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Background.  Federally qualified health centers (FQHCs) serve diverse commu-
nities in the United States (US) and could function as important venues to manage
hepatitis C virus (HCV) infections. Little is known on HCV outcomes in underserved
communities as most of the current data are derived from clinical trials, commercially
insured patients, or small health center samples. We aimed to determine the propor-
tion of HCV testing, factors associated with treatment initiation, and real-world treat-
ment outcomes in a large, national diverse sample of US FQHCs during the opioid
epidemic.

Methods.  We created a retrospective cohort of adults seen at 341 participating
FQHC:s in 19 US states. Inclusion criteria were: (1) clinical visit between January 01,
2012 and June 30, 2017; (2) 218 years of age. Outcomes included HCV testing propor-
tion, stratified by diagnosis of opioid use disorder (OUD); treatment initiation rates;
and sustained virologic response (SVR), defined as undetectable HCV RNA 3 months
after treatment completion. We identified factors associated with testing, treatment ini-
tiation, and SVR using logistic regression.

Results.  Of the 1,508,525 patients meeting inclusion criteria, 88,384 (5.9%) were
tested for HCV, and 8,694 (9.8%) of individuals tested had reactive results. Of the 6,357
with HCV RNA testing, 4,092 (64.4%) had detectable RNA. Twelve percent of individ-
uals with chronic HCV and evaluable data initiated treatment. Of those, 86% reached
SVR. Having commercial insurance (aOR, 2.10, 95% CI, 1.45-3.02), older age (aOR,
1.07,95% CI, 1.06-1.09) and being Hispanic/Latino (aOR, 1.35, 95% CI, 1.33-1.38) or
Asian/Pacific Islander (aOR, 1.84, 95% CI, 1.79-1.90) were independently associated
with higher odds of treatment initiation after multivariable adjustment. Only 8% of
individuals with chronic HCV were tested for HIV, and 15% of individuals with iden-
tified OUD were tested for HCV.

Conclusion.  During the opioid epidemic, fewer than 20% of individuals with
identified OUD were tested for HCV at evaluated FQHCs. In addition, approximately
10% of patients initiated treatment and SVR was lower than expected. Expansion of
HCV management into community clinics must consider measures to monitor and
evaluate treatment effectiveness, and to improve outcomes if cure rates are low.
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Background.  Virus-specific CD8 T cells are essential for control of acute hepa-
titis C virus (HCV) infections, yet spontaneously fail in most patients leading to
lifelong chronicity and increased risk for severe liver diseases. Efforts to study HCV-
specific CD8 T-cell impairment have been hampered by a lack of small animal models.
Recently, we established a rat model of chronic HCV-like infection using a hepacivirus
homolog identified in Rattus norvegicus. The nature of virus-specific CD8 T-cell im-
munity in this model has yet to be determined.

Methods.  Using two MHC class I tetramers against epitopes located in the E1
and NS5B proteins, we tracked the induction and phenotype of virus-specific CD8
T cells during chronic infection. Responses to infection were similarly analyzed in
immune rats that had been vaccinated against the NS3-5B proteins, a strategy that is
effective in this experimental setting.

Results.  Virus-specific CD8 T cells expanded vigorously in liver shortly after in-
fection but did not develop into functional effectors based upon failure to produce
cytokines (IFNy, TNFa, IL-2, IL-4, IL-10, IL-17A) following peptide stimulation.
Notably, subversion of responses was not due to viral escape from T-cell recogni-
tion, but rather an intrinsic defect in the antiviral response. Indeed, these populations
expressed the inhibitory receptor programed cell death-1 and other markers consistent
with an arrested effector-like state precluded from long-term memory formation
(CD127' CD27'CD28'CD62L GranzymeB"). In contrast, adenoviral immunization of
naive rats protected virus-specific T cells from functional impairment after infection
and supported memory response development, including against the E1 epitope not
encoded by vaccine.

