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Outline of Talk 

• Which donors are we talking about? 

• Why is it time to move on? 

• What is the evidence that this approach is 
safe? 

• What are the dangers of adopting a new 
approach? 

• National Position Statement – launching today 

• Next Steps 



Which donors are we talking about? 



Increased Infectious Risk Donors 

• Known HCV viraemic patients 

• Recent intravenous drug use 

• Commercial sex workers 

• Individuals engaged in unprotected anal 
intercourse with multiple partners 

• Untested sexual partners of individuals known 
to be infected with HBV/HCV/HIV 

• Incarcerated in last 12 months 

• Non-sterile tattooing or piercing in last 12 
months 

 

 



TIME 

Exposure to HCV Viraemia Serological Conversion 

Window Period 
Nucleic Acid Testing Positive 

Serology Positive 

HCV Virology and Serology 



Nomenclature Definition  

• Essentially talking about known HCV viraemic 
donors or those with the potential to be 

• Literature is poor at differentiating antibody 
and PCR positive donors 

• Best to consider all increased infectious 
disease risk donors and HCV Ab positive 
donors as potentially viraemic 



Hepatology (in press) 



Why is it time to move on? 



Numerous Reasons 

• The number of HCV viraemic transplant recipients 
is falling 

• HCV positive donor organ discard rates are 
unacceptably high – reversing this is both life and 
cost-saving 

• There is some evidence that drug overdose 
related deaths are on the increase in England 

• Modern DAA therapy will allow us to cure 
virtually everyone post-transplant 

• We already intentionally infect patients with 
viruses if the risk benefit-ratio is right – CMV is a 
prime example 
 
 



ASTRAL-1: SOF/VEL for 12 Weeks in GT 
1, 2, 4, 5, 6 HCV-Infected Patients 

Feld, AASLD, 2015, LB-2.  Feld JJ, et al.  N Engl J Med. 2015. DOI: 10.1056/NEJMoa1512610 
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Recent UK Wide Data 

• Analysis by NHSBT of donors from 2000 to 2015 
• 244 HCV +ve donors identified 
• Only 65 (27%) provided organs for 93 recipients (63 livers 

and 30 other organs) 
• Organs from 146 HCV +ve consented organs were declined 

with 71.4% being because of positive virology 
• The median eGFR of declined HCV+ve donors was 103 

ml/min/m2 (IQR 70-144)  
• 49% had a UK donor risk index score of <1.02, suggesting at 

least 77% of potential transplanted kidneys from such 
donors would be functioning at 5 years 

• Transplanting D+ kidneys into R- recipients was estimated 
to be cost neutral with dialysis after 4 years of transplant 
 
 
 
 
 

Courtesy of James Neuberger 



We are already behind the curve 

AJT 2017 



SaBTO Guidelines 

Courtesy of James Neuberger 



Cost equation 

• The annual cost of haemodialysis is c.£30,000 

• The annual cost of a renal transplant (after the first year) is c.£5,000 

 

• Therefore, each extra year of dialysis costs £25,000 
–  For highly sensitized patients the cost may reach £250,000. 

 

• More importantly these patients face the prospect of being consigned for 
many years on dialysis, with poor QoL, limited ability to work or travel, and 
a considerable risk of death on dialysis. 

 

• Opening up a pool of HCV (+) kidneys, that would otherwise be discarded, 
specifically to patients who would otherwise have a high mortality  will 
offers such patients significantly improved health outcomes  

Courtesy of Mark Harber 



What is the evidence that this 
approach is safe? 



• >500 kidneys with HCV discarded annually in US  
• Open label, single group pilot trial – THINKER trial at 

U Penn (n=10) 
• Geno 1 +RNA,  
• Post-transplantation elbasvir-grazoprevir  
• Inclusion: HD, predicted long wait time 
• Exclusion: Condition increasing likelihood of liver 

disease 
• IS: Steroids, ATG 
• HCV RNA day 3  

– once positive – 12 weeks elbasvir-grazoprevir 
Goldberg et al, NEJM 2017 



• Median age 59, M:F 1:1, 2 black 

• Median wait for HCV + organ 58 days 

• HCV RNA detectable in all on day 3, 9 Geno 1a, none NS5A 
RAS 

 

• SVR12 100% 

• Median eGFR 68ml/min (51-83) 

• Complications: Delayed graft function (n=1), elevated ALT 
(n=2), transient class I DSA (n=1), proteinuria & FSGS (n=1) 

• Overall: Excellent allograft function  
Goldberg et al, NEJM 2017 



HCV- Participant Inclusion Criteria 
•On deceased donor transplant waitlist at JHU 
•On dialysis or GFR < 15 ml/min 
•≥ 50 years old 
•HCV- 
 

EXPANDER-1: Exploring Renal Transplants Using 
Hepatitis-C Infected Donors for HCV-Negative Recipients 

HCV+ Donor Inclusion Criteria 
• Age 13-50 
• Creatinine < 3.0 mg/dL, normal renal 

biopsy 
• Qualitative HCV NAT+, UNOS screening 

test 
• HCV genotype sent to commercial lab 
  

GZR EBR on call to OR 
Daily for 12 weeks 

Add sofosbuvir 
Treat for 12 weeks 

GT1a  

NS5a resistant variants 

Yes 

Add ribavirin 
Treat for 16 weeks No change 

No 

GT1b, 4  GT2, 3  

HCV D+/R- Transplant N =10 

N.  Am J Transplant. 2017;17 (suppl 3). American Transplant Congress 2017, Abstract no 2. 



EXPANDER-1 Results 

Durand et al Ann Int Med 2018 



EXPANDER-1 Safety  

Durand et al Ann Int Med 2018 



What are the dangers of adopting a 
new approach? 



