Challenges to Care Viral Hepatitis
Patients in LA

The Brazilian Society of Hepatology proposal to improve
diagnosis and treatment of hepatitis C in Brazil
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Diagnosing the problem

HCV diagnosis and referal to HCV care centers
Disease awareness & active screening
Burden of disease / HCV epidemiology has not been proper established

There is limited testing capacity

. Difficulties to refer patient (physical barriers to acess, number and

distribution of reference centers)

Limited availability for patients evaluation ( viral load, genotype, biopsies /
non invasive evaluation)

Medical Societies Guidelines up to date

Government guidelines not very restrictive



Awareness and Screening — Brazilian populational

survey
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A nation wide cross-sectional survey of
prevalence of hepatitis C infection in Brasil

Prevalence (%)
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10-19 anos 0,75% (0,53%-0,98%)
20-69 anos 1,56% (1,28%-1,91%)
10-69 anos 1,38% (1,12%-1,64%)

3,0- 2,500,000 anti-HCV positive

10-69a

Estudo de Prevaléncia de Base Populacional das
Infeccdes pelos virus das Hepatites A, B e C nas
capitais do Brasil — Ministério da Saude 2010



Awarness of the disease

Lack or few programs specially designed for the
population

No target programs for non specialized doctors and
primary care

Midia sensibilization no breaking news, no news”

Difficulties in mobilize HCV infected population



The sorological diagnosis of hepatitis C

Low cost/technology diagnostics
— Point of care antibody testing & @ 0
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— Dried blood spots for HCV RNA 'il
testing gl e

Limited acess to the test

— Restricted to centers of reference for
STD/AIDS

— No /limited active programs of =
screening \

Limited availability of genotype
and viral load determination



Need epidemiologic data on HCV disease burden

mCV Prevalence
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Kershenobich Liver International 2011; Pereira BMC Infect Dis 2013

Estimates of disease burden
critical for targeting resources
for screening/treatment and
for monitoring of intervention
impact

— Integrate into existing
surveillance

— Population-based sero-surveys

Need to identify high risk
groups & measure barriers

— Important for developing
screening strategies

— Understanding barriers to
treatment




REFERENCE CENTERS FOR HCV TREATMENT
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PATIENTS WAITING FOR MEDICAL ATTENTION IN A
REFERENCE CENTER FOR HEPATITIS C

Insufficient number of reference centers
and specialists to care of HCV patients

Several small centers in medium size cities
with potential for development

Lack of motivation for general
practicioner , gastroenterologistor
infectologist

Treatment with interferon and 1st
generation IP is time consuming

Most centers have no multidisciplinar
team or support for secretarial service

Bureaucracy




Centers for Hepatitis C treatment
Proportional distribution in Brazilian states
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FOMTES: Casos de hepatiles virais: SINANSVEMS; populacio: estimaiivas populacionais do Instituio Brasileino de Geografia e Estatistica {IBGE) segundo o Censo (2010). 1
WOTAS: (1) Foram considerados casos confirmados agueles que apresentaram os testes anti-HCW e HCW-RMNA reagentes ; (2) casos nofificados no SINAN até |
31 de dezembro de 2011. Ic
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Estimated number of patients with viral hepatitis B
and C treated in Brazil from 2006-2012

2006 1,196
2007 - 6,533
2008 - 8,626
2009 - 8,224
2010 9,658 11,628 21,286
2011 12,915 11,505 24,420
2012 14,116 12,491 26,606

Including retreatment and co-infected patients



Rate of detection of hepatitis C according to age

Focaccia et al., 1998 prevalence anti-HCV city of S. Paulo = 1,42% . Rate increase signicantly
from 30 years reaching the higher prevalence (3,8%)in patients with 50-60 yo
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Number the cases notified to SINAN
(Brazilian Ministry of Health) 850 consecutives patients with confirmed diagnosis
of HCV infection attending a reference center in the

city of SGo Paulo



Percentual distribution of patients with chronic
hepatitis C according to age and histhological/clinical

stage
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850 consecutives patients with confirmed diagnosis of HCV infection attending a reference center in the
city of SGo Paulo (HIV and HBV coinfected patients and patients with alcohol abuse were excluded from

the analysis)



Simplify the model of care
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The proposal.........

Two related projects

PROJETO BRASIL
Epidemiological data



The proposalooooooooo Baby boomers represent maore

than 75% of Armerican adults
with hepatitiz O

More than 75 percent of
American adults with
hepatitis C are baby boomers

Teee o

Blood transfusion + non disposable nedlles and seringes = ~80% identifiable risk
factor.
Disposable nedlles and seringes and Anti-HCV in blood banks ~ 1990
Selecting people born from 1979 (35 yo or more):
~90% of HCV infected cases (epidemiological and clinical data)
increase diagnosis and treatment of non advanced disease
reduces risk of transmission
Populational screening - cost-effective??

