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*Scientific Rationale (0 to 1,500 maximum characters) — 1,475

The release of the recently approved fixed dose combination of sofosbuvir and
ledipasvir, Harvoni, provides a unique and important public health opportunity. Incarcerated
individuals have higher rates of hepatitis C (HCV) and are more likely to engage in HCV-related
risk behavior compared to the general population.! However, that same population is less likely
to be screened and treated for HCV, due to drawn out treatment time and severe adverse
effects from former treatments. Medical care for HIV and tuberculosis has demonstrated that
treatment in custody can break the cycle of forward transmission in highly impacted
communities and reduce end-stage diseases. Treatment of HCV disease with Harvoni has been
demonstrated to achieve sustained virologic response {SVR) as early as 8 to 12 weeks.

The San Francisco and Santa Clara county jails are ideal platforms to implement HCV
screening and treatment paired with patient navigation services. Both settings have
populations highly impacted by HCV with minimal access to HCV treatment and limited
utilization of linkage to local health services. Jail settings can provide an optimal opportunity to
screen for HCV, initiate curative treatment, and link patients to community HCV providers.
Intensive patient navigation, leveraged with a strong community network, would be an
essential component for treatment to ensure adherence and achieve SVR for those who are
discharged from jail prior to HCV treatment completion.

Background

Background: The CDC recommends a one-time HCV screening for those who have ever
been incarcerated. Unfortunately, implementation of jail-based HCV screening is lacking in
many US jails and prisons, which misses a critical opportunity to identify and ultimately treat a
highly impacted population. Currently, it is estimated that more than 3.5 million Americans are
infected with HCV, where 65-75% of them are either unaware of their status or not receiving
care.? Untreated chronic HCV can lead to cirrhosis, liver cancer, end stage liver disease, as well
as non-hepatic complications. The number of deaths attributed to HCV steadily rose from
4,839 to 6,572 between 2002 and 2007.3 Given the remarkable recent advances in HCV
treatment, nearly all patients with chronic HCV now have safe, well-tolerated oral treatment
options that are highly effective in curing HCV. Therefore, it is critical to screen high-risk
patients, provide education to reduce transmission, and link HCV+ patients to medical care in
order to reduce HCV-related morbidity and mortality and break the cycle of ongoing
‘transmission.

The Centers for Disease Control and Prevention (CDC) estimates that 75% of all chronic
HCV carriers in the United were born between 1945 and 1965, and recommends a one-time
HCV screening, regardless of risk.* In addition, the American Association for the Study of Liver
Diseases (AASLD) and the Infectious Disease Society of America (ISDA) recommend for
individuals to be screened for HCV if they report any injection or intranasal illicit drug use,
received tattoos from an unregulated setting, have ever been incarcerated, or are HIV positive.®
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The HCV burden is even higher among marginalized populations, including incarcerated
individuals, due to the high rates of illicit drug use and engagement in high-risk behaviors.®

HCV Prevalence and Missed Opportunities in the Incarcerated Population: The United
States has one of the highest incarceration rates in the world where approximately ten million
people were placed in local, state, or federal correctional facilities—a 500% increase over the
last thirty-five years.” As of 2013, over 2.2 million people were imprisoned and another five
million were under the control of the corrections system either on parole or probation 72 There
have been a number of attempts to quantify the HCV burden among incarcerated populations
in the United States. A total of 11 cross-sectional studies that date from 1987 and to 2013,
estimated the HCV prevalence in the prison systems anywhere from 10.1% to 41.2%, which is at
least seven times greater than that of the general population. 220 In the “Chronic Hepatitis B
and Hepatitis C Infections in California: Cases Newly Reported through 2011,” 16% of all newly
reported chronic HCV cases in California in 2011 originated from the state prisons.2

While prevalence rates from prisons may provide an insight to what might be expected
in jails, the two populations are inherently different.? Jails are locally operated, short-term
facilities that have a higher turnover rate due to a wide spectrum of people who are awaiting
arraignment, trial, conviction, sentencing, or serving short sentences.® Studies investigating
HCV in the jail systems report a prevalence rate that ranges from 13% to 31.1%; however, the
true prevalence rate in the California jails remain unknown due to minimal utilization of HCV
screenings.”?%>%3 Approximately 9 million detainees pass through jails each year compared to
an annual 1.5 million inmates in the prison system.? Of those released from jail, approximately
67.8% recidivate within three years of their release.? The majority of persons entering and
reentering jails represent the most marginalized populations where they are disproportionately
people of color, lower socioeconomic status, lower educational attainment, uninsured,
unemployed, and homeless.

In 2011, California enforced the Public Safety Realignment Act to reduce the
overcrowding of state prisons, high costs, and high recidivism rates. As a result, there was a
significant shift that redirected non-serious, non-violent, and non-sex registrant offenders from
state custody to the local jurisdictions. * As a result, California jails were projected to grow by

“about 8,600 inmates between June of 2011 and 2012 while the State prison population
declined by 26,600.2* These changes lengthened the overall length of stay in jails, representing
a pivotal public health opportunity to initiate HCV screening and treatment for this high-risk,
transient population before they are released into the community. For many uninsured
inmates, this may be the only stable access to medical care, particularly among the younger
population who are experiencing increased prevalence rates, yet are often underdiagnosed.*?