Conclusion.  Together, our findings reveal a spontaneous failure of virus-specific
CD8 T cells following rat hepacivirus challenge that is highly reminiscent of human
HCV infections. Furthermore, these results highlight the utility and significance of this
model for understanding mechanisms of HCV persistence and protective immunity
necessary for the development of effective vaccines and immune interventions.
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Background.  Treatment of HCV with directly acting antiviral agents (DAAs) is
associated with a significant reduction in cardiovascular, metabolic and cancer risk.
However, there are conflicting data regarding the risk of hepatocellular carcinoma
(HCC) after DAA treatment. Risk of HCC in HCV genotype 3 infected persons after
DAA therapy is not well known.

Methods.  We prospectively studied HCV-infected persons initiated on treatment
between October 2014 and March 2017 at two centers in Pakistan. All persons were
free of HCC at study initiation. The occurrence of HCC was confirmed based on radio-
logic findings on a triphasic CT on 64 slice MDCT scanner. The treatment regimen was
at the discretion of clinical care providers, taking into account the national guidelines
and patient preferences. Patients were followed for 24 weeks after the completion of
therapy. Informed consent was obtained from all participants.

Results. A total of 662 persons were initiated on treatment. Median age (IQR)
was 50 (41, 57) years and 48.8% were male. At baseline, 49.4% were cirrhotic with 90%
of cirrhotics having compensated cirrhosis. 91% were genotype 3 and SVR was attained
in 91.9%. Treatment regimens used were: Sofosbuvir (SOF)/ribavirin (RBV)/pegylated
interferon (PEG-IFN), 25.2%; SOF/RBYV, 62.4%; SOF/RBV/daclatasavir (DCL), 10.6%;
SOF/DCL, 2.0%. Incident HCC was detected in 42 patients (12.8%) in the six month
period after treatment completion, and was exclusively observed in those with cir-
rhosis. In multivariable Cox regression analysis, SVR was associated with a reduction
in HCC risk (HR, 95% CI: 0.35, 0.14,0.85) while SOF/RBV/DCL regimen (compared
with SOF/RBV/PEG-IFN) was associated with an increased risk of HCC (HR, 95% CI:
17.32, 2.14,140.36). In K-M plots by treatment regimen, those treated with SOF/RBV,
SOF/RBV/DCL, or SOF/DCL regimens had shorter HCC-free survival compared with
those treated with a SOF/RBV/PEG-IEN regimen. (See figure)

Conclusion.  In a predominantly genotype 3 cohort, incident HCC occurs com-
monly and early after treatment completion, and exclusively in those with pretreatment
cirrhosis. SVR reduces but does not completely eliminate the risk of HCC. Treating
HCV-infected persons before the development of cirrhosis may reduce future risk
of HCC.

Figure. Hepatocellular carcinoma free survival, by treatment regimen

1.0 — \
i

®
> 09
2
b=}
"
3
& 0.8
(o]
o
o
=
o 07
P
2
g SOF/RBV | SOF/DCV/RBV | SOF/DCV
g 0.6 SOF/RBV/P-IFN 0.001 <.0001 0.02

SOF/RBV - 0.04 0.94

SOF/DCV/RBV - - 0.54

0.5
0 10 20 30 40 50
Time in weeks
—— SOF/RBV/P-IFN - SOF/RBV SOF/DCV/RBV
—— SOF/DCV

Disclosures. All authors: No reported disclosures.

