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Background Objective * EBR/GZR was projected to reduce lifetime (30 years) cumulative incidence of DC by 18.93%, Table 3: Reduction in liver-related morbidity and mortality in HCV G1 and
« Hepatitis C virus (HCV) is associated with acute and chronic hepatitis infection'.2 » The C-EDGE Head-to-Head study was a phase llI, 17.66%, and 52.32% for overall patients and in G1 and G4, respectively, compared with SOF+PR G4 populations for EBR/GZR compared to SOF+PR in Italy (over 30 years)
— Approximately 15%-45% of people with acute HCV infection will naturally clear the open-label clinical trial that assessed the efficacy . I :
ViIF’)LFJ)S within 6ymontth' hgwe\?er Ft)he other 55%-85% will go on to develogchronic HCV1 and safety of elbasvir/grazoprevir (EBR/GZR) The InCIde_nce of HC_C was also projected FO reduce by 29‘40%’ 27.60%, and 66.'57% for Decompensated | Hepatocellular Liver Liver Disease Life
. _ o ’ _ _ . versus sofosbuvir plus pegylated interferon/ribavirin overall patients and in G1 and G4, respectively, when comparing EBR/GZR against SOF+PR. Cirrhosis Carcinoma | Transplant | Mortality | Expectancy
- ((Djhronlc HCV mLec'tlorr: IS ongé)f ti?e Ieadlnl? lcauses of advalrjlgeg I|\1§r—related ?'Seaﬁ_?s (SOF+PR) in 257 treatment-naive and PR prior As a result, EBR/GZR was projected to reduce liver-related mortality by 25.83% in the overall (cumulative (cumulative | (cumulative | (cumulative | (undiscounted
(decompensated cirr 33'3 [DC], hepatocellular carcinoma [ 1), liver transplant (LT), treatment-failure subjects with chronic HCV genotype population and 24.19% and 62.32% for G1 and G4 populations, respectively, compared with incidence) Incldence) | incidence) | “incidence) | ™ life'years)
and liver-related death 1 (G1) or 4 (G4) infection3 SOF+PR Overall population
— Chronic HCV infection is usually undiagnosed until decades after infection due to the ) ] ]
infection remaining asymptomatic until secondary symptoms start to appear? ‘ ;I'Eg r?g;]rg f?(f)rt;]Itsh:nsa’zldeIS'r\xgslgg;r?eﬁia;?esclhgggaesrrgf « Detailed results are presented in Table 3. EBR/GZR was estimated to extend life expectancy by EBR/GZR 0.098 0.079 0.008 0.123 21.441
indi udy i - icti . . :
o One of the Ieading health prOblemS in Italy is chronic liver disease (CLD), with the impact of EBR/GZR Compared to SOF+PR on the 0.58 years in the overall pOp!Jlatlon Compared to SOF+PR and by 0.54 and 2.68 years In the G1 SOF+PR 0.121 0.112 0.010 0.166 20.858
approximately 10,000 CLD complicated deaths reported every year and over 65% of these incidence of liver-related morbidity and mortality in and G4 populations, respectively % change
i i i i . [5) _ [5) . 0, . [5) [5)
?Oaruli%cé:fr:nrg :ﬁ?w/olgifse(i;r?cl)irbrgzley2has the highest prevalence of HCV and highest death rate Italy - Figure 2 shows the cumulative incidence of DC, HCC, LT, and liver-related mortality for EBR/ f/EBS%/SJrZIER) 18.93% 29.40% 21.18% 25.83% 2.80%
GZR and SOF+PR over the 30-year period. For example, within the first 5 years, EBR/GZR was
projected to reduce the incidence of DC by 23.15% overall and 21.65% and 58.5% for G1 and Genotype 1
“ G4 populations, respectively, compared to SOF+PR. The reduction for cumulative incidence of EBR/GZR 0.099 0.079 0.008 0.124 21.433
DC increases over time. Similar results are also shown for HCC, LT, and liver-related mortality SOF+PR 0120 0110 0.010 0163 20.895
* A Markov model was created to simulate the natural history of chronic HCV Table 1: SVR 12 rates used in the model from the C-EDGE Head- incidence rates % change