HCV Treatment Cascade and the Incarcerated Population: The HCV Treatment Cascade
serves as a reminder of the existing HCV care delivery gaps in the United States, including those
in the incarcerated systems. Significant improvements are needed in every step of the cascade
in order to improve the overall percentage of achieving SVR (Figure 1). The diagnosis and
treatment segment of the cascade continue to play a critical role in the framework. When
comparing HCV treatment cascade with that of HIV care continuum, HCV care falls markedly
behind, particularly with diagnosis and treatment.?> Among the reported 3.5 million living with
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the lack of representative
data from the incarcerated and homeless population in this summary, it is assumed that the
cascade would be more severe. The gap between the total number infected and the proportion
of diagnosed is likely to be wider given the lack of uniform adaptation of screening protocols in
jail systems. Since the current practice guidelines for the incarcerated population also specifies
prioritization of treatment for inmates with cirrhosis, the number of those who successfully
initiated therapy is further limited.

While the screening and expansion of treatment can be improved with policy changes to
increase access, linkage and engagement in care will require an integration of patient
navigation services for marginalized populations. The time following release from incarceration
is a particularly vulnerable period for former inmates with chronic health problems. 27
Healthcare utilization is often low, most lack health coverage, and are provided with an
insufficient supply of chronic medications upon release.?” 22 Approximately 90% of those
released from jail are currently uninsured and lack financial resources to access comprehensive
medical care, where 80% have some sort of chronic medical, psychiatric, or substance abuse
problems.?® ¢ The success of linking patients to medical services and ensuring medication
adherence through navigation and support services are demonstrated in transitional HIV care
model for the incarcerated population and can be adapted for HCv. 3031

Proper navigation assistance to link released inmates to medical care and social services
is a critical component to improving the HCV treatment cascade rates and reducing the
persistent healthcare disparities. The best documented models for promoting reintegration
and improving healthcare utilization involve short-term, comprehensive case management
services paired with discharge planning. The San Francisco County Jail reported that inmates
who received discharge planning prior to.their release were more likely to maintain a regular
source of care in the community.? Several models have demonstrated success of intensive
short-term patient navigation to linking patients to care during the vulnerable time immediately
after incarceration. New York State currently has a Hepatitis C Continuity Program to promote
treatment completion upon and after release to the community.? Inmates receiving treatment
prior to their release are provided with timely referrals to local community-based healthcare
providers for continuation of their treatment. Prior to release, linkage specialists consult with

Figure 1. HCV Treatment Cascade
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the inmates to enroll them in health coverage and determine which provider they will be
referred to. Parole Officers are additional resources who provide access to supportlve services
for released inmates on treatment.32

In Rhode Island, Participants of the Community Partnershlp and Supportive Services for
HIV-infected People Leaving Jail (COMPASS) provided six-month case management services to
released jail detainees.3* Community health workers met with inmates during intake to assess
their needs so they could immediately be linked to the various medical and social services upon
their release such as HIV primary care, substance abuse treatment, mental health services, 4
housing, employment programs, food assistance, and legal aid. 3! Similar to COMPASS, the San
Francisco’s Department of Public Health opened a Transitions Clinic (TC) at a community health
center that provided primary care and peer case management services for prisoners returning
to San Francisco.?° The TC program, in particular, was most effective in smaller geographic
settings, because the case managers heavily relied on its local resources.3! Importantly, a recent
cost-benefit analysis reported that treating HCV positive inmates in jails can be beneficial if
there are appropriate links to community services to maintain continuity of care at discharge. **

Evolution of HCV Treatment Recommendations & Limited Access in the Incarcerated
System: The introduction of Hepatitis C Direct Acting Agents (DAA’s) has significantly altered
the treatment paradigm. In addition to improving SVR rates, treatment duration has also been
shortened. In the 2014 update, the California Correctional Health Care Services’ (CCHCS) Care
Guide for Hepatitis C and the Federal Bureau of Prisons Clinical Practice Guidelines included
sofosbuvir and simeprevir based regimens as the current HCV standard of care. These updates
reflect the correctional systems attempts to mirror HCV treatment trends in the community.
The treatment selection process also resembles some of the processes adapted by various
managed care and commercial plans such as liver disease staging. As recommended in the
CCHCS guidelines, the “Release Date Exclusion” criterion for inmates released in less than five
months for all genotypes essentially means that treatment continues to be deferred until they
are transferred to a mainline institution.33

In a recent cost analysis on the treatment of chronic genotype 1 HCV infection among
the incarcerated population, a sofosbuvir-based regimen was projected to produce the greatest
overall benefits in reduction of decompensated cirrhosis and hepatocellular carcinoma along
with a gain of 2.1 quality-adjusted life-years, at a cost of $54,000 compared to no treatment.3*
This cost benefit was more pronounced for the group with a shorter sentence. The upfront
costs for treating 500,000 incarcerated persons was approximately $32 billion; however, this
cost was offset by the $2 to $5 billion in savings to public entities such as Medicaid after their
release.3* This study also factored in reinfection risks in its analysis. The findings of this
modeling analysis not only demonstrated cost saving benefits to the system as a whole, but
also individual health outcomes. It is therefore crucial to expand HCV treatment in all
correctional settings, particularly those cycling through the jails as they mirror the population in
this analysis.