305. Using Big Data to Re-Engage Hepatitis C-infected Persons: A UK
Operational Delivery Network’s Experience

William Osborne, MBBS, MRCP, BSc, DTM&H'; Noorann Sheikh, MBBS?;

Andrew Bosworth, PhD? Sally Bufton, BSNY;

David Mutimer, MBBS, MD* Mamoona Tahir, MBBS® and

Sowsan E Atabani, MBBS®; 'Royal Stoke and University Hospital, Stoke-on-Trent,
UK; *University Hospitals Birmingham, Birmingham, UK; *Public Health England
Birmingham Laboratory, National Infection Service, Public Health England,
Birmingham, UK; 4University Hospitals Birmingham, UK, Birmingham, UK; *Public
Health England, Birmingham, UK

Session: 41. Hepatitis
Thursday, October 3, 2019: 12:15 PM

Background.  The prevalence of hepatitis C (HCV) varies across different risk
groups in the UK. In England, responsibility for the co-ordination and administration
of DAAs (direct-acting antivirals) to HCV PCR positive patients is with 22 regional
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“Operational Delivery Networks” (ODNs). To attempt to eliminate Hepatitis C be-
fore 2030, Public Health England (PHE) and NHS England (NHSE) are attempting to
re-engage previously diagnosed infected persons. To this end, ODNs have been sup-
plied with historical antibody result data to target and reengage individuals for PCR
testing and intervention if required.A study was designed to evaluate these data to help
with informing ODN decisions. This study aimed to ensure that the data accurately
identified patients that were PCR positive for HCV and thus fit the current criteria for
receiving DAAs.

Methods.  The regional ODN for the West Midlands was provided with 4540
patients with historical positive HCV antibody results, collected by a PHE surveil-
lance system, to target for DAA intervention. DAA-treated patients had been excluded.
Patient details were cross-referenced with all PCR results from January 1, 1996 up to
January 1, 2019 at several regional laboratories (Public Health England Birmingham,
the Queen Elizabeth Hospital, City and Sandwell Hospital) and national treatment data.

Results. PCR data were found for 988, 276 (28%) of whom had received treat-
ment. Of the 712 persons untreated, 347 (49%) were PCR negative and thus would
not fit the criteria for receiving DAAs. 365 (51%) had a positive PCR result without a
record of treatment would be eligible for DAAs (see Figure I).

Conclusion.  Our study suggests approximately one-third of patients identified by
cross-referencing NHSE treatment and PHE epidemiological HCV antibody databases
will be PCR-positive and suitable for re-engagement. Epidemiological data needs to
be accurately curated when implementing public health control measures. Using “Big
Data” to target interventions has several limitations but can be useful. DAAs for HCV
are not without risk and administration should be clinically justified. Re-testing indi-
viduals prior to intervention is essential and other methods of elimination, for example
“test and treat,” may be more efficient and accurate.

1200

1000 +

600

Patients

400

200

0

Figure 1: Breakdown of historical Hepatitis C antibody results. (1) Those with PCR
result identified. (2) PCR result identified but excluding prior successful antiviral
treatment. (3) Those with previous PCR result with no evidence of prior antiviral
treatment who are PCR positive,
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Background.  Chronic hepatitis C virus (HCV) infection is marked by stable,
high -level viremia and a failed T-cell response. HCV-specific CD4+ helper T cells are
rare, and CD8+ cytotoxic T cells are functionally exhausted or ineffective due to viral
escape mutations. Postpartum, a subset of infected women experience a substantial
drop in viremia. Preliminary data indicate that this unusual viral decline may be linked
to a resurgence of HCV-specific CD4+ T cells producing Th1 cytokines. How improved
CD4+ helper T-cell function might affect viral replication in this scenario is not estab-
lished. Here we tested the hypothesis that improved CD4+ T cell help mediates control
of chronic HCV replication through enhanced CD8+ T-cell function.

Methods. We examined plasma HCV RNA viral load (VL) and HCV-specific
T-cell responses in 33 women with chronic HCV during the third trimester (T3) and
at 3 months postpartum (3P). HCV-specific CD4+ and CD8+ T-cell IL2 and IFNy
responses were measured by intracellular cytokine staining following stimulation of
peripheral blood mononuclear cells with peptide pools corresponding to the HCV
proteins NS3, NS4a, and NS4B.

