Enabling hepatitis C cure
for individuals
experiencing
homelessness

Marguerite Beiser, NP
Boston Health Care for the Homeless Program

6/2/16




* | have no disclosures

» Off-label use of hepatitis C medications may be discussed




Outline

* Scope of HCV-related morbidity and mortality

* Strategies to assess HCV-related health in HCH programs
* Screening
* Liver fibrosis
* Enhanced RHM for advanced fibrosis

 Strategies for successful treatment
* Benefits of HCV cure
* Team model
* Tools and Pearls




Chronic HCV Infection

Hepatocellular Carcinoma

(with cirrhosis)

Fibrosis? . -

Chronic HCV ' AR > % Y #»" Cancer of the liver
infection can . M ‘ can develop after
lead to the ' ; years of chronic
development of | : HCV infection
fibrous scar ) ~

tissue within

the liver

Cirrhosis!?

Over time, fibrosis can

progress, causing severe

scarring of the liver,

restricted blood flow,

impaired liver function,

and eventually liver

failure

Utilized with permission from Cami Graham, MD BIDM

Chronic liver disease includes fibrosis, cirrhosis, and hepatic decompensation; HCC=hepatocellular carcinoma.
1. Highleyman L. Hepatitis C Support Project. http://www.hcvadvocate.org/hepatitis/factsheets_pdf/Fibrosis.pdf. Accessed August 18, 2011
2. Bataller R et al. J Clin Invest. 2005;115:209-218

3. Medline Plus. http://www.nim.nih.gov/medlineplus/enxy.article/000280.htm. Accessed August 28, 2012; 4. Centers for Disease Control and Prevention.
http://www.cdc.gov/hepatitis/HCV/HCVfaqg.htm. Accessed May 8, 2012.




HCV deaths exceed those from 60 infectious

conditions (including HIV, pneumococcus)
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Without intervention, HCV deaths may reach total

of 897,000 in the United States
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We want to hear from you!

HEA

<l

“Z T

* What are you seeing in your programs?

* Are you screening?

Are you finding new HCV infections?

Are you managing cirrhosis? In the shelters? On the streets?
* Are you finding cancer?

* Do you have support for this specialized work?




Prevalence in HCH programs
T Taton [ prevalence

Denniston et al., 2014 NHANES household surveys 1%
Gelberg et al., 2012 Los Angeles 26.7%

Strehlow et al., 2012 8 HCH sites (LA, Phoenix, Denver, 31%
Albuguerque, Des Moines,
Milwaukee, Birmingham,
Providence)

Bharel, et al., 2013 Boston 23%

Patients at BHCHP with HCV had significantly increased health care
utilization compared to BHCHP patients without HCV (Bharel, et al. 2013)

Homeless men at BHCHP suffered excess mortality burden from liver cancer
than the general MA male population (Baggett, et al. 2015)




Screening considerations in HCH programs

CDC Guidelines Same for HCHPs?

Who Should Be Tested for Hepatitis C?

New: Anyone born between 1945 and 1965 I m p I e m e ntat I O n

should be tested once, regardless of risk .
factors * Who does the testing?

In addition, patients with the following risk factors:

* Elevated ALT (even intermittently) Y

* A history of illicit injection drug use or intranasal E M R p rom ptS
cocaine use (even once)

* Needle stick or mucosal exposure to blood

* Current sexual partners of HCV infected persons

* Received blood/organs before 1992

* Received clotting factors made before 1987 Heaith Mainte =

Health Maintenance Reminders Colorectal Cancer Screenng

* Chronic hemodialysis

* Infection with HIV Smencia 0o
* Children born to HCV-infected mothers i RO A IVSocy OF Acivg: 55 o0
Hep C Status Post 0 Q
Why Test People Born Between 1945- I Stakie o U RO
1965? Tobacco Use Current (U]
* 76% of the ~4 million people with HCV infection Tobacco Counselng Current 05052014 ()
in the US are baby boomers Weioht Momt Plan  Review BML W Plan Last Pla ()
* Inthe 1945-1965 cohort: Ol Brcwar’ G Do (V)
e All: 1 outof 30 PSSR SR, SRR
5 Zlcen: 1 ZUt of 23 . ‘15 Age-appropriate screenings
. rican American men: 1 out o AL makier fan tmadt Saat ¢
* Upto 75% do not know they have HCV aca ‘ : 29
*  73% of HCV-related deaths are in baby boomers
(Smith BD et al 2012)
Colon cancer Next Coionoscopy date. 0N120Y7 0 0
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P ri m a ry Ca re Primary care management for patients with hepatitis C
management