and estimate the lifetime cumulative incidence of advanced liver-related to-Head trial3 2 o 0 o o o
diseases, DC, HCC, LT, and liver-related death. The structure of the model is (EBSR())/SEFI?R -17.66% -27.60% 19.78% | -2419% 2.57%
based on other published HCV economic models and consists of 18 health Overall Figure 2: Cumulative incidence of liver-related morbidities and mortality in HCV G1 and G4 vs )
states (see Figure 1). Patients enter the model in the health state based on Treatment Population Genotype 1 Genotype 4 populations for EBR/GZR compared to SOF+PR in Italy Genotype 4
the severity of chronic HCV described by the degree of fibrosis using the EBR/GZR 99.2% (128/129) 99.2% (122/123) 100% (6/6) . EBR/GZR 0.096 0.076 0.008 0119 21.495
METAVIR scoring system FO to F4. FO to F3 are defined as noncirrhotic and SOF+PR 90.5% (114/126) 91.7% (111121) 60.0% (3/5) 01400 °e 0.0120 Hver transplant : : : : :
F4 is defined as cirrhotic. The model assumes that a person with a given ' ' ' ' ' SOF+PR 0.201 0.227 0.018 0.316 18.812
fibrosis score may progress to more severe stages of liver disease or may 01200 0.0100 % change
remain in that health state. “.1 the absenpe of successful treatment, regression g 0.1000 % 0.0080 (EBR/GZR -52.33% -66.57% -55.88% -62.32% 14.26%
to less severe health states is not permitted. However, after a successful Table 2: Natural history transition probabilities S 0.0800 g vs SOF+PR)
treatment, a person can achieve sustained virologic response (SVR), which is g 0.0600 g 0.0060
considered a cure for HCV in patients who are noncirrhotic Transition 3 2 00040
Fi 1: Model struct Health State, | Health State, | Probability 3 0000 3
igure 1. Nodef structure From To (per year) Source 0.0200 0.0020 ConCIUSion S
Treatment Failure or Discontinuation FO F1 0117 Thein et al® 0.0000 0.0000
0 5 10 15 20 25 30 0 5 10 15 20 25 30
F1 F2 0.085 Years Years B .
. ased on the efficacy data from the C-EDGE Head-to-Head study and a
g F2 F3 0.120 ~——EBRIGZR ——SOF+PR ——EBRIGZR ——SOF+PR natural history model for HCV, EBR/GZR was projected to substantially
g F3 F4 0.116 reduce the cumulative incidence of liver-related complications and
g F4 DC 0.029 Fattovich et al® HCC Liver-related mortality liver-related mortality in patients with HCV G1 and G4 infection when
8 HCC 0.028 0.1200 0.1800 compared with SOF+PR in ltaly. EBR/GZR was also shown to increase
F4 SVR Van der Meer et al”- 01000 0.1600 life expectancy for HCV G1 and G4 patients when compared with
DC 0.008 Cardoso et al8 8 g 0140 SOF+PR.
$ 0.0800 8 0.1200
HCC 0.002 2 o600 2 0.1000
F3 SVR 0.086 D’Ambrosio et al® % ' % 0.0800
Key: DC=first-year decompensated cirrhosis; FO=no fibrosis; F1=portal fibrosis without septa; F2=portal fibrosis F4 0.014 OHTN'0; Aspinall et al'! § 00400 § 00600 References
with few septa; F3=portal fibrosis with numerous septa without cirrhosis; F4=compensated cirrhosis; HCC=first- DC HCC 0.068 PI t ali2 © 0.0200 © 0.0400
year hepatocellular carcinoma; LT=first-year liver transplant; LVD=liver-related death; PDC=subsequent years . anas et a ’ 0.0200 1. WHO. http://www.who.int/mediacentre/ 10. OHTN. Rapid Review 89. November
decompensated cirrhosis states; PHCC=subsequent years hepatocellular carcinoma states; PLT=subsequent years LT 0.016 0.0000 0.0000 factsheets/fs164/en/ 2014. http://www.ohtn.on.ca/wp-content/
liver transplant; SVR=sustained virologic response. : 0 5 10 15 20 25 30 : 0 5 10 5 20 Py 0 . . . . .on. ’ €
LVD 0.140 Planas et al'2 s s 2. Kondili et al. Dig Liver Dis. 2015 uploads/2014/11/RR89-HCV-reinfection.
