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Abstract #8

Objective
• This exploratory analysis evaluated the adverse event (AE) profiles in the STRIDE (T300+D; Single Tremelimumab Regular 

Interval Durvalumab), durvalumab, and sorafenib arms, including time to onset (TTO) and time to resolution (TTR;  
if available) for treatment-related AEs (TRAEs) and immune-mediated AEs (imAEs), and TRAEs leading to discontinuation

Conclusions
• In the HIMALAYA study of participants with unresectable hepatocellular carcinoma (uHCC), both STRIDE (T300+D) and 

durvalumab were tolerable, with manageable AEs per treatment guidelines1 

• The safety profiles of STRIDE (T300+D) and durvalumab are differentiated from the safety profile of sorafenib and from 
those reported for other immunotherapy-containing combination regimens1-4

• The incidences of TRAEs and imAEs in the STRIDE (T300+D) or durvalumab arms were generally low, and the majority 
were low-grade events; most participants’ TRAEs and imAEs resolved, and median TTR was generally within 60 days

• Together with overall survival (OS) data, safety data from HIMALAYA support STRIDE (T300+D) and durvalumab 
monotherapy as new treatment options for uHCC

Plain language summary
Why did we perform this research? 
The HIMALAYA study assessed the STRIDE regimen, which is a specific combination of two immunotherapies 
called durvalumab and tremelimumab, and durvalumab alone compared with a medication called sorafenib in 
participants with advanced hepatocellular carcinoma (HCC), a type of liver cancer. The aim of this study was 
to further examine the side effects experienced by participants who took STRIDE and durvalumab alone

How did we perform this research?
Participants with advanced HCC were treated with the STRIDE regimen, durvalumab alone, or sorafenib. 
The number and type of side effects, and side effects considered to be related to treatment, were analyzed. 
The length of time until a side effect began and until a side effect went away was assessed for side effects 
considered to be related to treatment and side effects considered to be related to the immune system

What were the findings of this research and what are the implications? 
The side effects experienced by participants who took STRIDE or durvalumab alone were considered 
tolerable and manageable, and side effects related to the study treatment did not cause an increase in 
participants who stopped treatment. The most common side effects related to the study treatment generally 
started within 90 days, but this varied by type of side effect. Together with results on how well the treatment 
works, these safety data support the new STRIDE regimen and durvalumab alone as new treatment options 
for people with advanced HCC

Where can I access more information?
Information about the medicines being used in this study and the people who could participate can be found here: 
https://clinicaltrials.gov/ct2/show/NCT03298451

Previous results from this study can be found here: https://evidence.nejm.org/doi/10.1056/EVIDoa2100070
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Introduction

• The Phase 3 HIMALAYA study (NCT03298451) 
examined the efficacy and safety of tremelimumab 
(anti–cytotoxic T-lymphocyte-associated antigen  
4 antibody) and durvalumab (anti–programmed 
cell death ligand-1 antibody) in participants  
with uHCC1

 – STRIDE (T300+D) significantly improved OS 
versus sorafenib: hazard ratio (HR), 0.78; 96% 
confidence interval (CI), 0.65–0.93; p=0.00351

 – Durvalumab monotherapy was noninferior 
to sorafenib: HR, 0.86; 96% CI, 0.73–1.03; 
noninferiority margin=1.081

• STRIDE (T300+D) and durvalumab had 
manageable safety and tolerability profiles, which 
are differentiated from those reported for currently 
available treatment options1-3

• We report results of further analyses of the AE 
profiles from HIMALAYA

Methods

• HIMALAYA is a randomized, open-label, 
multicenter, global, Phase 3 study1 (Figure 1)

Results and interpretation

Duration of exposure
• Duration of exposure to durvalumab in the T300+D 

arm was longer than exposure to sorafenib in the 
sorafenib arm (Table 1)

Treatment-related adverse events
• TRAEs were consistent with known safety profiles 

across treatment arms, and the frequency of TRAEs 
was generally lower in the T300+D arm than in the 
sorafenib arm (Figure 2)

• Median time to onset (mTTO) was 90 days from 
the first dose of study treatment for the majority 
of participants who had the most common TRAEs 
(Figure 3); most participants’ events resolved with 
median time to resolution (mTTR) generally 60 days

• There were fewer TRAEs leading to discontinuation, 
and time to discontinuation was generally shorter, in 
the T300+D arm than in the sorafenib arm (Figure 4)

Immune-mediated adverse events
• The frequency of imAEs was low overall, and the 

majority were low-grade events (Figure 5)

• Among participants who had the most common 
imAEs of any grade, mTTO was 90 days in the 
T300+D arm; most participants’ events resolved, and 
mTTR was 60 days for the majority of participants 
with resolved events (Figure 6)
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Table 1. Duration of exposure

T300+D 
(n=388)

Sorafenib 
(n=374)

Durvalumab 
(n=388)

Median time on study, 
months 16.0 13.9 16.3

Durvalumab or sorafenib exposure

Median duration  
(range), months1,*

5.5  
(0.4–42.7)

