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BACKGROUND & AIM

The study was prospective in design and was conducted among patients attending 15
clinical centers involved in PITER (Italian Platform for the Study of Therapies for Viral
Hepatitis). For the purpose of the present study, we retrieved all consecutive patients
treated with EBR/GZR since its first use in Italy and who reached the 12-week post-
treatment HCV RNA evaluation until June 2018. Each patient’s data included complete
prospective efficacy comedication profile from the beginning, during and at the time
of the virological response at 12 weeks following the end of DAA therapy. Patients
with severe liver disease (Child Pugh B and C) were excluded in that treatment with
EBR/GZR is not indicated in these patients. Changes from baseline in transaminase
and bilirubin levels as well as stiffness values were assessed at week 12 after
treatment.
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In a previous real life study, based on data retrieved by the PITER cohort, it was reported that of HCV chronic infected patients, undergoing direct acting antiviral (DAA) therapy
(sofosbuvir-based or paritaprevir/ritonavir, ombitasvir and dasabuvir) and taking comedications, 30% (with mild liver disease stage) and 44% (with moderate to severe liver
disease stage), were at risk of potential drug-drug interactions (DDI). Following the recent introduction of Elbasvir/Grazoprevir (EBR/GZR) we aimed to evaluate the prospective
profile of efficacy and safety combined with real life comedication profile used at the beginning, during and at the end of the DAA therapy in each of treated patient.

METHODS

RESULTS

CONCLUSION
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From January 2017 to December 2018, 365 patients with chronic HCV infection
consecutively enrolled in the PITER platform of whom 298 (71.6%) with Gt 1b, 39
(10.7%) Gt 1a, and the remaining 28 (7.6%) Gt 4, underwent treatment with ELB/GZR
with or without ribavirin. Demographic and clinical characteristics of the treated
patients, according to the fibrosis stage, are reported in Table 1.
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Stage
N

Age

Mean 

(SD)
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M/F

(%)

Ribavirin 

used

N (%)

IFN 

experienced/

DAA 

experienced

NR/

total

(%failure)

Stiffness in those 

who achieved SVR 12

Total 

evaluated

338 patients

Pre-

treatment

Mean (SD)

Post-

treatment

Mean (SD)

p

F0/F1 192
60

(12)

81/111

(42%/58%)

32

(17)

61

(32%)

6/185

(3.2%)

5.0

(0.9)

5.5

(2.1)

F2 77
65

(11)

32/45

(42%/58%)

13

(17)

27

(35)

5/72

(6.9%)

7.6

(0.6)

6.6

(2.0)
<0.05

F3 42
66

(13)

21/21

(50%/50%)

5

(12)

12

(29)

4/34

(11.7%)

9.2

(2.4)

8.4

(3.6)
<0.05

F4

(Child 

A)

54
67

(13)

32/22

(59%/41%)

7

(13)

20

(37)

3/47

(6.4%)

16.1

(3.6)

10.3

(5.4)
<0.05

Total 365
65

(12)

153/187

(45%/55%)

57

(16)

120

(33)

17/338

(5%)

16.1

(3.6)

10.7

(5.6)
<0.05

According to the logistic regression analysis, female gender and previous IFN-based
treatment were independent factors of failure (Table 2).

Variables Crude OR CI 95% Adjusted OR CI95%

Age 1 0.95-1.2 1 0.9-1

Gender (F/M) 3 0.97-1.02 4.1 1.2-14.1

Alcohol use (Yes/No) 1.1 0.4-2.9 0.7 0.2-2

Genotype 1b vs 1a 0.8 0.2-3.7 0.9 0.1-5.6

Genotype 4 vs 1a 1.7 0.4-8.1 1.4 0.2-8.1

Cirrhosis vs F1-F3 Fibrosis 1.9 0.3-4.6 1.4 0.1-5.4

Previous Interferon based treatment: 
Yes/No

2.5 0.9-6.4 3 1.1-8.8

Ribavirin use. Yes/No 0.8 0.1-6.6 0.6 0.1-7.4

Concomitant drug use:Yes/No 0.7 0.3-1.9 1 0.4-3.1

Regarding the comorbidities (Table 3), of 365 patients evaluated 218 (60%) had at
least one comorbidity The presence of comorbidities is similarly distributed in each
fibrosis stage, whereas more than 3 comorbidities are more frequently presented in
fibrosis stage 4 (15%) compared to the other fibrosis stages from F0 to F3 (9-10%)
though not reaching significance level (p=0.6).
Regarding the comedications used (Table 3), 774 were (190 overall drugs used) used
by 212 patients; 39 (72%) patients with F4/cirrhosis compared to 173 (60%) patients
in the fibrosis stage F0-F3 ( p=0.09) received comedications during the DAA therapy.
The use of 1-2 comedications was similarly distribuited among F0-F3 fibrosis stages,
whereas more than 3 comedications (up to 15) was more frequently observed in the
F4/cirrhosis stage (48%) (p=0.03).
Of 190 drugs used, 28 (15%) were added as new drugs during the antiviral therapy.
Of them, none has been reported to have potential DDI, but Atorvastatin and
Simvastatin added in 4 (1.9%) patients have been defined as “Category 2: monitoring
required” for potential DDI. Eight drugs (3.7%) were interrupted and 10 (4.7%) were
modified as dosage, none of changes related to a potential DDI.

Comorbidities Total F0-F1 F2 F3
F4/Child A 

cirrhosis

N. patients (%) 365 192 77 42 54

None
147

(40%)

82

(43%)

27

(35%)

20

(48%)

18

(33%)

1-2
182

(50%)

93

(48%)

43

(56%)

18

(43%)

28

(52%)

≥3
36

(10%)

17

(9%)

7

(9%)

4

(10%)

8

(15%)

Comedications*

N patient (%)
343 187 67 35 54

None
131

(38%)

76

(41%)

26

(39%)

14

(40%)

15

(28%)

1-2
90

(26%)

51

(27%)

18

(27%)

8

(23%)

13

(24%)

≥3
122

(36%)

60

(33%)

23

(34%)

13

(37%)

26

(48%)

Table 3. *22 patients had no available information about
comedications potentially used. The analysis of comedications
used was performed for 343 patients

Table 1.

Table 2.

During the follow-up evaluation (mean follow up time 6.1; SD 4.6 months) significant
decreases of ALT levels were observed between pre-treatment (mean ALT values: 55
SD: 36) and post-treatment (mean ALT values 24; SD 11) (p<0.05) in all but two
patients who achieved SVR without differences in those younger and older than 65
years of age and gender. Significant decrease of stiffness values were observed in
patients who achieved the SVR in each of fibrosis stage from F2 to F4 (Table 1).
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F0/F1
192

(52.6)

60

(12)

81/111

(42/58)

32

(17)

61

(32)

6/185

(3.2)

5.0

(0.9)

5.5

(2.1)

F2
77

(21.1)

65

(11)

32/45

(42/58)

13

(17)

27

(35)

5/72

(6.9)

7.6

(0.6)

6.6

(2.0)
<0.05

F3
42

(11.5)

66

(13)

21/21

(50/50)

5

(12)

12

(29)

4/34

(11.7)

9.2

(2.4)

8.4

(3.6)
<0.05

F4

(Child A)

54

(14.8)

67

(13)

32/22

(59/41)

7

(13)

20

(37)

3/47

(6.4)

16.1

(3.6)

10.3

(5.4)
<0.05

Total 365
65

(12)

153/187

(45/55)

57

(16)

120

(33)

18/338

(5)

16.1

(3.6)

10.7

(5.6)
<0.05


