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Second meeting of the Guideline Development Group to develop
WHO Standard Guidelines for Screening, Care and Treatment of
Chronic Hepatitis C Virus Infection

24 - 26 June 2013, Ecumenical Center, Geneva, Switzerland

Dr. Bryce Smith, Division of Viral Hepatitis, Centers for Disease Control and
Prevenlion, Atianta USA
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Dr. Stefan Wiktor, Global Hepalilis Programme, WHO-HQ, Geneva, Switzerland

Dr. Emma Thomsaon, University of Glasgow , Glasgow, Scolland
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Guidelines Development Group

Guidelines Development Group 2244 (130[E)

WHO Temporary Advisors 944 (473E)
WHO Regional Office 154 (WHO EURO)
WHO HQ Secretariat 1534 (P9634%)

Member of the WHO steering committee for the development of
guideline for the screening, care and treatment of HCV infection
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WHO HQ Secretariat Core member 644

Member of the WHO steering committee for the development of
guideline for the screening, care and treatment of HCV infection

Dr. Nicolas Clark

Management of Substance Abuse

Dr. Philippa Easterbrook
HIV Treatment and Care

Mr. Tim Nguyen
Global Hepatitis Programme

Ms. Anita Sands

Essential Medicines & Pharmaceutical Politics

Dr. Marco Vitoria
HIV Treatment and Care

Dr. Stefan Wiktor
Global Hepatitis Programme
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Day 3: Wednesday, 26 June 2013

Day 1: Monday, 24 June 2013
Time | Apenda item
09:00 | Welcome and opening remarks

Agenda overview, background of GHP, and intreduction of
chairpersons

Official welcome and charge to participants: Director,

03:30 Department of Pandemic and Epidemic Diseases

9-45 I Self-introduction of participants

Review of Declarations of interest

10:15
Logistics for group dinner
10:30 Refreshment Break
11:00 Overview of WHO Guidelines development process
11-15 Turning evidence into recommendations
11:45 | Discussion
12:30 | Lunch Break
13:30 PICO-3: Are behavioural interventions effective at reducing -
: alcohol use among person with chronic HCV infection?
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
15.00 | Refreshment Break
15:30 | Presentation: Cost-effectiveness model of early vs. late
treatment of HCV based on Egypt data
16:00 Discussion
16:15 PICO-2: When should HCV RNA tests be undertaken to detect
' viraemia
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
17:45 Adjourn
19:00 Group Dinner UN Beach Club, Chaussee de Lausanne

-
Day 2: Tuesday, 25 June 2013
Time | Agenda item
09:00 | Welcome and housekeeping issues
9:15 : P1CO-4 How to assess stage of fibrosis
' - Presentation: effectiveness and cost of non-invasive
i fibrosis assessments
! - review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
10:30 Refreshment Break
11:00 PICO-1 HCV antibody testing: Targeted vs. symptom based
) screening
- presentation of evidence summary: Burnet [nstitute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
12:30 Lunch Break
13:30 Presentation: Hepatitis-related recommendations in the
’ updated WHO Consolidated HIV Treatment Guidelines
13:35 Discussion
13:45 | PICO-5 HCV therapy: Anti-viral therapy versus no treatment
’ - presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
15:00 Refreshment Break
15:30 | Presentation- cost-effectiveness of hepatitis C treatment in
i injecting drug users
15:45 PICO-6 HCV therapy: Pegylated interferon vs standard

interferon
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All

17:30

Adjourn

Time | Agenda item
09:00 Welcome and housekeeping issues
09:15 Review of existing recommendations regarding frequency of
' laboratory monitoring to assess response to and toxicity of
HCV therapy
09:45 PICD-7 HCV therapy: Direct-acting anti-viral therapy versus
' pegylated interferon treatment
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
10:30 Refreshment Break
11:00 Continuation of discussion and review of HCV treatment
] recommendations
13:30 Review of all draft recommendations
15:30- | Sharing best practice: WHO interim guidance on the use of
15:45 | bedaquiline to treat MDR-TB
15:45 | Discussion of process to update recommendations when
" | new medications are approved
- Next steps
17:00 Closure of the meeting
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: HCV antibody testing: Targeted vs. symptom based screening

: When should HCV RNA tests be undertaken to detect viraemia

: Are behavioural interventions effective are reducing alcohol use
among person with chronic HCV infection?