Results.  Median VL dropped from 5.87 log, at T3 to 5.25 log, at 3P (P < 0.0001,
Wilcoxson signed rank), with a wide range from +0.4 log, to -4.2 log, . The degree of
decline correlated significantly with improved frequencies of HCV-specific CD4+ T
cells producing IFNy (P = 0.015 Spearman) but did not correlate with CD8+ T-cell
changes. Nevertheless, improved T helper function correlated with increased HCV-
specific CD8+ T-cell function (ACD4+IL2+ vs. ACD8+IFNy+, P = 0.015 Spearman,
graph 1; ACD4+IFNy+ vs. CD8+IFNy+ at 3P, P = 0.004 Spearman, graph 2).

Conclusion.  Despite no significant association between virus-specific CD8+
T-cell Tcl cytokine production and postpartum viral control, our data suggest that
recovery of CD4+ T-cell help may augment CD8+ T-cell function. Further study incor-
porating viral genomic sequences to focus on intact class I epitopes is needed to clarify
the relationship of improved CD8+ function and viral control in this unique model of
immune restoration.

5.3 °

5.2 Spearman:
p= 0.0148

r=
0.61 0.4271

0.4

0.2 .

0.0 ® ...‘_“..I... ........ I SR "o . O
®

-0.21

-0.41 °

0.10 -0.05 0.00 005 0.10 015
ACDA4+IL2+ (%) at 3P-T3

5.5+ °
5.4+

0.6- Spearman:
° p= 0.0039
0.5+ ® = 0.4959

0.4
0.3 o
0.2 ° o9

0.11 *

oo oS, ° o

2010 -005 000 0.05 0.10
ACD4+FNg+ (%) at 3P-T3

Disclosures. All authors: No reported disclosures.

ACDS8+IFNg+ (%) at 3P-T3

0.20

CD8+IFNg+ (%) at 3P

0.15

307. Overcoming Hepatitis C Elimination Challenges in the Coachella Valley
through the Collaboration of Linkage to Care, a Managed Care Organization, and
a Federally Qualified Health Center

Nicolette Duong, PharmD'; Lindsey Valenzuela, PharmD, APh, BCACP';

Tulika Singh, MD, MS, AAHIVS?; David Morris, MD?;

Brian Hodgkins, PharmD, FCSHP, FASHP'; Jade Le, PharmD, BCACP' and

Shubha J. Kerkar, MD?; 'Desert Oasis Healthcare, Cupertino, California; *University
of California, Riverside, Palm Springs, California; *Desert AIDS Project, Palm
Springs, California

Session: 41. Hepatitis
Thursday, October 3, 2019: 12:15 PM

Background.  Per the Centers for Disease Control and Prevention, 2.4 million
Americans have the hepatitis C virus (HCV). New cases increased by 14% from 2014
to 2016 in California with 400,000 infections, 4,000 infections in the Coachella Valley
and about 50% unaware of their diagnosis. A barrier to elimination is the lack of rapid
screenings and linkage to care (LTC) of infected individuals into an integrated system.
Thus, we developed a program at the Hepatitis Center of Excellence (HCE) where
pharmacists in a managed care organization (MCO) provide opportunities to over-
come these boundaries. The partnership of the MCO and federally qualified health
center (FQHC) was established in 2017 to expand access to care to the HCV commu-
nity. We anticipate that our program will eliminate HCV in the Coachella Valley by
modeling past success in human immunodeficiency virus (HIV) testing and LTC at the
FQHC through an interdisciplinary approach.

Methods. A single-center, retrospective analysis from January 2017 to December
2018 of HCV individuals was conducted at the pharmacist-led HCE in Palm Springs,
California. The LTC team approached barriers through prompt free screenings and
major advocacy. Pharmacists and specialty physicians collaborated to ensure rapid
assessment, treatment initiation and completion, and sustained virologic response
(SVR). The HCE has adapted the HIV testing and LTC model in hopes of achieving
similar feats. From 2014 to 2018, 92,947 total HIV tests were performed with 90.2% of
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