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Advanced disease | limited treatment

ABC.02 options

e * For our current treatment
ko, i) — Who are the “rapid non-
. | responders”?
3 — Are there sub-groups who benefit
£ most?
E * Need for new agents
; — Acelarin
— Immunotherapy
71 3 3 . * Shouldwe intensify?
Months since Randomization — FOLFIRINOX?
No. at Risk — CisGem + nab-paclitaxel?
Gemcitabine 206 151 97 33 28 15 4 3 2 c
CispiaEn—gem- 204 17 120 7% S1 28 17 8 2 — Chemosaturation?
citabine o . .
e Efficacy vs quality of life
Need to accelerate progress om

UK
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Second-line| no established treatment
options

*  Histo-/cytologically verified advanced biliary tract cancer (ABC) ° ° 1
Eliglhle . ECOG performancescore 0-1 o Sy t t
patients® .+ Received priorcis /gem chemotherapy (Lst-line for ABC) S e m a I C rev' ew
n=162 *  Adequate haematological, renal and hepaticfunction

— n=895 patients

# For full eligibility criteria, see protocol

— No conclusion
Arm  Active symptom control* 1:1 Arm  Active symptom control* + oxaliplatin/5FU re ga rd i n g b e St

A B chemotherapy i
* May include (but not limited to);

* Biliarydrainage * fOxaliplatin85mg/m? approaCh

+  Antibiotics * L-folinicacid 175mg

+  Analgesia * 5-FU 400mg/m? (bolus)

+  Steroids * 5-FU 2400mg/m? (infusion) _ P 1 1 I I 1

*  Anti-emetics * Every 14 days, for upto 12 cycles atlents a re WI I ng

to participate in
clinical trials

!

. HR 0.63 (0S increase from 4 to 6.4 months)
Statistics { 80% power, 5% alpha, two-tailed log-rank test

Follow-up for survival [primary end-point]

. . e Need to accelerate
Completed recruitment? | results progress

ASCO 2019
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BASL 1 Lamarca et al 2014 Ann Oncol; 2 ClinicalTrials.gov | NCT01926236
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Incorporating radiation therapy
SIRCCA

ABC-07

- + Histo-/cytologically verified locally-advanced BTC not
Eligible .
W suitable for surgery
patients
R ¢ oSt v Unesecabl mhehepaic
* Tumour must be < 12 cm (longest dimension) TN P
——— cholangocarcnoma (IGC)
*Farfull eligibility criteria, see protocol ‘ .
'L Syslemic chemoherapy CisGem
CisGem  * Cis 25 mgm? + Gem 1000 mg/m? Fighl Stafaon -
X6cycles |+ OnDays 1 and 8 of a 28 day cycle foats # Eteripelc dsease —
pa o cithoss SIR-Spheres Y resin microspheres
CTscan after Cycle 4 = PD| Off protocol treatment o nloar vs. b-obar irended Y- BN Flowed by syseme: chematiery GisGem
‘L SDor PR 9 freatment
+ Albumn <3 vs. 2301 Primary endpoint
A + ECOG 0vs. ECOG 1 + Surwval & 18 montis
12 # Forfull el it see protocal
e CisGem x 2 cycles e SBRT
* Cis 25 mg/m? + Gem 1000 mg/m? * 50,45 or40 Gy delivered in 5
* OnDays 1and 8 of a 28 day cycle fractions over 5-15 days

* Need to determine optimal sequencing
* Need to explore novel approaches
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Chemo and surgery| getting more patients

to cure

Lessons from CRLM
0.6

0.5 1

0.4 1

e  Neo-adjuvant

Resection rate

0.2 1

 Borderline resectable

0.3 0.4 0.5 0.6 0.7 0.8 0.9

Res ponse rate CHOLANGIOCARCINOMA\E 4
UK
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Anatomical heterogeneity| lump or split?