Access to treatment for all HCV infected inmates: The current IDSA/AASLD guidelines
advocate treatment of all HCV-infected persons, based on the large body of evidence showing
benefit of curative therapy regardless of the stage of liver disease. The availability of the DAAs
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has finally put widespread HCV treatment within reach. Universal treatment for those without
a contraindication will not only reduce the morbidity and mortality rates, but may also turn the
tide on the HCV epidemic by reducing ongoing transmission, as has been demonstrated in
several models of scaled up access to HCV treatment. The public health may particularly benefit
by addressing HCV in the incarcerated settings where there is a larger population of individuals
who engage in higher risk behaviors such as PWID, tattooing, and sexual contact.?> In addition,
for many incarcerated patients, time in jail represents the best opportunity for stable contact
with a medical provider and therefore successful initiation of HCV treatment.

DAA’s For Treatment in Jail Setting: The recently approved of sofosbuvir (SOF) and
ledipasvir (LDV) fixed dose combination, Harvoni, for Genotype 1 HCV has many characteristics
that make it an optimal candidate to address the HCV treatment barriers in jails. Treatment
duration can be as short as eight weeks for treatment naive patients with HCV RNA level below
6 million IU/mL without cirrhosis.3® It does not require the use of ribavirin and interferon that
add to the toxicity of HCV treatment and limits treatment eligibility. If inmates need to
complete their treatment in the community, the co-formulated once daily regimen may provide
additional benefits for adherence and medication access. Harvoni is ideal for a high volume
public health based HCV treatment approach in the jail setting due to excellent tolerability,
limited drug interactions, and minimal drug contraindications. Importantly, Harvoni can be used
in HIV-HCV coinfection; SVR12 rates in this population are high and Harvoni is compatible with
most antiretroviral regimens.*® Despite these promising characteristics, the feasibility of using
oral DAA regimens for widespread therapy in the jail setting has not been evaluated.
Furthermore, the structural supports needed to provide high volume HCV treatment to jail
inmates have not yet been fully explored.

San Francisco and Santa Clara Jails: The San Francisco (SF) and Santa Clara {SC) Jails are
urban settings both located in Northern California. Approximately 1,200 inmates reside in the
SF and 3,700 reside in the SC jail, respectively. The average length of stay for inmates in the SF
jails ranges from 72 hours to four months, with over half of inmates with a length of stay of 3
months or more. The average length of stay for inmates in SC jails is about six months, not
including inmates who are cited and released. This substantial length of stay represents an
opportunity for initiation and closely monitoring of HCV treatment for many inmates. True
estimates of HCV prevalence are not available from either jail site. From the literature, antibody
prevalence in jails has ranges from 13-20.5%.° 1°

Current testing strategies: In SC, Adult Custody Health Services performed 771 antlbody
tests as part of routine medical care when there is a clinical indication, provider-offered risk-
based screening, or per inmate request. Of those tested, 135, or 17.5% were positive (up to
21% if weakly positive tests were included). However, universal opt-out or integrated testing is
not currently offered in SC jails. A pilot testing project is underway at the two SC jails based on
an integrated HIV and HCV screening method to expand HCV testing. The SF Jail Health Services
(JHS) HIV and Integrated Services (HIV-IS) provides HCV antibody testing as part of their routine
integrated screening method during intake and at jail housing unit orientation, which also
includes HIV and STD testing. In 2014, HIV-IS provided 1,354 antibody tests, where 11% were

v
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HCV antibody positive, identifying over 130 HCV cases of which 51 were not previously
identified. Current protocols do not collect the number of inmates who decline testing.

Current HCV Treatment: To date SF and SC jails treated less than five chronic HCV
inmates combined. Only one patient is currently undergoing a simeprevir-based treatment in
the SC jail.

*QObjectives

*Primary Objective {(0-800 characters) — 682

The primary objective is to implement a feasible HCV treatment program in two urban
jail settings, San Francisco and Santa Clara, over a 12 month period, with demonstration of a
SVR12 of 70% or greater among inmates who initiate HCV treatment by: (1) instituting HCV
screening and preventative services for inmates in the urban jail settings, (2) treating identified
inmates with chronic HCV, and (3) providing short-term, intense navigation services that
integrates local HCV providers, community-based supportive services, and the criminal justice
agencies to ensure continuity of care, medication adherence and achievement of SVR12 status
for inmates released into the community.

*Secondary Objectives (0-800 characters) - 780

1. To evaluate the efficacy of intensive, short -term patient navigation by assessing HCV
adherence and the proportion of participants attaining SVR12 who were released from jail
prior to treatment completion or SVR12.

2. To evaluate the impact of integrated HCV testing and increase the total number of HCV
screenings over 12 months.

3. To evaluate the safety and tolerability of HCV treatment initiated in jail by assessing the
proportion of patients discontinuing HCV treatment due to adverse events or intolerance.

Primary Endpoint (0-800 characters) — 149
The primary endpoint is the number and proportion of inmates attaining SVR12 after HCV

treatment initiation during the 12 month CHIP program.