Hepatits 1Doay Negatve (-]
HCV Ab) —t oS STOP e HepatitisAand8

tew ¥ oo urmar
Wi MOV RNA o Screen and vaconate as needed
Positve (+)

e HIV Antibody

Preventive Screening

Q0NCem Yo A
o ar

P1ras andy tnaes

Check HCV RNA Negative (-] pror intacion Preventive Immunizations

L] L]
m O n Ito rl n g (ured oo v e o Infivenza vaccimation

e Pneumococcal vaccination

Pasitive (+)

Alcohol Use—> Brief intervention/Referral if
| Hepatitis C infecton | indicates

I If you suspect acute HCV infection refer to liver or ID specalist

Confirmatory testing Chronic HCV monitoring labs |

Baseline | Q6mo Annualy | only Liver Fibrosis Assessment
***cirrhosis w/symptoms
| only e Goal- to determne fibross stage and
. HCV viral load X .
Related screenings (A} Plagposs chrionts
HCV genotype | X Fib-& index- a validated calculation 10 predict
CBC/diff X X X Bbrosis
PTAINR__ RS X (X I
Lab monitoring BMPASTs  [x | X o <LaS~ bighly sugpestive of minimal
‘c“*’ Ufb — X fibrosis (FO-+1)
ﬁr::gmd:xms x X X e >325-highly suggestive of advanced
- Y 1 fibrosis [F3-74)
. . HIV Antibody X X f nisk 3
Fibrosis assessment el | 6 , | octors | | o 1.46-3.2¢- indeterminate level of fibross
HAV screening | X S
HBV screening | X Fibroscan (transient elastography) s preferred
Endoscopy At time of cirrhosis diagnosis- FU based on results secondary fibrosis assessment
R H M fO r Cl rrh Ot ICS Cirrhosis Management- Consider Fib-4 scores >3.25 highly e >12kPa = 74 (crrhosis)
suggestive of cirrhosis and implement cirrhosts monitoring by:

e Screen for HCC with abdominal u/s & months
o AFP testing licks adeguate sensitivity/specificty to be an
effective surveillinge 100l and is no langer recommended
. -
e Screen for esophageal varices with endoscopy Reference: Metavir scale of fibrosis
Frequency of FU based on findiegs
* Recommend referral to Gl for management of « £1 = portal fibrosis w/o septa.
complications r/t decompensated cirrhosis 72 = few septa.
o Asctes ¢ F3 = numerous septa w/o crrhoss
o csophageal varices * 74 = cirrhosis.
0 portal bypertension
coxguicpathy

* F0 = no fibrosis.
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Guidance for Patients

HEW Infectian Is a blood-borne virus that affects the liver and, for some people, can cause scarmng, corhosis and leer
cancer over the course of many years.

Risk factors for disease progression indude aloohol consumption, HIV coinfection, concomitant lver disease, obesity,
age, genetic factors

Patient education batient Education

* Avoid sharing toothbrushes and dental or shaving eguipment and cover any cut oF so7e in onder 1o prevent contadt
of their blood with athers.
H a rm red u CtiO n * Stog using Hlicit drugs. Get treatment for substance abuse. Those who continue to iinject drugs should awoid
reusing or sharing syringes, needles, water, cotton or other paraghemalia; use anly sterle syringes from a
. reliable source [e.g., pharmacy, needle exchange]; use a new sterile syringe o prepare and inject drugs; use sterile
CO u N Se I | ng wiater to prepare drugs — otherwise use chean water from a reliable source (eg. tapl: clean the injecton site with a
new alcohal swal; and dispose of syringes and needles after one use in a safe, puncture-proof container.
* Do not donate blood, body organs, other tissue, or semen.
* [f the patient has high risk sexual behavior [including multiple sex partners, anal sex or rough sex)Tistng],
TX CO n S i d e ratio n S recommend barrier precautions (e g, latex condoms or gloves) and “safer” sex. Otherwise, the risk of sexual
transmission of HCW is low, and the infection itself is not a reason to change sexual practices [Le., those in long-
term relationships need not start using barrier precautions).
*  To protect the liver from further harm: do not drink alcohol; do not start any new medicines, including over-the-
counter and herbal medicines, without checking with their provider.

