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Introduction

« Bilary tract cancer (BTC) includes extrahepatic and intrahepatic
cholangiocarcinoma [ECC and I0C, respectively), galloladder cancer (GBC),
and ampulla of Vater cancer (AVC).

* BTG is often diagnosed at an advanced stage as it is largely asymptomatic.

* The first-line standard-of-care treatment for advanced BTC (@BTC) is

gemitabine plus cisplatin (GemCis) though prognosis remains poor (median

sunvival, 11.7 months), demonstrating a need for improved treatments.->

Early studies of immunotherapies have showin promising efficacy in some

patients with BTC. and there s rationale for combining immunotherapy with

chematherapy. s

« This study evaluated the tolerabiity and efficacy of GernCis plus durvalumab (D)
with or without tremelimumab (T), as well s the role of programmed death
ligand-1 (PD-L1) and circulating tumor DNA (CtDNA) (previously shown 1o be
associated with survival in non-small cell lung cancer and urothelal Gancer) as
response biomarkers.

Study Design

« This Phase 2 study (NCT03046862) assessed the safety and efficacy of
D, with or without T, and GemCis in treatment-naive Korean patients with
unvesectable or recurrent BTC.

« Patients were enrolied in 3 cohorts (Figure 1),

Figure 1. Study design and conduct.
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‘Outcome Measures

» The primary endpoint was response rate according to Response Evaluation
Giteria In Solid Tumors (RECIST) v1.1

+ Secondary endpoints included progression-free survival (PFS) and disease
control rate, curation of response (DoR), and overall sunvival (OS),
— PFS events were defined as sither disease progression or death,

Biomarker Analyses in the BMC

* Whole exome sequencing (WES) was performed on pretreatment tumor and
matched blood DNA for samples from the BMC.

+ Early GIDNA changes upon D + T immunotherapy were evaluated using
PrecicineATLAS™ panel in plasma samples taken at basaline and cycle 3.

* Germiine variants and synonymous mutations were removed prior to WES
and ctDNA mutation analyses.

» Tumor mutation burden (TMB) was assessed based on prefreatment tumor
nonsynonymous variants with alleic frequency 5% or higher. TMB-high was
defined as TMB zmedian.

+ PD-L1 expression was assessed in pre- and post-reatment biopsy samples Using
the VENTANA PD-L1 (SP263) Assay.

* The study enrolled 121 patients with evaluable data (Table 1).
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Key conclusions
* These are the first clinical data of D + T plus
iemCis in chemotherapy-naive aBTC patients.

* The addition of immunotherapy to
chemotherapy was tolerable and showed very

promising efficacy.

* We identified candidate biomarkers that may
be indicative of response to these therapies;
further analyses in the GemCis + D and
GemCis + D + T cohorts are ongoing.

* The combination of

D + GemCis versus GemCis

is being investigated in the global Phase 3
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* Objective response rate (ORR) was 50% for the BMC and approximately 73% B jz
for both the GemGis + D and GemCis + D + T cohorts (Table 2, Figure 2). 0
* Overall, patients hadl a median 2.3 months (range, 1.1-9.0) to onset of
treatment response. c 100
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 Median PFS was 13.0 months for the BMC and 11.0 and 11.9 months for the
3

GemCis + D and GemGis + D + T cohorts, respectively (Figure 3).

 Median OS was 15.0 months for the BMC and 18.1 and 20.7 months for the

GemGis + D and GemGis + D + T cohorts, respectively (Figure 3).

« Although this study was not designed to evaluate this combination regimen
against a comparator arm, OS for the BMC was longer than historic OS
for GemCis chemotherapy (11.7 months), and OS for the GemGis + D and
GemGis + D + T cohorts was even longer than that of the BMC. However,
this should be cautiously interpreted as the follow-up duration for the
GemGis + D and GemCis + D + T cohorts is shorter than that of the BMC.

Figure 3. Survival outcomes.
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Biomarker analysis data in the BMC

« Tumor WES analysis revealed frequent mutations of genes involved in DNA
damage repair, cell cycle reguiation, and genome instabilty in chemo-naive
BTC patients (Figure 4)

« Distinct sets of somatic variants were found in treatment responders versus
nonresponders (Figure 4),

« Baseline tissue TMB cid not correlate significantly with PFS and OS.
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Figure 4. Somatic mutations in responders and nonresponders in the BMC.

Figure 6. CtDNA VAF levels at baseline and cycle 3.

Screening Cycle 3
Rosponders | e | B 8ELEIT] wm | o | Nowesponders 5 T
[ fenma 5|5 < lsomo) o0l 08 oot
[~ i mou w
Bl W Bt Mo 10.00%
.
) .
' 3
H
3 5.00%
{ B RO | g .
] &
1 g
= S 250%
o 1 g 2
e L | §
0 = W § 100%
1 K o 1
[ ol m o CTHL T 0.50%
P - CTRRL] 0.10%
(= £
0 [ ] D)
1 o o e
o e R NR R NR
= ]
1 ros I+ [ 11 oot
Table 3. Common adverse events (>10% any cohort).
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* Deep reduction in GtDNA variant allele frequency (VAF) was more prominent

« CIDNA VAF al cycle & Day 1 was significantly correlated with ORR (P<0.014)
(Figure 6).

« The most common adverse events (any grade) were nausea (59.5%),
nemropema\’:’)d 59%), and pruritus (55.4%) (Table 3.
- Tho mest common Grado 34 adverss svrts wero neuropera(5041%) ancria

(355%), and thrombocyopenia (1555 Thers wera no Grade 5 ven

« Toxicity for the chemotherapy-immunotherapy combination w

liver toxicity did not appear to be a concern.
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