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« Durvalumab plus GemCis was the first immunotherapy-based regimen to be approved as a first-line An international, single-arm, open-label study assessed durvalumab combined with a gem-based
treatment for aBTC! chemotherapy regimen as first-line treatment for aBTC.
o In TOPAZ-1, the OS benefit with durvalumab plus GemCis versus placebo plus GemCis was maintained
through 4 years of follow-up.? Study Population Durvalumab 1,500 mg Q3W Durvalumab 1,500 mg Q4W

+ Now, the Phase lllb TOURMALINE study has assessed the safety and efficacy of durvalumab combined + until disease progression o

with other gem-based chemotherapy treatments, and at a shortened infusion time after the first cycle.? Gem-based chemotherapy® or unacceptable toxicity Patients experiencing a Grade Participants experiencing an IRR* Participants experiencing
up to eight cycles 3-4 PRAE within 6 months of immune-mediated adverse events*

« Histologically
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TOPAZ-1 BTC, including iCCA, investigator’s discretion first durvalumab dose
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TOPAZ-1 was the first randomized Phase Ill study to report 4-year OS in aBTC using a combined « >18 years of age %
immunotherapy and chemotherapy approach.? « ECOG PS 0-22 08
Participants (N=685) were randomized 1:1 to either the durvalumab plus GemCis or the placebo plus e Prior curative The three most common
GemCis arms.? treatment is permitted Grade 3-4 AEs were:*

One participant in the Durva+Gem+Oxali

with no minimum time « Anemia: 25.4% (n=36) Overall ORR!

Screening -28 days to -1 day ‘

Key eligibility criteria included:? .
v elgibity to recurrence, including « Decreased neutrophil count: (95% Cl: 25.44-41.48)* cohort experienced a PRAE

» Unresectable, locally advanced, or metastatic BTC participants with 22.5% (n=32) resulting in death.*

o Previously untreated (if unresectable) or metastatic at initial diagnosis residual disease e Decreased platelet count: ) ) ] )
Y ( ) 9 11.3% (n=16) dConfirmed responses, investigator-assessed per RECIST version 1.1.

o Recurrent disease >6 months after curative surgery or completion of adjuvant therapy

« ECOGPSOor1 Progression-free survival and overall survival Kaplan-Meier curves.*
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o Ll U5 o.go Durvalumab was administered as a 60-minute infusion at Cycle 1, but if well tolerated, g 024
(95% Cl) (0.64-0.88) (0.66-0.97; p=0.021) . 1S
subsequent cycles were 30 minutes.* o Total (N=142)
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Time from randomization (months) ECOG2 MECOGOor1 Gallbladder 24.6% Metastatic BlLocally advanced|  No. participants at risk (months)
Number of subjects at risk M Intrahepatic bile duct 51.4% Total 142 67 31
Durvalumab + GemCis Distal common bile duct 11.3% o ‘
341 310 269 228 185 142 120 94 77 69 60 52 48 44 39 38 36 34 26 20 14 8 4 0 84.5% W Perihilar bile duct 8.5% ’ Conclusions
W AoV 4.2% No new safety signals Reducing the durvalumab One third of participants
) were observed. infusion to 30 minutes did not | achieved an objective
344 318 262 201 161 112 84 61 45 39 32 27 23 19 18 15 13 10 7 6 4 0 0 0o Cltaly, Germany, France, Spain, USA. increase the number response.
of infusion-related reactions.
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