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Why this study is needed

* PSC patients are at high risk of liver failure and cancer: liver, biliary
tract/cholangiocarcinoma, colorectal

* No cure except liver transplant if cirrhosis and liver failure occur

e Cancer is usually a contraindication to transplant

* No screening or preventive mechanism known to reduce liver/biliary tract
cancer risk



Evidence of Aspirin Users Potential Protection against HPB and CRC Cancers

1. Choi et al. 2016: OR 0.29 - 0.35 for all CCA subtypes (50% reduction in PSC associated CCA)
2. Simon et al 2020: HR 0.57 for HCC

3. Lapumnuaypol et al. 2019: OR 0.56 for CCA (Meta-analysis)

4, Xiong et al. 2018: iCCA OR 0.33 for iCCA; OR=0.56 for eCCA (Meta-analysis)

5. Bosetti et al. 2020: RR 0.62 for HPB cancers

6. Garcia Rodriguez et al. 2017: RR 0.53 for Dukes Stage A CRC

7. Burn et al 2020: CAPP-2 Randomised Controlled Trial: HR 0:63 for CRC in Lynch syndrome

Post-diagnosis aspirin use associated with decreased biliary tract cancer-specific mortality
7. Liao et al. 2021: HR 0.55
8. Jackson et al. 2019: HR 0.44 to 0.71 across all BTC sites
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Inhibiting COX-2

Preventing platelet aggregation

Inhibiting activation of nuclear factor-kB

Modulating Wnt signalling via both COX-dependent and COX-independent pathways
Upregulating tumour suppressor genes

Stabilization of DNA mismatch-repair proteins (Shen et al 2020)

Hypothesis: Aspirin reduces the combined endpoint of PSC related cancers and PSC related
morbidity and mortality

Main Aim: to investigate if daily low dose Aspirin improves PSC-related cancer free survival,
overall survival, and time to liver decompensation and liver transplantation



Informed Consent

\
Screening Procedures

v
Randomisation
Double Blind
N=968

Aspirin 75MG
OD N=645

Placebo
N=323

Unacceptable Toxicity
Withdrawal of Consent
Transplant
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Stratified by:
* level of advanced liver fibrosis/cirrhosis

* time since PSC diagnosis (by time bands e.g., 1-3 years, 3-5 and > 5years from diagnosis)
* aminosalicylate use

5-year Follow-up (inc Feasibility period)

Primary Endpoints: Cancer, Transplant, Mortality

(Secondary Endpoints:
Bleeding events, Liver decompensation, IBD Flares




Inclusion Criteria

e PSCandIBD

e Age >18 years

e Able to give informed consent

* No previous cancer

e Not already on aspirin

e At least 12 months post diagnosis

Exclusion Criteria

e Previous PSC related cancer

e Already taking aspirin

e On Transplant waiting list

e Non-variceal gastrointestinal bleeding within 1 yr
e <12 months from PSC diagnosis

e Allergy to Aspirin
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Do you have any patients with PSC-IBD who

e are at least 12 months from diagnosis, and
have not had cancer, colectomy or a transplant?

If so, please consider them for the

Contacts
Meena Reddi, Study Manager
asp-psc@imperial.ac.uk

Shahid Khan &

Simon Rushbrook

(Cls)

shahid.khanl@nhs.net
simon.rushbrook@nnuh.nhs.uk
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Asp-PSC TRIAL

“Effect of Aspirin on
Reducing Cancer &
Improving Outcomes in
Primary Sclerosing
Cholangitis”

Design

* Investigator led

* Double-blind

* Randomised Controlled Trial
e Aspirin vs Placebo (2:1)

* For 5-years

* Multi-centre

* 968 patients needed

l

Primary Endpoints

1.

Cancer: cholangiocarcinoma,
gallbladder, hepatocellular,
colorectal, pancreas

Listing for Liver transplantation

All-cause mortality
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