Treatment - Who is appropriate for treatment?

*  HCV treatment is recommended for all individuals living with HOW whose life expectancy is > 1 year

»  Individuals with advanced fibrosis are the highest priority for treatment, but all indnviduals with HOV should be
considered possible treatment candidates

»  Successful HOW treatment does not protect against reinfection so harm reduction counseling mast be incheded in
the treatment continuum

# Refer to BHCHP HCW Consult Service for education, treatment evaluation and inftiation

Baden, B, Graham, C. [2043), Hepatind © Lipdate [PowerPairs Sides]

Bruix, |, Sherman, M, [2011). Managernent of beputocslluler carcindme: an update, Mepatology SHEE 1020-12

Sulkowski, MLS., Cheewver, LW, Spach, DAL (2011). A guide for evaluation and treatment of hepasits Cin adults coinfered with HIV- A guick
refererce guide for dinicians in the diagross, evaluation snd tregtmerd of SOV in the setting of HIV primany core. DRHSHRSE. Lint cpdated
lanuary 14, 2011

SRGH Chraniz HOV Primarny Cane Guidedine, 2/11/13

weww hovpaidelines.org. 4725016




Fibrosis Assessment

Selected Noninvasive Systems to Assess Liver Fibrosis in Chronic Hepatitis C

Marker Description
AST to platelet
ratio index (AST level/ULN x 100)/ platelet count
(APRI)

FIB-4 index (Age (vrs) x AST (IU/mL))/(platelets (x 1000) x ALT

(IU/mL)%
FibroTest Calculation including age. haptoglobin, alpha-2-macroglobulin,
apolipoprotein Al, GGT. and total bilirubin
Ultrasound device that uses transient elastography to assesses
X liver shear wave velocity (meters/second) that 1s converted to
FibroScan

equivalent liver stiffness (kilopascals) at 50 Hz, which correlates
with hepatic fibrosis stage

Performance
Threshold of 0.7 has a sensitivity of
77% and specificity of 72% for
significant fibrosis (Metavir stage 3
or 4)13
Index of > 3.25 has PPV of 82%
with a specificity of 98% for
significant fibrosis (Metavir stage
3or M
Sensitivity of 75% and specificity
of 85% to detect Metavir stage 2 or
greater’
Threshold for diagnosis of cirrhosis
12.5 KPa with sensitivity of 87%
and specificity of 91%!%17

18

In the interest of applying an accurate, easily administered, cost-effective measure that enables
BHCHP to identify the highest risk patients for morbidity and mortality to the large population of
patients with HCV at BHCHP, the Fib-4 index is chosen as the preferred fibrosis staging instrument.

Fib-4 index =(age (yrs) x AST (lu/mL)/(platelets (x1000) x ALT (1U/mL)%)




Liver Fibrosis Assessment

» Goal - to determine fibrosis stage and
diagnose cirrhosis

Fib-4 index- a validated calculation to predict
fibrosis

» <1.45= highly suggestive of minimal
fibrosis (FO-F1)

e >3.25=highly suggestive of advanced
fibrosis (F3-F4)

s 1.46-3.24=indeterminate level of fibrosis

Fibroscan (transient elastography) is preferred
secondary fibrosis assessment

s > 12kPa = F4 (cirrhosis)

FIB-4 results n=1480

m FO-F1
M indeterminate

= F3-F4

T WGTRET T PSRN T FTRaReem

Primary Care Treabmeant

Most Recent Test Results
HCW AR Posinee [(01/2272010)
HCW WL: Nix data on recaord
HCWV GEMNOTYPE: No data on récanrd