Secondary Endpoints (0-800 characters) — 789

1. Overall proportion of participants completing full course of therapy after initiation of HCV
treatment, the proportion of inmates discharged prior to HCV treatment completion that
successfully completes their prescribed HCV treatment course in the community, and the
proportion of inmates treated for whom SVR12 results are ascertained.

2. Absolute number and proportion of inmates tested for HCV after implementation of
augmented HCV testing program, and the number of individuals with active HCV (RNA
detected) identified with augmented HCV screening at each jail site.

* Mandatory items from the Gilead application
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3. Proportion of inmates who discontinue HCV treatment due to a) adverse event b)
intolerance of HCV treatment, c¢) treatment interruption for other reasons or d) lost to
follow up prior to documented completion of treatment.

*Projected Study Design

Design

CHIP proposes to implement a program modeled on evidence-based HIV and STI
prevention and control services. These models highlight the importance of promoting early
diagnosis and ensure persons are linked to appropriate prevention, care, and treatment
‘services. The development of the CHIP demonstration project is guided by a combination of
elements from the evidence-based HIV prevention efforts made by local organizations and
health departments. In accordance with the 2014-2016 Viral Hepatitis Action Plan and goals of
Healthy People 2020, CHIP will institute HCV testing, care, and treatment in the jail setting to
reduce health disparities, transmission risk, and liver disease. Due to the unique HCV services
CHIP will provide in the jail setting, a one year demonstration project will be implemented to
determine the feasibility and efficacy of the multi-prong intervention. . This pilot will be used
as a leverage to prove feasibility to implement into a sustainable program.

CHIP Program: Testing, Treatment and Post-Discharge Linkage: To achieve the
program’s three specific aims, CHIP developed a three component program that focuses on
implementing HCV screening and treating eligible inmates with Harvoni in the jail settings. The
first two components will reflect the HIV “test and treatment” model to reduce adverse health
consequences in the community. CHIP will implement a protocol that is consistent with the
National Strategy for Prevention and Control of Hepatitis B and C. This service will mirror the
San Francisco Jail Health Service’s HIV Prevention Program (HIV-IS), where inmates are
_ screened for integrated HIV, STD, hepatitis testing. The third component consists of intense
patient navigation services for inmates released into the community before their treatment
completion as a means of establishing care in the community and maintaining drug adherence.
Navigation will also be provided to patients to ascertain SVR12 status. Similar to the New York
State Hepatitis C Continuity Program, COMPASS, the San Francisco Department of Public
Health’s (SFDPH) Linkage, Navigation, and Comprehensive Services (LINCS) program, and
SFPDH’s Transition Clinic, CHIP promotes treatment and continuity of care upon and after
release into the community. This component emphasizes the importance of establishing a
short-term case management approach to assist participants to address any barriers that might
affect their medication adherence. Patient navigation services will be based on the client-
centered model, harm reduction model, motivational interviewing, and general social work
principles to facilitate a proactive, comprehensive care plan when addressing clients’ multiple
medical and social needs. Services will be provided to inmates prior to their release, upon their
release, and throughout their treatment course to maximize their success of medication
adherence. In collaboration with local health centers that actively treat HCV positive patients,
CHIP will connect their released participants to the facility of their choice for healthcare
continuum and lab follow up.
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*Number of Subjects

CHIP will recruit a total of 100 inmates diagnosed with chronic HCV to treat with Harvoni
in the San Francisco and Santa Clara jails. Fifty inmates will be the sample size per site, as 5-10
new HCV initiations/month is a feasible number to treat at each site, given proposed staffing
and infrastructure. With a goal SVR12 of 70% or greater, using an intention to treat analysis
(SVR12 missing=failure), 100 patients will be able to detect at 70% SVR with a 95% Cl of 60.4% -
78.1%.

* Eligibility Criteria (Inclusion/Exclusion)

Screening. The screening component of the program will enroll all inmates who opt to
screen for HCV for the duration of the initiative. HCV testing will be offered to inmates during
the medical screenings at jail intake. Outreach will also be conducted in the housing units. Any
inmates who later decide to have a HCV screening can complete a Medical Care Request (MCR).
Data for new HCV diagnoses from the preceding 12 months will available from each site as a
comparator. Treatment will be immediately discussed and offered to inmates who are already
known to have chronic HCV and who meet the other CHP criteria for treatment.

Treatment. The treatment component will be offered to all HCV infected inmates
meeting the initiative inclusion criteria. To be eligible, inmates must have genotype 1 HCV and
have no medical contraindications to treatment, including limited life expectancy of less than
12-months due to non-liver related comorbid conditions or renal failure with creatinine
clearance of < 30 mL/min. Eligible participants must complete all the required labs and be
anticipated to complete at least half of the recommended course of treatment while detained
in the jail setting. For example, cirrhotic participants requiring 24 weeks of Harvoni, due to
prior treatment failure, will be required to have at least 12 weeks of anticipated incarceration
at the time of treatment initiations. HIV CO-INFECTION will not be excluded so long as other
exclusion criteria have not been met.

' Navigation. There are no sampling strategy or exclusion criteria for the navigation
component of the program. All participants will receive intensive navigation services if they are
released into the community during their treatment regimen. In addition, the patient navigator
will provide navigation to facilitate linkage to care and documentation of SVR12 in all released
inmates.

