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Introduction: In a real-world database, retreatment of LDV/SOF failures with SMV+SOF +/- RBV for 12 or 24 weeks achieved
86% SVR [6/7], however, there was no randomization and it is unknown whether RBV was beneficial. A previous RCT of
SMV+SOF for 12 weeks achieved 96% SVR [24/25] in patients with NS5A RAVs who had not failed prior DAA therapy.

Methods: We initiated an RCT in Dec 2014 using SMV 150 mg QD+SOF 400 mg QD for 12 (non-cirrhotic) or 24 (cirrhotic)
weeks in GT-1 II patients. Patients were randomized 1:1 to receive SMV+SOF+RBV 1,000-1,200 mg/d or -RBV and followed
at 4 weeks intervals with HCV RNA, liver tests, PEs and AE monitoring. The protocol was amended in June 2015 to include
patients who failed 12 weeks of LDV/SOF and had NS5A RAVs (28, 30, 31, 32, or 93). All patients were HIV- and HbsAg- and
had compensated GT-1 HCV. We defined mITT as those patients who completed the trial and we used a 2-tailed t-test for RBV
vs. no RBV groups.

Results: 26 patients were screened and 24 (19 Gla and 5 G1b) were randomized from 3 US centers. 22 patients were non-
Hispanic white (10M, 12F) with a mean age of 53 years. Patients qualified as II because of depression (11), prior intolerance
(4), cardiomyopathy (1), and other (5). 3 patients had failed prior LDV/SOF therapy, and 8 were treatment experienced (TE)
with PEG/RBV. 6/24 patients were F3-F4 and 4 of those received 24 weeks therapy. 4/15 GT1a patients had Q80K RAV's and all
3 patients who previously failed LDV/SOF had NS5A RAVs at Y93. Overall, 87.5% (21/24) of patients achieved SVR12 by ITT
(mITT=91.3% [21/23]). 1 patient was LTFU, 2 relapsed and both had Q80K RAV's (1 previous LDV/SOF failure with 2 RAVs
and 1 cirrhotic patient treated for 23 weeks). Of the 10 patients receiving RBV, 2 relapsed (SVR=80%). Of the 14 patients not
receiving RBV, 0 relapsed, and 1 was LTFU (SVR=92.8%; p=NS). 2/3 LDV/SOF failures received RBV and 1 of these relapsed.
Dose reduction or early D/C of RBV was necessary due to AEs in 4/10 and 1/10 patients. 2/10 patients receiving RBV had dose
reductions due to a fall in Hgb>3 g/dl but no patient had Hgb<10 g/dl. AEs were all grades 1-2 and were nausea or other GI
(13), fatigue (11), headache (5), and photosensitivity related to SMV (4). Fatigue and GI were more common in patients who
received RBV.

Conclusions: II patients treated with 12/24 weeks of SMV/SOF+/-RBV had an overall mITT 91.3% SVRI12. Relapse was seen
in half of the in patients with pre-existing Q80K RAVs (2/4). RBV did not improve SVR rates although it did increase AEs and
required dose reduction in some patients. SMV+SOF+/-RBV was effective in 2/3 patients who failed LDV/SOF and had Y93
NS5A RAVs and may be considered as an alternative for these patients.
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