Potential Dangers 

• Fibrosing cholestatic hepatitis 
• Treatment failure post transplant with development of 

difficult to treat RAS – choice and length of regimen 
should mitigate this 

• Extra-hepatic manifestations of HCV such as 
cryoglobulinaemic vasculitis or potential increased 
rates in blood derived malignancy such as PTLD- can be 
mitigated by curative treatment 

• Sexual transmission of HCV to a partner – can be 
mitigated by simple lifestyle advice 

• Transmission of HBV and HIV – risk very low and there 
is a lot of experience of management of these viruses 
post-transplant with excellent results 



Efficacy of DAAs in FCH 

Gane, AASLD, 2015, 1049 

Analysis excluded 13 patients transplanted prior to posttreatment Week (FU) 12 with HCV RNA <LLOQ at last measurement prior to transplant, and 3 pretransplant patients who 
were CTP A at baseline. Error bars represent 95% confidence intervals (CIs). 



Transmission of Other Viruses 

• 174 organs from IIRD 
donors transplanted 

• FU data on 152 
recipients 

• No cases of transmission 
of HBV, HIV or syphillis 

• 2 cases of transmission 
of HCV from known HCV 
viraemic donors 



UK National Position Statement 



Working Group for the UK Position 
Statement 

List of Stakeholders 
  
• British Viral Hepatitis Group (Lead) 
• Advisory Committee on the Safety of Blood, Tissues and Organs 
• British Association for the Study of Liver Disease 
• British Liver Transplant Group 
• British Transplantation Society 
• Clinical Virology Network 
• National Health Service Blood and Transplant  
• National Health Service Scotland 
• National Health Service Wales 
• Operational Delivery Networks for HCV in England 
• Skipton Fund (Special Category Mechanism) 
• Renal Association 

 



Members of the Working Group 



The Final Report 



Donor Acceptability 



Organ Accepted from HCV Antibody Positive Donor or Donor 
Deemed to be High Risk 

Donor Samples tested for 
HCV by PCR at central 

laboratory (Colindale for 
English Donors) 

HCV PCR 
Positive 

HCV PCR 
Negative 

Genotype 
performed 
centrally All recipient 

centres sent the 
results within 2 

working days 

Organ transplanted into suitably consented HCV Negative Recipient 

Recipient tested for 
HCV by PCR day 3-7 

post transplant 

Recipient tested for 
HCV by PCR day 10-
14 post transplant 

Recipient tested for 
HCV by PCR 6 weeks 

post transplant 

HCV PCR Negative 

HCV PCR Negative 
Patient to start DAA 
therapy within 3-10 
days of the positive 

PCR 

HCV PCR Positive 

HCV PCR Negative 
Reassure patient and 

manage as per 
standard recipient 

Donor Testing 

Recipient Management 



MAGELLAN-2 Trial 

Safety, n/% 
G/P, 12 weeks  

N = 100 

SAE 8 

DAA-related SAEs* 2 

AE leading to study drug 
discontinuation† 

1 

DAA-related AE leading to study 
drug discontinuation 

0 

Death 0 

Transplant rejection 1 
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1 relapse at PTW4 
1 LTFU 

Grade 3 laboratory abnormalities were rare 

Patient with mild liver transplant rejection was considered 
unrelated to DDIs and did not lead to treatment interruption 

Baseline:  ≥3 Months since: Liver Transplant (n = 80), Renal 
Transplant (n = 20) 
GT: 1 (57%), 2 (13%), 3 (24%), 4–6 (6%) 
Fibrosis: F0–1 (80%), F2 (6%), F3 (14%) 
Treatment naïve  (66%) or experienced* (SOF±pegIFN±RBV) (34%) 

BL immunosuppressant medication: 
tacrolimus (68%), mycophenolic acid (30%), 
cyclosporine (13%), prednisone (13%), prednisolone 
(11%), everolimus (8%), azathioprine (6%), and 
sirolimus (7%) 

Reau N, et al. EASL 2017, Amsterdam. #LBO-03 

Excluded: Coinfection HBV or HIV 
ALT/AST >10 × ULN, albumin <3.5 g/dL, platelets <70,000, CrCl 
<30 mL/min 
Acute renal failure / re-transplant / dual transplant 
Experience with DAA other than SOF 

SVR12 

Non-
inferiority 
threshold 

*Sinusitis (day 2);  abnormal hepatic function (PTW4); †Cerebrovascular accident unrelated to G/P on week 6; patient achieved SVR12 



Patient Consent Form 



Checklist for Individual Units 



Data to be collected by HCV Team 



Future Steps 

• We have set a ‘Go Live’ date of September 2017 
and will continue to work with NHSBT on the 
logistics and operationalisation of this 

• Dissemination and education about the scheme 

• There are on-going discussions with NHSE on the 
issue of re-imbursement of drug costs 

• NHS Scotland and NHS Wales have agreed to drug 
funding 

• Setting up an oversight committee (hosted by 
BVHG) 
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• Full position paper will be available on the 
BVHG/BASL website by the end of next week 
https://www.basl.org.uk 

https://www.basl.org.uk/
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