*Study Sites

CHIP has two participating project sites, the San Francisco county jail and the Santa
Clara county jail. The San Francisco jail consists of four facilities receiving medical care from the
SFDPH’s Jail Health Services (JHS). The Santa Clara jail consists of two facilities, EImwood
Facilities and the Main Jail, which both receive medical services from the Santa Clara Valley
Medical Center (SCVMC).

*Participating Countries*
United States of America

*Time frame/Study duration
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IRB approval and hiring of staff: October 1, 2015- December 31, 2015
One year Treatment Initiative: January 2016 ~ January 2017
First patient visit: January 2016
Last patient completes treatment: January 2017
Patient follow-up completed: By March 2017
- Last Patient Visit Day: January 2017
Analysis and dissemination of findings: January 2017 — March 2017

MANDATORY ENTRY FOR APPLICATION:

Estimated First Patient First Visit Date: January 1, 2016

Estimated Last Patient Last Visit Date: December 31, 2016

Projected Duration of Enroliment: 12 months (January 2016 — January 2017)
Projected Duration of Treatment: 12 months (January 2016 — January 2017)
Study Duration: 1 year

*Study Duration (refer to Appendix A: Gantt Chart)

The entire program will require 1.5 years—one year of active intervention in addition to
three months of protocol development, IRB preparation, hiring staff, and an additional three
months for data analyses and presentation after enrollment has been completed. Once the
program is approved by the two IRBs, staff will be hired, trained, and receive appropriate
clearance to work in the jails. By January 1, 2016, CHIP will implement the 12-month pilot
program. Inmates will be initiated on program provided therapy through January 1, 2017.
Treatment and intense patient navigation services will be provided until the last participant
completes their regimen, by January 2017, with remaining follow-up completed by end of
March 2017. Participant requiring 24 weeks of treatment (treatment experienced, cirrhotics)
are anticipated to be uncommon, and treatment initiation will be handled on a case-by-case
basis during the last three month of the intervention period. HCV screening efforts will continue
throughout the program until December 31, 2016. After January 2017, screening efforts will be
transitioned to the jails’ screening resources. Evaluations will be assessed throughout the
program and will be analyzed by the study statistician in the last three months of the program.
CHIP staff will analyze preliminary data throughout the project, with final analyses during
January 2017- March 2017. The Program Director and investigators will actively address
mechanisms to expand services and sustain the program at both facilities throughout the
program to allow for continuation of jail based screening and treatment at the conclusion of
the study.

*Regimen
Product: Harvoni (ledipasvir and sofosbuvir)
Dose: fixed-dose combination one tablet (90 mg ledipasvir and 400 mg of sofosbuvir)
Frequency: one oral tablet per day (QD, PO)
Recommended Treatment Duration (per Harvoni package insert):
— For treatment naive with HCV RNA < 6 million: 8 weeks
— For treatment-naive with HCV RNA 2= 6 million and/or cirrhosis: 12 weeks
— For treatment-experienced without cirrhosis: 12 weeks

* Mandatory items from the Gilead application
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— For treatment-experienced with cirrhosis: 24 weeks

Data Collection Plan

Data will primarily be collected through the Jail Health Services’ (JHS) and Adult Custody Health
Services (ACHS) electronic medical records to review patients’ labs and provider notes. Viral
loads will be collected from participants every four weeks to measure for SVR. Labs will also be
collected from the local outpatient primary care clinics to measure SVR for participants released
into the community. Staff will also work with criminal justice agencies to determine participant
release dates. Standard forms and databases will be developed before the implementation
period begins. '

Study Procedure/Frequency Table

Planning and Preparation: CHIP will have three months for IRB preparation, protocol
development, and hiring staff. While the program is under review by the two IRBs in San
Francisco and Santa Clara, staff will be hired, trained, and given jail clearance. Hiring and human
resources will be through the program’s fiscal sponsor, the San Francisco Study Center. All
program protocols and materials will be finalized prior to the launch of the project.

Pilot Implementation: By January 1, 2016, CHIP will launch the one-year pilot program.

HCV Screening: The first component of the program will identify infected persons
through onsite screenings. This screening component of the program will provide an improved
estimated prevalence of HCV-positive inmates and identify candidates for treatment. This is of
particular importance in the Santa Clara Jail where HCV screening is not routinely offered to all
inmates. CHIP staff will incorporate a HCV self-report disclosure during the mandatory jail
intake. All inmates with unknown or previously negative HCV antibody statuses will be offered
HCV testing at intake and in jail housing units during orientation. Outreach efforts will also be
made through educational workshops in the housing units to increase awareness of HCV
prevention. Inmates can also request testing any time during their incarceration, either with
the CHIP team or by completing a medical care request (MCR). San Francisco jails will
incorporate this HCV screening process into the HIV Prevention Program.

