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Summary
What is this poster about?

The Phase 3 TOPAZ-1 clinical study looked at treatment with durvalumab (a type of 
immunotherapy) combined with gemcitabine and cisplatin (chemotherapy) for people with 
advanced biliary tract cancer (BTC). TOPAZ-1 showed that participants with advanced BTC 
who were treated with durvalumab plus chemotherapy lived longer than those who were 
treated with placebo (a dummy drug with no active ingredient) plus chemotherapy. The 
purpose of this poster was to summarise the side effects associated with the immune system 
in the TOPAZ-1 study, how often they occurred, their timing in relation to treatment, and if 
they were associated with the length of time participants with BTC remained alive after being 
treated with durvalumab plus chemotherapy

What were the results of the study?

Side effects associated with the immune system were mild and manageable. The timing of side 
effects associated with the immune system varied. Participants benefited from treatment with 
durvalumab plus chemotherapy, regardless of whether or not they experienced side effects 
associated with the immune system

What do the results of the study mean?

This research, alongside other research from the TOPAZ-1 study, continues to support 
durvalumab plus chemotherapy as a standard first treatment for people with advanced BTC

Where can I access more information?

The primary results of the TOPAZ-1 study can be found here:  
https://evidence.nejm.org/doi/full/10.1056/EVIDoa2200015

The full data poster of TOPAZ-1 side effects associated with the immune system can be found here: 
https://oncologypro.esmo.org/meeting-resources/esmo-congress/immune-mediated-adverse-
event-imae-incidence-timing-and-association-with-efficacy-in-the-phase-iii-topaz-1-study-of-
durvalumab-d-or-placebo-p
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What is the TOPAZ-1 study?

• BTC includes cancer of the bile ducts or gallbladder. 
People with BTC that cannot be treated with surgery have 
advanced BTC

• The anti-cancer treatment durvalumab is a type of 
immunotherapy. Immunotherapy is a treatment that helps the 
body’s own immune system to recognise and kill cancer cells

• The Phase 3 clinical study TOPAZ-1 showed that participants 
with advanced BTC who were treated with durvalumab plus 
chemotherapy lived significantly longer than those who were 
treated with placebo plus chemotherapy

• Based on these results, durvalumab plus chemotherapy is 
approved in the United States, Europe, Japan, and several 
other countries for people with previously untreated 
advanced BTC

• Durvalumab stimulates the immune system to attack 
cancer cells and may cause side effects associated with 
the immune system. Some studies have reported that these 
types of side effects can be associated with people on 
immunotherapies living longer

• The purpose of this analysis was to assess side effects 
associated with the immune system in the TOPAZ-1 
study, how often they occurred, their timing in relation 
to treatment, and if they were associated with the length 
of time participants with BTC remained alive after being 
treated with durvalumab plus chemotherapy therapy

How was the TOPAZ-1 study carried out?

• TOPAZ-1 is a Phase 3 clinical study that included 
participants from all over the world (Figure 1)

• In the TOPAZ-1 study, participants with BTC not suitable 
for surgery received either durvalumab or placebo in 
combination with chemotherapy treatment (Figure 2)

• Side effects associated with the immune system are 
defined as side effects known to have happened in other 
studies of immunotherapies, considered to be related to 
the treatment being studied, and likely associated with the 
immune system with no other clear cause

Side effects associated with the immune system
• Side effects associated with the immune system occurred in more participants 

who received durvalumab plus chemotherapy than those who received placebo 
plus chemotherapy (Figure 3)

• There were few severe or serious side effects associated with the immune system 
in participants receiving either treatment (Figure 3)

• Among participants with side effects associated with the immune system, these side 
effects resolved in 46.5% of those who received durvalumab plus chemotherapy 
and 50.0% of those who received placebo plus chemotherapy (Figure 3)

• Overall, side effects associated with the immune system occurred most frequently 
within 3 months but could occur anytime during treatment (Figure 4)

• The most common side effects associated with the immune system in participants 
receiving either treatment were underactive thyroid, skin irritation / rash, liver 
problems, and underactive adrenal glands (Figure 5)

• In participants who received durvalumab plus chemotherapy, side effects associated 
with the immune system started a median of 2 to >400 days after first dose. It seems 
skin irritation / rash usually occurred early on in treatment and inflammation of the lung 
tissue and some problems relating to glands that produce hormones occurred later on 
in treatment, although there were only a few participants to compare (Figure 5)

What were the results of this analysis?

Figure 1. Map of countries and regions where participants 
were included in the TOPAZ-1 study

Figure 2. How the TOPAZ-1 study was carried out

Participants with BTC 
(cholangiocarcinoma 
and gallbladder cancer) 
not suitable for surgery   

Participants who had not received 
previous treatment for advanced
BTC or those whose disease had
come back after curative surgery

Who was included
in the study?