In Brasil



The proposal.........
Midia Campaing

IF YOU ARE 35 YEARS OLD OR MORE, ASK YOUR DOCTOR TO PERFORM THE TEST
FOR HEPATITIS C . HEPATITIS C IS A CURABLE DISEASE

ALMOST 90% OF PATIENTS WITH HEPATITIS C WERE BORN IN 1979 OR EARLIER
SCREEN YOUR PATIENT FOR HEPATITIS C IN THE NEXT APPOINTMENT

Toghether with OTIMISMO - Prize for the best journalistic report on hepatitis C

SOFOSBUBIR
HEPATITIS C IS A CURABLE DISEASE SIMEPREVIR
NEW TREATMENT - MORE SAFETY DACLATASVIR

SHORTER DURATION, HIGHLY EFFECTIVE




Information for patients and physicians

General Public and

Patients
Information

HEPATITE C

O QUE VOCE PRECISA SABER

hotline
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Medical Education for Specialists, Gl and General
Practicioner and primary care through internet ,iphone
and androids

w,  Sociedade Brasileira
de Hepatologia

Bem-vindo ao

W NOvO PORTAL
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TREATMENT WITH FIRST GENERATION PI

Pill burden

Treatment naive patients
Continue
BWE':,T::‘ Boceprevir + INF +
P‘g“ pegINF + BV
RBV
8 12 24 28 36 48
: ! ' [
Test HCV RNA to determine  RGT end point: if HCV End of End of
eligibility for RGT and assess  RNA undetectable  Boceprevir treatment for
treatment futility atweeks 8 and 24 for non-RGT non-RGT
stop all treatment patients patients
Prior relapsers and partial lers
PogiNF revir +
o e pogin
tead In Rey
Week 1 4 8 12 24 36 48
: T : I I
Test HCV RNA to determine RGT end point: if End of
eligibility for RGT and assess HCV RNA undetectable treatment for
treatment futility atweeks 8 and 24 nen-RGT
stop all treatment patients

Drug-Drug Interactions

Metabolites



http://www.google.com.br/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&docid=iKQNnRsFFpOJrM&tbnid=bLXYJ8Wknb3tiM:&ved=0CAYQjRw&url=http://www.zun.com.br/tipos-de-cancer-mais-comuns/&ei=RnslU8-EHMKAkQfK8YCoDA&bvm=bv.62922401,d.eW0&psig=AFQjCNEpLwGjw5BmjZrZO5yHcHoj6TWGXA&ust=1395051119912458

THE FUTURE - TREATMENT WITH INTERFERON
FREE REGIMEM

B Treatment naive patients
BOCEPREVIR/TELAPREVIR l
Week q ] T 73
L |
; i | i
Test HCV RNA to dotermine  RGT ond point: ITHCY  End of End of
eligibility for RGT and nssess  RNA undetectable  Boceprevir treatment for
Treatment fulility ol weoks Band 24 for non-RGT non-RGT
stop all treatment  patients patients

SOF+RBV+PEG Cirrhosis

SOF+RBV+PEG non cirrhosis

SOF+LEDISPAVIR+RBV

Week 1 4 ] ] b "."I i L]
EASY TO TREAT — reduced clinical evaluations during treatment great
and laboratorial and virological assessment input in HCV

incresed chances of RVS treatment



Will Gls take up the call?

= Everyone likes to treat curable diseases

= Not as lucrative as colonoscopies but if it's easy
enough, they might put down the scopes for a little

while...
Acess to Medical Education Program, symposium - new

treatments of HEP —C in gastroenterology meetings
What about PCPs »

= Not initially

= Increase the knowledge about HCV and diagnosis
Special training program to increase knowledge and diagnosis

of HCV (together with DST-AIDS Department, Ministry of Health

) Felden JJ- The Changing Landscape of HCV Treatment



OPTIMIZING CENTERS FOR DIAGNOSIS AND TREATMENT OF HEPATITIS C IN
THE STATE OF PARAIBA, BRAZIL
(PROTRAT —HEPC)
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Task shifting: Using telemedicine to engage and
give support to satellite centers

Arora Hepatology 2010; Arora N Engl J Med 2011

Extension for community
healthcare outcomes (ECHO)
project

Goal is delivery of specialty
medical care to underserved
populations

Uses telehealth technology, best
practice protocols and case-based
learning to train and support
satellite and regional centers

Take advantage of the federal
universitary educational net (Rede
Ruth) to connnect centers



FUTURE CENTERS FOR DIAGNQOSIS AND TREATMENT OF LIVER DISEASE AND
HEPATITIS C IN THE STATE OF PARAIBA, BRAZIL
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Hepatitis C sorology and non invasive diagnosis
— Optimizing resources

REGIAO NORDESTE

= Fixed FS ) Portable FS




BRAZILIAN SOCIETY TIMETABLE

Rising Fundus October 2013- June  ongoing
2014

Brazilian Society Guideline atualization March 2014 v ok

Medical education program - record March/April 2014 v ok

Medical education program- available on site April/June 2014 -

Primary care program — record (emphasis on diagnosis) March/April ongoing

Primary care program — available on CD May 2014 -

Program and new site specially for general public consultation March /April 2014 delayed

Definition of new centers for diagnostic and treatment in March 2014 ongoing

Northeast region

Rental the first set of machines and training first doctors for March/Apr 2014 ongoing

Fscan examination

Instalattion of first centers in NE States with local authorities April/May -

Installation of remaining centers May/June -

Start of Brazilian Society plataform and universitary net work May 2014 -

with weekly meetings and collecting data from centers

Northeast Simposium of Brazilian Society of Hepatology in Jodo September 2014 -

Pessoa
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