CHIP or JHS staff will screen inmates using a serological HCV antibody test (anti-HCV).
CHIP staff will be trained to test, disclose, and educate inmates about HCV. They will also offer
local resources and referrals to inmates regardless of status. HCV Ab+ results will reflex to an
HCV RNA test to confirm viremia. Inmates with a past history of HCV Ab+ and an unknown HCV
RNA status will also be offered RNA testing. Inmates that have a viral load will then be offered
- a genotype test to determine eligibility. At point of disclosure of HCV viremia, staff will meet
with inmates and counsel them about HCV using the harm reduction model. Inmates will also
be educated on the various treatment options and either referred to community clinics or be
recruited for jail-based treatment if eligible. Educational materials will be available in housing
units, during workshops, and when receiving health services. Current resources are in place for
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jail medical staff to provide further assessment including screening for cirrhosis using labs and
imaging.

Harvoni Treatment: Genotype 1 HCV viremic patients will be offered jail-based HCV
treatment according to a medical provider’s assessment and who meet the inclusion criteria.
Inmates receiving treatment in the jail settings will follow the jail health protocols where RNs
dispense Harvoni as daily directly observed therapy (DOT) until they complete their treatment
regimen. Length of treatment will be determined by Gilead’s recommended prescribing
guidelines, encompassing the presence and absence of cirrhosis, baseline HCV RNA, and prior
treatment experience.

Inclusion criteria require an anticipated incarceration of at least half the length of HCV
treatment; thus, there will be inmates who are released prior to completion of HCV therapy.
HCV treatment will continue post-release under close Navigator supervision. All participants
will be followed for SVR12 after therapy completion, whether incarcerated or post-release at
the time of the SVR12 assessment. Data will also capture treatment related adverse events
leading to treatment interruption or hospitalization, treatment completion, failure to complete
treatment, the reason for this failure, and patients lost to follow up (LTFU).

Intense Patient Navigation: Inmates released into the community before completion of
the Harvoni regimen, will receive intense patient navigation services. Each released inmate still
on active treatment will be assigned a navigator who will assist with ongoing medication
adherence. The CHIP navigators will be trained to provide case management support, medical
and social service navigation, and chronic disease self-management support. Case
management support involves referrals to housing, employment, education, financial
assistance, transportation, and legal aid. Medical service navigations facilitates access to
medical care, which includes enrolling for health coverage, establishing care at a local health
center that currently treats HCV positive patients, and accompanying participants to their
appointments. Social service navigation includes linking participants to substance abuse
counseling, mental health services, and food assistance programs. Chronic disease self-
management support includes home visits for assessment and health education and medication
adherence support. To ensure effective navigation services, local health departments, clinics,
and organizations will be notified of the CHIP program and staff. Primary contact information
from various local services will be collected before program implementation and will be revised
during the pilot.

Prior a participant’s release, CHIP navigators will meet with them to assess their needs,
complete an intake form, and begin establishing services based on their individual needs.
Navigators will collect participants’ contact information and establish a plan to meet with them
upon their release. Contact information will be thorough including phone numbers, addresses,
family or friend’s contact information, emergency contacts, and main places they hang out.
Navigators will routinely meet with CHIP team for case conferences to determine best
approaches and advise the next steps for each client. Routine team meetings will also include
time for staff support and provide a space for staff to process their experiences. At point of
release, navigators will meet with participants, provide them with a one to two day supply of
Harvoni and assist them with case management services for their reentry. Services will be
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determined on a client-based harm reduction approach. Navigators will stay in frequent
contact with participants to ensure medication adherence and ascertainment of SVR12 for
inmates post discharge. Both site navigators will distribute Harvoni weekly to released
participants. During their weekly visits, navigators will assess each participant’s adherence and
apply harm reduction methods to ensure their treatment success. Methods can include daily
reminder calls, distributing medications every day, and addressing any medical or social barriers
the participant may encounter. ‘

Navigation services will be provided to each released participant until their treatment
completion. Navigators will work with participants to link them to long-term case managers at
a local organization, health department, or medical facility. Post treatment completion, CHIP
staff will remain in contact with the participants to maintain current contact information and
remind them of their lab appointments to assess for SVR12. All navigators will be responsible
to document every participant encounter for data analysis and to determine a proper course of
treatment via an accessible network for the site teams. Participants lost to contact will be
followed up with CHIP staff using the contact information list collected during initial
encounters. If participant is still lost, staff will notify their provider or case manager to send an
alert in their medical record. Staff will also follow up with jails records for possible recidivism
and shelter listings provided by the city’s search system such as San Francisco’s Coordinated
Care Management System (CCMS).

End of Program: Evaluations will be assessed throughout the program and will be
analyzed by a statistician in the last three months of the program. Quarterly reports will be
provided to the PAB and Gilead at their request. CHIP staff will begin preliminary analyses of
the program’s outcomes in October 2016 with final analysis during January-March 2017 . The
Program Director will also determine ways to expand services and sustain the program at both
facilities with the assistance of the departments of public health and the sheriffs’ departments.

IRB Statement & Consent Procedures

CHIP staff will need to apply to different Institutional Review Boards (IRB) for each
project site. The San Francisco project site will apply to the University of California, San
Francisco Committee on Human Research (CHR) and the Santa Clara project site will apply to
the Santa Clara Valley Medical Center’s Research and Human Subjects Review Committee.
Access to the jails, program protocols, materials, and inmates’ medical records and jail release
information will be approved by the two IRBs. A consent form will be presented to the eligible
inmates prior to starting Harvoni. Each potential participant will be informed of the purpose of
the study, their time commitment to their participation, their financial assistance, and the
possible risks and benefits of their participation. Patient information will be identified by a digit
code for data entry and will not include patient identifying information. All data will be stored
in locked files, password protected computers, and secure offices.