: How to assess stage of fibrosis

: HCV therapy: Anti-viral therapy vs. no treatment

: HCV therapy: Peggylated interferon vs. standard interferon

: HCV therapy: Direct-acting anti-viral therapy vs. pegylated
interferon treatment
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PICO QUESTIONS for the WHO Hepatitis C Treatment Guidelines Evidence Reviews

Testing PICO question 1:

Population: People with ahistory of behaviors or exposures that place them at increased risk of hepatitis C infection.
Intervention: Targeted HCV antibody testing. “ Targeted” means testing of individuals based either on their being part of a
defined arisk group (e.g. injecting drug user, person with HIV) or through questions to elicit a history of HCV-risk behaviors
(see CDC document [need to get reference]).

Comparison: Symptomatic HCV antibody testing. “ Symptomatic”, means antibody testing based on the presence of liver-
related signs or symptoms -

Outcomes: Number of referrals to care/treatment for HCV, number of cases of HCV transmission, HCV disease progression
(liver cirrhosis, HCC, DCC), SVR, quality of life, all-cause mortality.

Study type/limits: Experimental or observational studies published between 1994 and the present.

Testing PICO question 2:

Population: People who are HCV antibody positive

Intervention: HCV RNA testing at the time of receipt of an positive HCV antibody result

Comparison: HCV RNA test in the context of HCV care as part of assessment for HCV therapy

Outcomes: Number of cases of HCV transmission, number achieving5ustained virological responseto HCV treatment (SVR),
number of cases of decompensated liver disease/hepatocelluar carcinomalliver-related deaths/all-cause mortality, quality of life
Study type/limits: Experimental or observational studies published between 1994 and the present.

Care PICO questionl

Population: Individuals with chronic HCV infection

Intervention: Behavioral acohol-reduction interventions

Comparison: No behavioral acohol-reduction intervention

Outcome . Reduction or cessation of alcohol intake, SVR, liver fibrosis, decompensated liver, cirrhosis, hepatocel lular
carcinoma, quality of life, All-cause mortality —since LR mortality isn't always accurately identified.

Study type/limits: Experimental studies (human) published between 1994 and the present




PICO 1MDTestingZRUTHD &

Testing PICO question 1:

Population: People with a history of behaviors or exposures that place them at increased risk of
hepatitis C infection.

Intervention: Targeted HCV antibody testing. “ Targeted” means testing of individuals based either on
their being part of a defined arisk group (e.g. injecting drug user, person with HIV) or through
questions to elicit ahistory of HCV-risk behaviors (see CDC document [need to get reference]).
Comparison: Symptomatic HCV antibody testing. “ Symptomatic”, means antibody testing based on
the presence of liver-related signs or symptomes.

Outcomes: Number of referrals to care/treatment for HCV, number of cases of HCV transmission,
HCV disease progression (liver cirrhosis, HCC, DCC), SVR, quality of life, al-cause mortality.
Study type/limits: Experimental or observational studies published between 1994 and the present.

¥R 1 CERIFF R X TDHDITEN. HDUE. BREREDD D ANIZE

fTA : BEZ EHIHCVIAIRE, [BEZESKE] &(&. HCVRRZ _J‘H‘E'Iid)mmuz
D0 —T (BRITEFUTVWDIHREERE. HIVERFO>TULWBA) ZE&EL. £TIE
. BRZEUTHCV - URTITENDREEZSIZEHT (CDCRFAA FZRD [SBX
Mz ANDIHNENSHD] )