A placebo does not contain any medicine, but it looks the same, and is
given in the same way, as the treatment being tested (durvalumab). In the study,
both the participants and their doctors did not know if the participant received
durvalumab or placebo plus chemotherapy. This was done to make sure that

any differences measured between the two groups of participants were caused
by the treatment only   

What was
measured in

the study?

341
participants were included

in the durvalumab plus
chemotherapy group 

344
participants were included

in the placebo plus chemotherapy
group 

685
participants were included

in the study and randomly assigned
to either treatment group

What treatment did
participants get? 

The length of time
participants were

alive after the start
of treatment   

The reduction in the 
risk of death for 

participants
taking treatment    

The percentage of 
participants whose 
cancer shrank or 
disappeared after 

treatment    

The safety of the 
treatment 

• Side effects 
 associated with the 
 immune system

The length of time
participants had 
no tumour growth

after the start
of treatment    

Figure 3. Proportion of side effects associated with the immune system
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Side effects associated with the immune system occured in:

Severe* side effects associated with the immune system occured in:

of participants who received
durvalumab plus chemotherapy   

of participants who received 
placebo plus chemotherapy

of participants who received
durvalumab plus chemotherapy   

of participants who received 
placebo plus chemotherapy

of participants who received
durvalumab plus chemotherapy   

of participants who received 
placebo plus chemotherapy

Serious side effects associated with the immune system occured in:

Side effects associated with the immune system resolved in:

of participants with side effects 
associated with the immune system 
who received durvalumab plus 
chemotherapy   

of participants with side effects 
associated with the immune system 
who received placebo plus 
chemotherapy

*Severe side effects are defined as severe or medically significant (Grade 3) or potentially life-threatening  
(Grade 4) side effects

• For the most common types of side effects associated with the immune system 
that resolved, median time to resolution was less than 100 days (Figure 5)

• Side effects associated with the immune system required treatment more 
frequently in participants who received durvalumab plus chemotherapy than in 
those who received placebo plus chemotherapy (Figure 6)

• Side effects associated with the immune system were generally manageable and 
similar to the known side effects of durvalumab

Overall survival by occurrence of side effects associated with the 
immune system
• Median duration of follow-up was similar for participants who experienced 

side effects associated with the immune system versus those who did not in 
participants receiving either treatment (Figure 7)

• It seems that survival was not shorter in participants who had side effects 
associated with the immune system compared to those who did not, although 
there were only a few participants to compare (Figure 7)

Figure 4. Percentage of participants with side effects associated with the immune 
system over time
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Figure 5. Time to onset (A) and resolution (B) of side effects associated with the 
immune system  

50.0 
54.0

19.5
8.0  

95.0
11.0

8.5 
9.0

33.0

8.0

27.0
67.0

29.0

88.0
12.0

55.0
123.0

99.0

216.0

86.5
108.0

288.0
47.0

90.0
268.5 

107.0
8.0 

206.0
143.0

186.0

326.0

111.0
98.0

46.0

108.0

71.5
134.0

421.0
68.0

130.0

57.0

2.0
87.0

Durvalumab plus chemotherapy Placebo plus chemotherapy

Any side effects 
associated with the

immune system

Inflammation
of lung tissue

Diarrhoea / inflammation
of the inner lining

of the colon

Underactive
adrenal glands

Inflammation of the
pituitary gland

Underactive
thyroid

Overactive
thyroid

Inflammation
of the thyroid

Skin irritation
/ rash

Inflammation
of the muscles

Time from onset of side effects associated
with the immune system (days)

Time from first dose (days)

Median time to onset of side effects 
associated with the immune system 

A

Pancreas
problems

Kidney
problems

Type 1
diabetes

Liver
problems

Other

Median time to resolution of side effects 
associated with the immune system 

B

Figure 6. Treatment of side effects associated with the immune system  
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• Adding durvalumab to chemotherapy improved survival (shown by a hazard ratio of 
<1) versus just chemotherapy (placebo plus chemotherapy), regardless of whether 
participants had side effects associated with the immune system or not (Figure 7)

• In participants who received durvalumab plus chemotherapy, those who had a side 
effect associated with the immune system lived longer than those who did not, 
confirmed with a hazard ratio of <1 (Figure 8)

Figure 7. Overall survival for durvalumab versus placebo for participants with (A)  
or without (B) side effects associated with the immune system  
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Figure 8. Overall survival by occurrence of side effects associated with the immune 
system in participants who received durvalumab and chemotherapy
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