Other Evaluations

* Mandatory items from the Gilead application
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CHIP will develop and track outcomes prior to the implementation of the pilot and the
one-year program. Outcomes will include screening, management, treatment and SVR. Data
will be compiled in an Access database that will track the participants’ labs, release date, and
medication adherence. For the one-year pilot program, data will be extracted and compiled on
a monthly basis to review during the PAB meetings. The effectiveness of the screening
component of the program will be measured by the prevalence rates that emerge from the jail
population and the increased number of patients screened and treated for HCV in the county
jails. Results from the risk assessment questionnaire will also be analyzed with the anti-HCV
outcomes to determine an efficient method for screening in the jail settings.

Treatment and navigation services will be measured by the routine viral load tests
collected for each participant at approximately every four weeks. Viral load measures will also
act as a monitor to assess participant adherence. To evaluate the efficacy of the navigation
services, viral loads will be analyzed. In addition, staff will analyze the site coordinator’s reports
about the participants, their blister pack tracking, and feedback from the participants
themselves.

Quality improvement measurements will be employed throughout the pilot and
program using a mixed method approach, to assess whether the three main services were
implemented efficiently. Ql measures will also be implemented to assess whether protocols
outside of CHIP can be improved, such as assessing whether the process of lab results can be
accelerated to accommodate soon to be released patients. Evaluations will assess the
effectiveness of the integrated screening methods for HCV in the jail settings and the best way
to identify the patient population most likely to benefit from the HCV treatment.

Statistical Methods

CHIP will analyze data collected from the Access database using SAS software. All
personally identified information will be stored on a secure server and will be HIPAA compliant.

Evaluation of Primary objective:

The primary objective is 100 50.0 40.4 59.6
attainment of SVR12 of 70% or greater in 550 450 64.4
inmate:s.initia'Fing HCV treatment in t_wo 60.0 50.2 69.1
urbfam jail settings over a 12-month time 5.0 552 36
period. Current SVR12 rates for genotype
1 patients receiving Harvoni in clinical 700 60.4 781
trial settings are 94-100%, including those 75.0 65.6 82.5
with compensated cirrhosis and with 80.0 71.0 86.7
prior treatment failures.3” 3839 |n ” real 90.0 76.6 90.8
world” settings, observation studies such 95.0 82.4 94.6
as HCV Target and TRIO have * Agresti-Coull method

demonstrated SVR12 rates comparable to
those observed in clinical trials. Assuming a 90% - 95% SVR12 in those who take all medications
under DOT setting, a maximum 10% treatment discontinuation rate due to adverse events or

* Mandatory items from the Gilead application :
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intolerance and maximum 10% loss to follow up rate, in which no SVR12 is ascertained, we
anticipate a 70-75% SVR12 if we conservatively treat missing SVR12 values as failures in the
primary analysis. All participants receiving at least one dose of HCV treatment through the
study will be included in the analysis. The primary analysis will exclude participants enrolled
during the pilot. With a population of 100 individuals treated across both sites, the estimated
95% Cl for an SVR12 rate of 70%, the 95% Cl will be 60.4% - 78.1%, and for an SVR12 of 75%,
the 95% Cl will be 65.6% - 82.5%. We will compare SVR12 rates in those completing therapy
while incarcerated to those discharged prior to treatment completion.

A logistic regression model that analyzes longitudinal HCV viral load status, based on
monthly assessments from establishment of eligibility through 12 weeks after last Harvoni
treatment, will be used to estimate the SVR12 rate as a function of jail site, proportion of
prescribed days completed by DOT, and their interaction. In addition, two sensitivity analyses
will be performed: (1) the logistic model will be re-fit excluding missing SVR12 values, and (2) if
Secondary Objective 5 (see below) identifies covariates that explain missing SVR12 values,
these covariates will be added to the model. A sensitivity analysis will be performed where the
logistic model will be re-fit excluding missing SVR12 values.

Evaluation of Secondary Objectives:

1) To evaluate the efficacy of intensive, short term patient navigation after discharge by
assessing HCV treatment completion, SVR12 ascertainment, and proportion attaining SVR12
in participants who are released from jail prior to SVR12.

2} To evaluate the impact of augmented integrated HCV testing on the total number of HCV
tests conducted over 12-months, in comparison to current testing strategies at each site.
San Francisco’s JHS conducts approximately 1200- 1300 tests per year as part of their
integrated screening of HIV, STDs, and HCV; the refusal rate is not known. Santa Clara
conducts HCV testing during routine medical services when there is a clinical indication and
per patient reqUest, at a rate of about 700-800 tests per year. At the San Francisco site,
refusal rates will be recorded. Total number of HCV Antibody tests completed during the
intervention period with augmented patient and inmate education around HCV awareness
will be compared to total tests completed during routine integrated testing in preceding
years, as a historical comparator. In Santa Clara, evaluations will be descriptive, reporting
the total number of tests conducted under implementation of new integrated testing.