B8 : TR DS D NZEDHCVIARE., [IEIRDHD1 &E(E. FFlE — BEUEEIRSD D
UCNMITEIR DD D AIZED EDLEER

&R HCVGJ/IT‘ BUEBE. HCV BERUEEELN. HCVTHEZE. FFHAICHE
ITURRER. STRURADEL. QOLDOWER, INTORT U ANDEZIEBS

P HCVIDREEEISHDDIZRLD, HEBERERILHRIL




FAR(C XTI SiaEXEADsummary & €D

Dafinitions for ratings of the certainty of the evidence (GRADE)"

OPD This research provides a very good indicalion of the likely effect. The likelihood that the elfect wil | This evidence provides a very good basis for making a decision about whether toimplement the
Hi be substantially different® is low. intervention. Impact evalualion and monitoring of the impact are unlikely to be needed f it is
igh .
implemented.
{ This research provides a good indication of the likely effect. The likelihood that the effect will be This evidence provides a good basis for making a decision aboul whether to implement the
| substantially different* is moderate. intervention. Monitoring of the impact is likely to be needed and impact evalualion may be
| warranted if it is implemented.

This research provides some indication of the likely effect. However, the likelihood that it will be This evidence provides some basis for making a decision ahout whether lo implement Iha
suh5|ant|a1lp dnﬂerent‘ is high. | intervention. Impact evaluamn is likely to be warranted if it is lmp!eimnted

Thls researdi does not provide 2 refiable mdll:almn d the likely effeu The likefihood thal the effect | Th:s evidence does not pmmde a good basis for making a decision aboul wheiher lo [rnp"enmt lhe
'Ir’w low I will be substanlially different* is very It|g1 | marmmm Impact mahmﬁun s very| likely to be warranted if it is implemented.

‘Subutanhal'f different; Iargeanmgh difference that it might have an effect on a decision

*The Grading of Recommendations Assessment, Development and Evaluation (GRADE) Working Group began in the year 2000 as an infommal collaboration of people with an interest in ad‘dresslng the shortcomings nfpresanlgradm systems in health care. Tha
wanung gruup nas ummed a comman, senstble and uamparam appmam wgmdm; qual'ih'of mmmano strength of recommendations. Many intemational uryan-tuns have pruwded input |nta the development of the appmoach and have started using i
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Evidence profile [title]

Authors: David Hunl, Esther Aspinall, and Hamish Innes
Date: 2013-05-16

Question: What is the effecliveness of PEG-interferon and ribavirin versus standard interferan and ribavirin for chronic HCV treaiment
Settings: Individuals with chronic HCV infection

Bibliography: [Citation text]

Table 1: GRADE summary of findings

Question: Should pegylated interferon and ribavirin vs standard interferon and ribavirin be used for HCV?

Quality assessment Summary of Findings

" Inconsistency | Indirectness Imprecision mm Owarall quality of " Study evant rates (%) Relative Amticipatod absolute effects.
blos evidence With Standard WehPegrtsted | aast op | RiskwithStndd _ Risk difference with

interferon and Intesferon and
ribavlrin ribavlrin

Failure to achieve sustained virological response (CRITICAL OUTCOME)

6350 no serious no serious no serious no serious | undetected 188972858 1B55/3492 661 per 1000 | 126 fewer per 1000

(25 risk of bias' | inconsistency indirectness imprecision (66.1%) (53.1%) {from 93 fewer to
studies)

159 fewer)
72 weeks
Terminated study due to adverse events (CRITICAL QUTCOME)

5013 no serious serious” no serious no senous undetected DDDHO 26412231 34072782 118 per 1000 | 1 more par 1000
{16 risk of bias indirectness | imprecision MODERATE? (11.8%) (12.2%) {from 22 fewer to 29
studies) due to more)
72 weeks inconsistency

All-cause mortality during study (CRITICAL OUTCOME)
1402 no serious no serious no serious serious® BHDO OR1.26 | 13 per 1000 3 more per 1000

(5 studies) | risk of bias | inconsistency indirectness MODERATE® (0.52 to (from & fewer to 26
72 weeks due to imprecision 3.07) more)

Liver-related mortality during study (CRITICAL OUTCOME)

533 no serious no serious no serious serious* undetected DPDO OR0.63 | 15 per 1000 5 fewer por 1000
(2 studies) | risk of bias inconsistency indirectness MODERATE® (0.12 to {fram 13 fewer to 32