HCV GENOTYPE LiPA: | No data on record

Fibrosis 4 Calculation Lasi score: Ho daia on record

Most Recent AUMIT-C Score
AUDNT-C Score: | 4 (1HNZU2013)

Conser annual scresning for alcohal use [ misese

Include test resulls in note

Include last Fib 4 score in note

Moet Recent Lab Reeulte
Patient Age: 40 Click "Updale o record newer kb resuls
Platelet Count: | 210
asT: s
ALT: 53
Calculate Score
Score: 120
Inierpretation:  Highly suggesiive of minimal fibrosis (FO-F1)
Qiher FIRrosks ASSeSsments
Inlerpretation Date:
Fibroscan: ¥ CUR  Record
Fibrosure: ¥ (W Record ]
Hepascore: v LW Aocord
Cirrhosis
Does this patient have cinrhogig? © ves 7 No

Inciude AUDIT-C Score in note

G0 to Hisk Factors

Open Guidelne

Open CTP Calculator




Enhanced RHM for cirrhotics

* Screening
* HCC
* Varices

* Monitoring

* Labs Q3-6 mos
INR, Alb, plts

* Decompensation
Ascites
Encephalopathy
Hepatorenal
Hepatopulmonary

| Health Maintenance Reminders

Health Maintenance

Cholesterol Current LOL. 032172011

18 Patient has hstory of active 78
Hep C Status Postve

HiV Status Posdive

Tobacco Use Current 10212013

Tobacco Counselng Current. 05052014

Weight Mgmt Plan  Review BML Wt Plan Last Plan 02/01/2014

Depression Screen Current PRO.Z 020172014

Age-appropriate screenings

Pap smear Consder Fap Last test: 0212011
Colon cancer Next Colonoscopy date. 03012017
HiV-specilic

Dental exam Consider dentol exam Last 05177201
COD4 Count a5t CO4 count: 057217201

Vol Load Last vieal bod: 057212013

Colorectal Cancer Screenng
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Fd4 Score Current: 0802014
HCC Screening No HCC Screening on record
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HCV Treatment

* Multiple highly efficacious HCV treatment regimens

sofosbuvir/ledipasvir (Harvoni)

paritaprevir/ritonavir/ombitasvir and dasabuvir +/- ribavirin (Viekira)
elbasvir/grazoprevir (Zepatier)

sofosbuvir (Sovaldi) and daclatasvir (Daklinza)

simeprevir (Olysio) and sofosbuvir (Sovaldi)

sofosbuvir/velpatasvir (Epclusa?) — PDUFA 6/28/16

* Most importantly for patients experiencing homelessness

>95% cure rate
Highly tolerable
Low pill burden



http://www.hcvguidelines.org

SVR (Cure) Associated with Decreased All-
C%gse Mortality

(b}
©
X 30
()]
=
o 25
S
(@]
£ 20
(b}
=
T 15
-
§ 10
S 5
>
o
= 0
All-Cause
Mortality

Van der Meer et al. JAMA 2012; 308:2584

29.9

Liver Failure

Utilized with permission from Cami Graham, MD BIDMC

= SVR (n=192)
= No-SVR (n=338)

530 patients with

advanced fibrosis,
treated with interferon-
based therapy, and
followed for 8.4 (IQR
6.4-1.4) years




So why are there still barriers?

U.S. HCV Treatment Cascade * COST
Overall: 3.2 million of U.S. population with ¢ Access
chronic HCV .
e * Expertise
* Stigma*

* Competing
Diagnosed  Referred to Treated Successfully p r i O rit i e S

Care Treated

(Holmberg et al., “Hepatitis C In the US.* N Engl ] Med 2013; 368: 1859-1861)

*|deally, treatment of HCV-infected persons who inject drugs should be delivered in a multidisciplinary care
setting with services to reduce the risk of reinfection and for management of the common social and psychiatric
comorbidities in this population. Regardless of the treatment setting, recent and active IDU should not be seen as
an absolute contraindication to HCV therapy. There is strong evidence from various settings in which persons who
inject drugs have demonstrated adherence to treatment and low rates of reinfection, countering arguments that
have been commonly used to limit access to this patient population. www.hcvguidelines.org