3) To evaluate the safety and tolerability of HCV treatment initiated during incarceration.
Participants discontinuing HCV treatment will be have their reason for treatment
discontinuation indicated in the following dispositions; a) adverse event, b) treatment
intolerance, c) lost to follow-up prior to treatment completion, and d) other reason. Based
on the opinion of the treating provider, staff will indicate the type of adverse event, its
severity, and whether adverse events were judged to be treatment associated or not.
Throughout the treatment and follow-up periods, safety and tolerability data will be
summarized by the number of inmates affected and the number of episodes per week.
Since data may be more complete during incarceration, these results will be summarized
both overall and by discharge status (pre- vs. post-discharge).

* Mandatory items from the Gilead application
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Additional research questions will be addressed as resources allow:

4) To evaluate the impact of integrated HCV testing to identify active HCV cases (HCV RNA
detectable) identified at each,site over the 12 month study period. The following will be
reported for each jail: the jail census, the number of inmates screened, the number of HCV
antibody positive tests, and the number of active HCV RNA cases present during the study
period. We also will report the screening rate, the proportion of active HCV cases out of
total HCV antibody positive tests, and the prevalence of active HCV in the jail population
during the 12-month study period. 1

5) To evaluate missing outcome status to address whether specific characteristics explain
missing values. We anticipate that 25%-35% of study participants will be discharged during
the intervention period, prior to treatment completion, and that some may be lost to
follow-up after discharge in spite of tracking of discharged inmates by both probation
officers and Patient Navigators. Based on the primary analysis, if the SVR12 rate is <90% at
either jail and >10% of 12-weeks post-treatment HCV RNA values are missing, we will model
missing outcome status as a function of baseline characteristics of study participants to
determine if values are missing at random or if specific characteristics explain missing
values. o

6) As measures of treatment adherence, total HCV treatment days will be defined as the sum
of DOT days completed (i.e., incarcerated period) plus the number of self-medication days
completed according to self-report (i.e., post-incarceration). We will use Poisson regression
to compare treatment adherence (i.e., the proportions of days treated) by period in order
to evaluate the efficacy of Patient Navigator efforts.

Conference/Publication Plans

Program updates and outcomes will be presented to the local HCV organizations such as
the HCV Task Force, thé local health departments, and the Sheriff’s Department. CHIP plans to
submit an abstract to the annual Conference on Retrovirus and Opportunistic Infections (CROI)
for 2017 and present with the American Association for the Study of Liver Disease (AASLD) for
2016.

*Study Drug (specify drug, strength, total quantity needed to complete study)

CHIP requests the standard one pill per day, fixed-dose combination tablet of Harvoni,
90 mg ledipasvir and 400 mg of sofosbuvir. Treatment will be provided to all 100 participants
who we anticipate will complete their regimen. On average the majority of participants who
are treatment-naive with or without cirrhosis will complete the standard 12-week regimen;
however, we recognize that some patients will complete their regimen in either 8 or 24 weeks.
The pilot will require Harvoni treatment for 100 patients. For the majority of patients
completing a 12-week regimen, we request 84 pills per patient for a total 21,000 pills for the
100 patients participating in the demonstration project. For tracking purposes, we request that
the Harvoni regimen be presented in one week packaging.

* Mandatory items from the Gilead application
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Gilead Contact

Richard W. Presnell, MD, ABIM, AAHIVE
Associate Director, Medical Sciences
2413 W 107" Drive

Westminster, CO 80234-3160

(720) 375-2542 (cell)

(720) 284-8829 (fax)
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Appendix A: Gantt Chart
CHIP’s Projected 1.5-Year Pilot Timeline
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Planning and Preparation (3 months)

UCSF and SCYMC IRB submission approved ;
Project staff are hired, trained, and have jail clearance 1
HCV screening and treatment protocols established
Establish partnerships with community clinics and jails
Consent Forms and protocols are finalized

PAB meetings

Pilot Implementation (1 year)

Implement HCV screening efforts to inmates
Recruit 50 patients from each site (100 total)
Provide Harvoni treatment for eligible inmates
Provide Intense Patient Navigation Services

Close out and Data Analysis (3 months)

Evaluate program (w/ UCSF Statistician)
Write up program outcomes

|
Est. protocols and additional funding to expand .
services to ensure sustainability :
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APPENDIX B: Sponsor Acceptance Letter
San Francisco Study Center

May 4, 2015

Lovestigator Spansored Research
Gilead Sciences
ATTN: Phase 4@gilead com

To Whom It May Concersi:

San Francisco Study Center Ine, a2 nonprofit since 1972 and fiscal sponsor since 1973, is
pleased to serve as fiscal sponsor of the Fail Health services / ITV & Integrated Testing Project, a
program of the S.F. Department of Pablic Health, for which Study Center manages a nunber of
projects. Study Center's IRS Jetter documenting our tax-exemption is zttached.

Study Center will manage the ﬁnzmces of this project and meet all reporting
reguirements.

Smcerel}r

- E
K:)‘:'idk,

Geoffrey ﬁ;mk
Executive Director
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APPENDIX C: HCV SCREENING FLOWCHART
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APPENDIX D: HCV TREATMENT FLOWCHART
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