72 weaks due to imprecision 3.27) more)

Hepatic decompensation during study (IMPORTANT OUTCOME)
604 | serious’ no serious I no sericus serious® undetected bhEoo 51248 | OR 0.84 | 17 per 1000 | 3 fewer per 1000
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CRITERIA | JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL INFORMATION

' | The relative importance or values of the main outcomes of
' interest:

| Outcome Relative importance Certainty of the
evidence |

, l
| certainis ! SVR High | The data survey carried out prior to
the relative | Prabably - Decompensated Low-moderate | the second guidelines meeting
Possitiy no No | 1 N X . . .
importance  impotant  important  important  important  liver cirrhosis contained opinions on the relative

of the oAy owtanly ey e et | (DCC) importance of each outcome. These
| desifble | bty bty iy sty outomes | ponatocellar Low ' opinions were gathered from patients

O O O O O | cacinoma(Hoo) | and healthcare workers.

All-cause mortality Moderate

Adverse events Moderate
' leading to

' discontinuation

' Qualty offe No evidence

|
]
| w
=
1= .
z .
=

; Side effects: 14 fewer cases of HCC per 1000 with pegylated IFN ]
' (baseline 21 per 1000); 3 fewer cases of hepatic decompensation (from |
- o bty Ucetsn Pty Yes  Vares | 17 per 1000) and 5 fewer liver related mortality cases (from 15 per
oo o oo g | 1000). One more patient per 1000 terminated treatment due to adverse

| events (from 118 per 1000).
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WHO should be treated ----

WHO recommend to treat ----

WHO recommend to consider treat ----
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7H24H7:30 PMICWHO®Viral Hepatitis Global
Policy for World Hepatitis Day 2013D\FER

Dear CEVHAP Members,

WHO is launching the Viral Hepatitis Global Policy Report for World Hepatitis Day 2013 via a
webinar on Wednesday 24th July.

The time will be:

Geneva: Wednesday, 24 July 2013 at 12:30 PM
Karachi: Wednesday, 24 July 2013 at 3:30 PM
Mumbai: Wednesday, 24 July 2013 at 4:00 PM
Bangkok: Wednesday, 24 July 2013 at 5:30 PM
Kuala Lumpur: Wednesday, 24 July 2013 at 6:30 PM
Singapore: Wednesday, 24 July 2013 at 6:30 PM
Hong Kong: Wednesday, 24 July 2013 at 6:30 PM
Beijing: Wednesday, 24 July 2013 at 6:30 PM
Taipei: Wednesday, 24 July 2013 at 6:30 PM
Seoul: Wednesday, 24 July 2013 at 7:30 PM
Melbourne: Wednesday, 24 July 2013 at 8:30 PM

We are only S days to World Hepatitis Day 2013. All the best with your World Hepatitis Day
campaigns and we look forward to sharing your successes with CEVHAP’s membership in due
course.

Best regards,

_un. CEVHAP Secretariat




This is
hepatitis...

Know it.
Confront it.

World Hepatitis Day
Wednesday, 24 July 2013
W o

0) Headquarters,

Salle C, 12:30 - 14:00

Introduction and welcome
Joel Schaefer, Flagship Communications, DCO

Opening remarks
Dr Keiji Fukuda, Assistant Director-General, Health Security
and Environment Cluster, WHO

Country and civil society perspectives
» Dr Maha El-rabbat, Minister of Health, Egypt
« Dr Nafsiah Mboi, Minister of Health, Indonesia
» Dr Alexandre Padilha, Minister of Health, Brazil
» Dr Rajko Ostojic, Minister of Health, Croatia
» Mr Charles Gore, President, World Hepatitis Alliance

Launch of the WHO Global policy report
Dr. Sylvie Briand, Director, Pandemic and Epidemic Diseases,
WHO

Question-and-answer session

Wrap-up and future directions
Dr Stefan Wiktor, Team Lead, Global Hepatitis Programme

You may also join the meeting via internet:
Goto
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