3605. 

 The full title of the first presentation (Presentation O-3), given at the World Congress on 

Gastrointestinal Cancer (WCGC) in July 2020, is: “Efficacy and safety of entrectinib in 

NTRK fusion-positive gastrointestinal cancers: updated integrated analysis of three 

clinical trials (STARTRK-2, STARTRK-1 and ALKA-372-001)”. The authors of this 

scientific presentation are Manish Patel, Salvatore Siena, George Demetri, and others. A 

summary of this presentation is published in the journal ‘Annals of Oncology’, volume 

number 31, supplement 3, pages 232–233. 

 The full title of the second presentation (Presentation 364O) given at the European 

Society of Molecular Oncology (ESMO) in September 2020, is: “Intracranial efficacy of 

entrectinib in patients with NTRK fusion-positive solid tumours and baseline CNS 

metastases”. The authors of this scientific presentation are Thomas John, Chao-Hui 

Chiu, Byoung Cho, and others. A summary of this presentation is published in the 

journal ‘Annals of Oncology’, volume number 31, supplement 4, pages S397–S398. 

 

The full medical label for the study medicine, entrectinib, which contains the results of these 

studies and information on how to take the medicine, can be accessed at: 

https://www.ema.europa.eu/en/documents/product-information/rozlytrek-epar-product-

information_en.pdf 

 

The full report from the European Medicines Agency on the study medicine, entrectinib, which 

contains more detailed results from these studies, can be accessed at: 

https://www.ema.europa.eu/en/documents/assessment-report/rozlytrek-epar-public-

assessment-report_en.pdf.  

 

The first results of these studies (collected up until 31 May 2018) were published in February 

2020; the full title of the relevant scientific paper is: “Entrectinib in patients with advanced or 

metastatic NTRK fusion-positive solid tumours: integrated analysis of three phase 1-2 trials”. 

The authors of the scientific paper are: Robert Doebele, Alexander Drilon, Luis Paz-Ares, 

Salvatore Siena, Alice Shaw and others. The paper is published in the journal ‘The Lancet 

Oncology’, volume number 21, issue 2, on pages 271–282.  

 

 

Who can I contact if I have questions about these studies? 

If you have any further questions about the STARTRK-2 study: 

https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--for-the-treatment-of-pati.html
https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--for-the-treatment-of-pati.html
https://www.ema.europa.eu/en/documents/product-information/rozlytrek-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/rozlytrek-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/assessment-report/rozlytrek-epar-public-assessment-report_en.pdf
https://www.ema.europa.eu/en/documents/assessment-report/rozlytrek-epar-public-assessment-report_en.pdf
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 Visit the ForPatients platform for this study and fill out the contact form – 

https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--

for-the-treatment-of-pati.html. 

 

If you have any further questions about any of the three studies: 

 Contact a representative at your local Roche office. 

 

If you took part in one of the studies and have any questions about the results: 

 Speak with the study doctor or staff at the study hospital or clinic. 

 

If you have questions about your own treatment: 

 Speak to the doctor in charge of your treatment. 

 

Who organised and paid for these studies? 

The three studies were organised and paid for by F. Hoffmann-La Roche Ltd who have their 

headquarters in Basel, Switzerland. 

 

Full title of the studies and other identifying information 

The ALKA study 

The full title of this study is: “A Phase I Dose-Escalation Study of Entrectinib (RXDX-101) in 

Adult Patients with Advanced/Metastatic Solid Tumors”. 

 

The study is known as ‘ALKA-372-001’. 

 

 The protocol number for this study is: ALKA-372-001. 

 The EudraCT number for this study is: 2012-000148-88. 

 

The STARTRK-1 study 

The full title of this study is: “Study of Oral RXDX-101 in Adult Patients With Locally Advanced 

or Metastatic Cancer Targeting NTRK1, NTRK2, NTRK3, ROS1, or ALK Molecular Alterations”. 

 

The study is known as ‘STARTRK-1’. 

 

 The protocol number for this study is: GO40784 (RXDX-101-01). 

 The ClinicalTrials.gov identifier for this study is: NCT02097810. 

 The EudraCT number for this study is: 2014-001326-15. 

 

The STARTRK-2 study 

The full title of this study is: “Basket Study of Entrectinib (RXDX-101) for the Treatment of 

Patients With Solid Tumors Harboring NTRK 1/2/3 (Trk A/B/C), ROS1, or ALK Gene 

Rearrangements (Fusions)”. 

 

The study is known as ‘STARTRK-2’. 

 

 The protocol number for this study is: GO40782 (RXDX-101-02). 

https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--for-the-treatment-of-pati.html
https://forpatients.roche.com/en/trials/cancer/crc/basket-study-of-entrectinib--rxdx-101--for-the-treatment-of-pati.html


 

Layperson summary date: November 2020 

Veeva: M-XX-00003225  Page 13 of 13 

 The ClinicalTrials.gov identifier for this study is: NCT02568267. 

 The EudraCT number for this study is: 2015-003385-84. 

 

 