4.1  
(0.1–38.6)

5.5  
(0.2–44.4)

Total treatment years* 341.7 234.9 312.7

Median number of 
infusions (range)

6.0  
(1–47) – 5.0  

(1–49)

*Total exposure includes initial treatment and rechallenge phase, where rechallenge occurred. Total 
treatment duration for immunotherapies = (last dose date + 27 days or date of death or DCO, whichever 
occurred earlier − first dose date + 1)/(365.25/12). Total treatment duration for sorafenib = (last dose date 
or date of death or DCO, whichever occurred earlier − first dose date + 1)/(365.25/12).
DCO, data cut-off; Q4W, every 4 weeks; T300+D, tremelimumab 300 mg × 1 dose +  
durvalumab 1500 mg Q4W.

Figure 1. HIMALAYA study design

Study population 
• Confirmed uHCC
• No prior systemic therapy
• ECOG PS 0 or 1

Stratification factors
• Etiology of liver disease: HBV / HCV / nonviral
• Macrovascular invasion: Y / N
• ECOG PS: 0 / 1

T300+D
(n=393):

Tremelimumab
300 mg × 1 dose

+ durvalumab
1500 mg Q4W

Durvalumab
(n=389):

Durvalumab
monotherapy

1500 mg Q4W

Sorafenib
(n=389):
Sorafenib

400 mg BID

Primary objective
• OS superiority: T300+D vs sorafenib

Secondary objectives
• OS noninferiority: durvalumab vs sorafenib
• PFS, ORR, and DCR (investigator-assessed per RECIST v1.1)
• Safety

R*
N=1171

• Child-Pugh A
• No main portal 

vein thrombosis
• EGD was not required

*The T75+D arm was closed following a pre-planned analysis of a Phase 2 study. Participants 
randomized to this arm (n=153) could continue treatment following arm closure. Results from 
this arm are not reported in this poster.
BID, twice daily; DCR, disease control rate; ECOG PS, Eastern Cooperative Oncology Group 
performance status; EGD, esophagogastroduodenoscopy; HBV, hepatitis B virus; HCV, hepatitis 
C virus; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; 
Q4W, every 4 weeks; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors; 
T300+D, tremelimumab 300 mg × 1 dose + durvalumab 1500 mg Q4W; uHCC, unresectable 
hepatocellular carcinoma.

Figure 2. Most common (10%) TRAEs 
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TRAEs that occurred in 10% of participants in any treatment arm are included. Treatment-related was as assessed by the investigator. 
*Preferred term was as reported by the investigator.  
HFSR, hand-foot skin reaction; Q4W, every 4 weeks; T300+D, tremelimumab 300 mg × 1 dose + durvalumab 1500 mg Q4W; TRAE, treatment-related adverse event.

Figure 3. Time to onset* of the most common (10%) TRAEs
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TTO of a TRAE was from the first dose of treatment. TRAEs that occurred in 10% of participants in any treatment arm are included. Treatment-related was as assessed by the investigator. 
*Please see the supplementary information for TTR data. †Preferred term was as reported by the investigator.
HFSR, hand-foot skin reaction; mTTO, median time to onset; n, number of participants with an event; Q4W, every 4 weeks; T300+D, tremelimumab 300 mg × 1 dose + durvalumab 1500 mg Q4W;  
TRAE, treatment-related adverse event; TTO, time to onset; TTR, time to resolution. 

Figure 4. Time to discontinuation of study treatment due to TRAEs
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Time to discontinuation of treatment was from first dose of treatment. TRAEs that led to discontinuation in ≥2 participants in any treatment arm are included. Treatment-related was as assessed by the investigator.
*Preferred term was as reported by the investigator. †Percent calculated as the number of participants with an event out of the total number of participants in the treatment arm.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; HFSR, hand-foot skin reaction; im, immune-mediated; mTTD, median time to discontinuation; n, number of participants with an event;  
Q4W, every 4 weeks; T300+D, tremelimumab 300 mg × 1 dose + durvalumab 1500 mg Q4W; TRAE, treatment-related adverse event.

Figure 6. Time to onset and time to resolution of imAEs in the T300+D arm* 
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TTO was from the first dose of treatment. TTR was from imAE onset. imAEs with 5 total events across the T300+D and durvalumab arms are included.
*Similar trends were observed in the durvalumab arm. Please see the supplementary information for mTTO and mTTR data for imAEs in the durvalumab arm. †Arthralgia (n=4), polymyalgia rheumatica (n=3), 
vasculitis (n=1). ‡Percent calculated as number of participants with imAEs that were resolved out of the total number of participants with imAEs that occurred.  
imAE, immune-mediated adverse event; mTTO, median time to onset; mTTR, median time to resolution; n, number of participants with an event; Q4W, every 4 weeks; T300+D, tremelimumab 300 mg × 1 dose + 
durvalumab 1500 mg Q4W; TTO, time to onset; TTR, time to resolution.

Figure 5. Most common (1%) imAEs* 
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