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What do we have?

- The English SOF Early Access Programme Cohort

- Not much else...
but lots of potential....




English Early Access Program (EAP)

- 12 weeks sofosbuvir & ledipasvir or daclatasvir
+/- RBV
- Clinicians were free to select the regime

- Inclusion Criteria:

- Decompensated cirrhosis with previous or present
ascites/variceal bleed/encephalopathy

- CTP score 27

- Non-hepatic manifestation likely to lead to irreversible damage
in 12 months and intolerant to or failed Peg INF/RBV

- Exceptional circumstances by panel review

CTP = Child-Turcotte-Pugh; Peg IFN = Peg Interferon; RBV=Ribavirin



Physician Treatment Selection

Regime G1 G3 Others Total
SOF/LDV/RBV 164 61 27 252
N (%) (35.1) (13.1) (5.8) (54.0)
SOF/DCV/RBV 45 114 13 172
N (%) (9.6) (24.4) (2.8) (36.8)
Without RBV 26 14 3 43
N (%) (5.6) (3.0) (0.6) (9.2)
Total 235 189 43 467
N (%) (50.3) (40.5) (9.2)

SOF=sofosbuvir; LDV=ledipasvir; DCV= daclastavir; RBV=ribavirin
Adapted from Foster et al. oral presentation at EASL 2015 Vienna 22-26 April 2015




Baseline Characteristics

IU/mL

Total G1 G3 Others
N 467 235 189 43
(%) (50.3%) (40.5%) (9.2%)
Mean Age, years 55.6 56.1 54 59
(Range) (29-81) (29-76) (36-75) (36-81)
Male 337 174 131 32
(%) (72.2%) (74.0%) (69.3%) (74.4%)
Treatment experienced 220 107 88 25
(%) (47.1%) (45.5%) (46.6%) (58.1%)
Liver transplanted 47 27 15 5
(%) (10.1%) (11.5%) (7.9%) (11.6%)
White 345 193 128 24
(%) (73.9%) (82.1%) (67.7%) (55.8%)
BMI — mean, kg/m? 28.6 28.5 28.3 29.7
HIV positive (%) 23 (5.7%) 17 (4.2%) 6 (1.5%) 0 (0%)
Mean HCV RNA, log,, 6 6 59 59

BMI=Body Mass Index

Foster et al. oral presentation at EASL 2015 Vienna 22-26 April 2015




Baseline Characteristics

Others

N=43
Decompensated cirrhosis 441 223 179 39
(Past or present %) (94.4%) (94.9%) (94.7%) (90.7%)
CP-B 309 161 121 27
(%) (66.2%) (68.5%) (64.0%) (62.8%)
CP-C 46 19 24 3
(%) (9.9%) (8.1%) (12.7%) (7.0%)
MELD mean 11.9 11.3 12.6 11.9
(range) (6-36) (6-24) (6-36) (6-22)
Active ascites 178 97 67 14
(%) (38.1%) (41.3%) (35.4%) (32.6%)
Previous variceal bleed 127 61 55 11
(%) (27.2%) (26.0%) (29.1%) (25.6%)
Active encephalopathy 80 41 34 5
(%) (17.1%) (17.4%) (18.0%) (11.6%)

CP = Childs Pugh; MELD=Model for End-Stage Liver Disease

Foster et al. oral presentation at EASL 2015 Vienna 22-26 April 2015




SVR12 by Genotype and Regime
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SOF=sofosbuvir; LDV=ledipasvir; DCV= daclastavir, RBV=ribavirin
Foster et al. oral presentation at EASL 2015 Vienna 22-26 April 2015

SVR12 defined as HCV RNA at 12 weeks post-treatment < 30 IU/ml



Serious Adverse Events (by follow up week 4)

Number of events Number of patients

(% of total SAEs) | (% of total population)

Total SAEs 175 119 (25.5%)
;rﬂgrrﬁ'gt\f‘fhtgrg‘sr disease 138 (78.9%) 100 (21.4%)
Ascites 55 (31.4%) 38 (8.1%)
Hepatic encephalopathy 28 (16%) 23 (4.9%)
Variceal bleed 6 (3.4%) 6 (1.3%)
Infection 26 (14.9%) 23 (4.9%)
Liver transplantation 16 (3.4%)
New HCC 7 (1.5%)
Discontinuation of DAAs 42 (9%)
Deaths 14 (3.0%)

SAE=Serious adverse events; HCC=Hepatocellular carcinoma; DAA=Directly acting antivirals
Foster et al. oral presentation at EASL 2015 Vienna 22-26 April 2015



I
NHS England SOF Early Access Scheme

- Original data presented
- N=467

- Dataset now 840
- And being prepared for publication



So what else?

- HCV Research UK
- English ODN Networks

- Others?



-
HCV Research UK ¢

- Inclusion criteria: HCV Research UK

- HCV R UK registered site
- Informed consent

- Biobank samples

- N= 10,825 patients

- Requests for data +/- samples from the wider academic
community

- But not a ‘cohort’ as such



I
England: Operational Delivery Networks

NHS |

HEP C ODNS AND S
CLINICAL LEADS

Lomdon North East

Presently getting through
5000 cirrhotics.....




I
Estimates of England HCV epidemiology 2016

- Undiagnosed: 67,000

- Diagnosed:
- FO-2: 81,000
- F3: 13,000
- F4: 3,500
- ESLD: 1,000
- G1: 47%
- G3: 44%

- PWID: approx. 50% infected
- HIV co-infected:
- Incidence declining in MSM — 2.3/1000 person years

Personal communication from PHE & NHSE



Others...

- Scotland:

- Data not yet collated...

- Approx 1,500 patients treated in 2015-16
- Mainly DAA-only therapy
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