« Efficacy for both regimens was obtained from the C-EDGE Head-to-Head trial. T 0.008 Y Y Sep;47(9):741-7?‘r3. pdt.
Table 1 reports the proportion of overall, G1, and G4 patients achieving SVR : —EBR/GZR ——SOF+PR ~——EBR/GZR ——SOF+PR 3. Sperl et al. J Hepatol. 2016:65:1112-1119, 11. Aspinall et al. Clin Infect Dis.
12 weeks after the completion of treatment in the EBR/GZR groups and in the HCC LVD 0.427 Fattovich et al® 4. Gower et al. J Hepatol 201;1'61'845-857 2013;57:580-389.
SOF+PR groups. The proportion of patients who discontinued treatment was PDC LVD 0.103 Planas et al'2 . _ . , _ - 5 Thein et al. Hepatoloay. 2008-48.418.431. > " anas etal. J Hepatol. 2004,40:823-830.
0.0% (0/129) and 0.8% (1/126) for EBR/GZR and SOF+PR, respectively LT LVD 0166 Wolfe et al? * Sensitivity analysis: The results were sensitive to assumed baseline patient characteristics - Thein et al. Fepatology. 4818431 13 Wolfe et al. Am J Transplant. 2010;10:
N | hi | . babilit h in Table 2 q - - including the distribution of baseline fibrosis scores. These impact the efficacy of the treatments, 6. Fatto'\llch. et al. Gastroenterology. 961-972.
: frsrt#raublliztr?;ﬁ Z?unéigstrggzgll?nneprgti:ntl Ict:lr(ma:r:ctoe\,;/igtilgs ;erz og’:/:i;eez(i‘lrjécrﬁ PLT LVD 0.044 | Wolfe et al the rate of disease progression, and mortality rate. The main limitation of the data was the small 1997:112:463-472. o
the Itglian PITER-HCV cohort stuzy2 ncluding distribution of METAVIR SVR FO 0.014 OHTN'%; Aspinall et al" number of patients who were G4 in the C-EDGE trial; 6 patients (4.7%) and 5 patients (4%) were 7 gggﬁg‘égfer etal. JAMA. 2012,308:
fibrosis stage at baseline, mean agé and proportions of males/females. The Key: DC=first-year decompensated cirrhosis; FO=no fibrosis; F1=portal fibrosis without septa; G4 in the EBR/GZR arm and SOF+PR arm, respectively 8. Cardoso et al. J Hepatol. 2010;52:652-657
. . ; ’ F2=portal fibrosis with few septa; F3=portal fibrosis with numerous septa without cirrhosis; ’ ’ ’ T ’
proportions of patients who are G1 and G4 are based on the reported HCV F4=compensated cirrhosis; HCC=first-year hepatocellular carcinoma; LT=first-year liver 9. D’Ambrosio et al. Hepatology. 2012;56:
prevalence/infected population from a literature search by Gower et al, 2014,4 transplant; LVD=liver-related death; PDC=subsequent years decompensated cirrhosis states; 532-543.
and were 94.5% and 5.5% respectively Life table for the ltalian genera| PHCC=subsequent years hepatocellular carcinoma states; PLT=subsequent years liver transplant;
. ) ’ ’ . ) SVR=sustained virologic response.
population was used to model nonliver-related deaths
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