ABC-02

No. of
Subgroup Patients Hazard Ratio (95% CI)
Primary tumor site i
Intrahepatic 20 !
Extrahepatic 73 i
Hilar 57 1
Galbladder 145 i
Ampulla 20 }
T T T 1
0.25 0.50 1.00 2.00
CisplatinGemcitabine ~ Gemcitabine
Better Better
Subgroup HR (86% CI) P-value
ABC-02 (N=410) 0.65 (0.54-0.80)
BT22 (N = 69) 0.55 (0.35-0.67) 014
Intrahepatic (A= 108} 0.61 (041-091)
Extrahepatic (W= 149) 0.60 (0.43-0.84)
Gallbaldder (N =181) 0.67 (0.50-0.91) oD
Ampulla (N = 24) L] 0.71 (0.30-1.68)
Overall (N=493) 4+7 0.64 (0.53-078)

T T T
0.25 0.50 1.00 2.00
Hazard ratio

Favours CisGem Favours Gem

ADVANCED DISEASE

057 (0.34-094)
0.73 0.43-123)
056 (0.32-10)
061 (0.42-059)
0.62 021-182)

BILCAP

Intrahepatic CC e ] 0.157
Hilar CC B ] 0.743
Muscle invasive GBC  — 0.596
Lower common bile duct CC 0.091
0.097
1 1 1 1
025 05 115

Favours Capecitabine <— — Favours observation

EARLY-STAGE DISEASE

CH°LANG|ocA




Driver mutations| emerging and new

Proliferation Inflammation
. subclass o subclass .
ICC classification T E TRy
MMF subgroups YR |
FGFRA-PPHLNT fusion m 16%
FGFRA-BICCT fusion L {]1]]] Im 38%
FGFR2 fusion [ iimm 45%
KRAS mutation i 10%
IDH1T mutation n 10%%
IDHZ mutation il (I | Fi”
BRAF mutation n | [ l I 4%,
ALQAF mutation i 1 i [ i In i I 119
EGFR mutation | | l oo
HLA 113 (CCNDT, FGFLS) iy PRIy || g L S e P B Y L 47
MNMF subgroups MutationsHLA Tjg*:}:
F1 N | Present
P2 |2 Absent IDH-1 mutations and FGFR fusion rearrangements have
IPs |15 f| Mot available emerged as potential therapeutic targets

CHOLANGIOCARCINOMA 4
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Driver mutations| targeted in practice

MOSCATO study | 1035 patients
>1 prior systemic treatment, PS 0-1
Available tissue

High-throughput molecular analysis
» BTC n=43
» Evaluable n=34
» Druggable alteration n=23
» Treated n=18

ORR 33%
DCR 88%

Median OS 17 mo vs. 5 mo
[HR 0.29; 95% Cl, 0.11-0.76; p< 0.008).

Change from baseline

(RECIST1.1, %)

Molecular targets

Probability of survival

Verlingue et al Eur J Cancer 2017;87:122e130
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Altered pathway

- AP

= EMT
DMAdamage

- TKR

= |fetabolism

» Ongoing
» 5ame patient

Median OS TT: 17 menths (CI95 = 15 - NR)
Median OS NO: 5 months (CI95 = 4 - NR)
Hazard Ratio = 0.29 (C195 = 0.11 - 0.76)
P-value = 0.008

= Targeted treatments
— Not orientated

.

T T T T
12 18 24 30 36

Time from inclusion (months)
2 1 0 0 0
] § 3 H H



Translational unmet needs and how we

meet them
e Optimising translational * Co-ordinated basic
research science

* Molecular understanding  « Trans|ationally driven
of CCA (prognostic and clinical studies

therapeutic
peutic) * Profile and education

* Accessibility of cancer (and politics?)

centre care (research and o
expertise) * Harmonisation of

S e regulation and funding

collaboration

; Q X




A translational framework

Translatio
nal

ecmc

LifeAr¢
catAPULT

Medicines Discovery

First gap in
translation

Preclinical
developm ntal G ENE
ent medicine trials

Experime Late

Accelerated B
Access " ealth Researh

Review of innovative medicines and medical technologies
supported by Wellcome Trust M |CS

The AHSNNetwork

Second gap in translation

Health
technolog
y
assessme
nt

Commission
ing

Adapted from Wareham et al, 2009

Healthcar

e delivery
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