BHCHP HCV Consult Service

Started in January 2014 by NP, MD and RN with experience in
HCV treatment

= FT Americorps member added in 9/14
= 3" clinician added 5/15
= Formal budgetary provisions 7/15

Key elements
= Specialty back-up
- ID/Gl/pharmacy
s Administrative buy-in
= |[nsurance expertise

= Adherence support
- Med storage
- Frequent and flexible patient check-ins
- Care coordinator as adherence champion and PA navigator



INITIAL REFERRAL: BHCHP HCV Treatment (seiser, Gwian 2005
Pt: Info Session/call CM Assessment and Monitoring Algorithm
Provider: flags/referral portal/call CM Provider
BHCHP HCV l e
INITIAL EVALUATION:

Required Assessments: —*| PRIOR AUTHORIZATION

team MoOAe] o e s form

HEW WL <6 months
HEW gemo <6 months
Fibrosis assessment

If cirrhosis: — APPEAL

hx of decomp?
Child Pugh
Pricr treatment hx
Current or substance use hx Approved Approved
Adherence assessment
Child-bearing age status

HIW coinfection

Anticipate DDIs PT ASSISTANCE PROGRAM
Treatmeant regimen
Medication
Dwration
Monitoring plan ¥

INITIAL TX VISIT I“—

BMP for HIV-coinfected pts on TDF | CBL for REV-containing
" and EFV or Pls - Week2 — regimens
a *additional manitoring at provider's l *additional monitoring at prowider’s
u discretion dscrenion
w
E Week 4
F CBC, CMP, HCV VL
= !
]
&= Week 8 1f 8 week regimen
é If end of tx CBC, CMP, HCV VL, or refill —J'
= *
4
2 CBC, CMP, HCV VL & prevention of HCV VL & prevention of
reinfection counseling reinfection counseling




HCV care team roles

Take referrals from providers
and patients

Pre-tx adherence assessment

Outreach education to
programs, shelters, health
fairs, support groups, etc

Adherence- phone calls,
home/shelter visits

Prior authorizations-
insurance management

Coordinate and escort to
fibroscans

Manage tracking documents

Appointment reminders

Preliminary visit- labs,
education

Pre-tx adherence assessment

Pharmacy coordination

Adherence- pillboxes, DOT,
home/shelter

Treatment evaluation

Pre-tx adherence assessment

Consultation with specialists
prn

Adherence support



“My favorite part of this role is meeting a

patient for the first time during one of my |nterested in Hep C

hep C info sessions, coordinating their

treatment with the HCV team, working o)
with them all the way to their SVR date, trthment ¢

and providing the news that they have
cleared their infection and have been Call MOLLY, Care Coordinator at:

cured.”
857-366-2338
* Ask questions about treatment

“Patients can have very emotional
responses to the news that they have
been cured. | have talked to several
patients that express gratitude for the
opportunity to be cured, which is a big
deal for a patient that may have BHCHP
experienced significant trauma in his or 780 Albany St
her life and has lived with a stigmatizing ¢ Boston, MA
disease for decades, maybe even having
been denied treatment in the past
because he or she was ‘not sick enough’”
-Molly

* Schedule an appointment




All patients seen for HCV
evaluation

SeenBy| Name | DOB |Dateofvisit | HIV? |Geno | Fib-4 |  Notes

Beiser [*** _ |***  |12/30/13 N |1 403 |nolongerincareat BHCHP

Beiser [***  |***  [2/6/14 Y |1 ]1.02 |notseen recently by practice

deferred d/t FO and insurance
Beiser 2/10/14 1 1.83 |issues




On treatment tracking

yes, at
Week 1 10-Mar|night little tired |[no
Name: *** Week 2 17-Mar
DOB: *** Week 3 24-Mar
best phone number *** Week 4 31-Mar yes
yes, doing
Week 5 7-Apr|well
Week 6 14-Apr|yes no
Start Date: 3/3/16 Week 7 21-Apr
Week 8 28-Apr yes
Harvoni Week 9 5-May
BHCHP Week 10 12-May
Week 11 19-May
Week 12 26-May
Week 1 10-Mar
Name: *** Week 2 17-Mar|yes no no
DOB: *** Week 3 24-Mar
best phone number *** Week 4 31-Mar yes
Week 5 7-Apr
Week 6 14-Apr




Outcomes tracking

Tx Projected
SeenBy Name DOB HIV? Geno Fib-4 initiation Tx SVRdate VR  Reinfectio
completion achieved? n?
date
date
Beiser *xx Ex N 2 2.16 2/4/14 4/29/14 7/30/14 N

Beiser 5.73 3/14/14 6/6/14  8/29/14

Beiser 11/4/14  12/30/14 3/24/15
Beiser 11/10/14 1/5/15 3/30/15

11/13/14 1/8/15




Pearls

Readiness Insurance

* Adherence to appointments * Ensure all elements of eval are
complete before PA

* Correct forms

* Keep copies!

* Be aware of appeal deadlines

* Thorough substance use hx
¢ Harm reduction/reinfection risk

* Partners, possible co-tx
P * Address substance use

* Determine outstanding legal . :
issues/other major medical plans  Explicitly discuss adherence plan,

plan for monitoring
Adherence Pearls

* Weekly med boxes for shelter
residents or DOT

- Contact info (many) * Provider criteria
* Capacity for outreach
* Pharmacy coordination

* Language for lower fibrosis




Coverage restrictions

MVIETAVIK FIDFOSIS >1age

Medicaid reimbursement criteria for sofosbuvir based on documented liver Or
fibrosis stage required for reimbursement (Barua et al, 2015) E z

0 | B
["] None indicated
] Unknown

State by state guide: http://www.chlpi.org/wp-content/uploads/2013/12/Examining_HCV_Treatment_Access_Repo



Patient Assistance Programs

Designed for uninsured and/or undocumented

If eligible for insurance must apply and have documented
denial

Proof of residency

Proof of income

* Gilead- for uninsured or undocumented patients
Proof of income (<500% of the federal poverty level)
Copay coupons for insured individuals
www.mysupportpath.com

* Merck
<$59,400/yr for an individual
Possible copay assistance for insured individuals
www.merkhelps/zepatier




Cost-Effectiveness of HCV Treatment

(utilized with permission from Cami Graham, 2015)

Leidner, Hepatology
2015

Rein, CID 2015

Najafzadeh, Annals
Int Med 2015

Chhatwal, Annals Int
Med 2015

For 55 y/o treated with $100,000 regimen and SVR = 90%,
treating at F2 compared to waiting until F3 had CE =
$37,300/QALY

Threshold cost for treating at FO versus waiting until F1 to yield
$50,000/QALY = $22,200

Harvoni and Viekira Pak compared to no treatment yields
$32,000 to $35,000/QALY

Compared to no treatment, threshold cost for treating FO with
all-oral regimen = $47,000

Compared to no treatment in genotype 1, costs per additional
QALY gained for Harvoni = $25,291 and Peg-IRN/RBV = 524,833
If Harvoni <$66,000/treatment course, would be cost saving

Average ICER for sofosbuvir-based treatment compared to prior
SOC = S55,378/QALY

Range = $9,703/QALY for naive, cirrhotic geno 1 to $410,548
for treatment experienced, geno 3 without cirrhosis




Helpful guidance

AASLD/IDSA guidelines
UW educational modules http://www.hepatitisc.uw.edu/

State by state review of HCV access issues by Center for
Health Law and Policy Innovation at Harvard

CMS letter to state Medicaids on HCV coverage

National Viral Hepatitis Roundtable http://nvhr.org/



http://www.hcvguidelines.org
http://www.chlpi.org/wp-content/uploads/2013/12/Examining_HCV_Treatment_Access_Report.pdf
https://www.medicaid.gov/Medicaid-CHIP-Program-Information/By-Topics/Benefits/Prescription-Drugs/Downloads/Rx-Releases/State-Releases/state-rel-172.pdf
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