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Background

Access to direct-acting antivirals (DAAs) for hepatitis C treatment is restricted to tertiary hospitals

* Increasingly, GPs are providing DAAs in primary care settings
* Growing evidence to support decentralization of care into community settings and task-shifting to

GPs and other non-specialist providers

e  But data from low-and middle-income countries (LMICs) is still limited

Table 1 Summary of characteristics of 142 included studies

Total (142 People who General Peaple in People living
studies) inject drugs (80 population (37 prisons (20 with HIV (5
studies, 56%) studies, 26%) studies, 14%) studies, 4%)
Low-income and middle-income countries 20 {149} 7 (3%0) 10 (27%) 1 (5%) 2 (40%6)

Oru, E., et al (2021). Decentralisation, integration, and task-shifting in hepatitis C virus infection testing and treatment: a global systematic review
and meta-analysis. The Lancet Global Health. https://doi.org/10.1016/52214-109X(20)30505-2
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Background - Myanmar

Hepatitis C in Myanmar St
W
« 2.7% anti-HCV antibody positive ACI I |
* Most common genotypes: GT1, GT3, GT6 \ il
« Transmission through formal/informal
healthcare settings & injecting drug use @
« 56% anti-HCV antibody positive among /;j o /|
people who inject drugs R -~
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Background- Myanmar

« Guidelines allow for:

« HCV testing using RDTs and GeneXpert
HCV VL assay

« Use of pan-genotypic DAA regimens,
no need for genotyping

« GPs to treat most patients, only refer
for decompensation, HCC, prior DAA
failure, and renal dysfunction

%@ World Health
PAVLENTPE]

Myanmar

NATIONAL SIMPLIFIED,TREATMENT,
GUIDELINES OF

VIRAL HEPATITIS CINFECTION

Screening by Anti-HCV

l anti HCV Reactive

Confirmation by quantitative | gey rya

HCV RNA test Mot detectable

l HCV RNA Detectable

| Pre-treatment aSSESSTT‘IET‘Itl —

l

Y * D
DAA Treatment to cirrhosis
all eligible patients * HCC

+ Renal dysfunction
+ Prior DAA Failure

Refer to specialist

No further testing and
counsel for preventive
measures

Recommended Pre

treatrnent Assessment
Clinical examination

+ HIV status

+ HBsAg

* Staging of liver fibrosis
(APRIscore)

+ Liver function test

+ Complete blood count

* Renal function—
Creatinine
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Study Design

Decentralized

Community-based

‘one-stop-shop’

Simplified clinical pathway:
« point-of-care diagnostic testing
 GP-led pan-genotypic DAA therapy

Note: All photos included were taken and are shared with permission from those featured. Photos were taken by Kyaw Win Hlaing
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Study Recruitment

Recruitment & Eligibility Criteria

« Aged 18 years and over

 Not known RNA positive

« Registered for enrolment and
recalled OR Presented during

study recruitment

Exclusion criteria

HIV infection

HBV infection

eGFR <30

Active TB/ on treatment for TB
Previous HCV treatment

Current pregnant/breast-feeding

Serious drug-drug interaction with

sofosbuvir/daclatasvir

Burnet I[lstitute
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Clinical Pathway

Anti-HCV antibody rapid test (SD Bioline®)
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HCV RNA point-of-care test (GeneXpert©)
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HIV rapid test and HBV sAg rapid test

NEGATIVE Current HBV infection
HIV co-infection

eGFR ¢30ml/min/1.73m?
Pregnant

Drug-drug interaction

l JAILISOd iamwaam

voe w2

Pre-treatment investigations at external laboratory:
liver function tests, full blood examination,

SCREENING AND ELIGIBILITY

HBV serology, renal function tests, and
cirrhosis / decompensation assessment

ELIGIBLE
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Clinical Pathway

SPECIALIST REVIEW

ON A NEEDS BASIS ONLY

CONTINUE TO GP TREATMENT

ELIGIBLE
UNCOMPLICATED COMPLICATED
< »
Review Required

IF: 1. ALT or AST>200 U/L IF:  Pre-treatment investigations at
2. Bilirubin above 1.4mg/dL external laboratories or clinical
3. Albumin under 3.5g/dL assessment by GP reveals significant

without other obvious cause co-morbidities

4. Jaundice, ascites, hepatic encephalopathy
or hematemesis and melena

Hepatologist Review Specialist Review
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Clinical Pathway
sofosbuvir (400mg) +
daclatasvir (60mg)

v v v

DAA Prescription, by GP

APRI Score ¢ 1.5* APRI Score 2 1.5*

TREATMENT

*APRI score cut-off was 2.0 until 6 September updated to 1.5 to reflect updated national guidelines
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Monitoring, SVR12

Monitoring
« Treatment dispensed every four weeks at site
* No routine blood testing for monitoring

« Adherence and side-effects monitored at each

visit

SVR12
« SVR12 conducted on-site using GeneXpert

machine

Burnet Institute
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Results — Participant Characteristics

Total MLF Clinic Burnet Clinic
N= 633 N = 380 N = 253
n (%) n (%) n (%)
Sex, male 405 (64) 166 (44) 239 (95)
Age, years (median, IQR) 42 (31, 53) 50.5 (39, 59) 32 (27, 40)
Residence location
Yangon 466 (74) 223 (59) 243 (96)
Outside of Yangon 167 (26) 157 (41) 10 (4)
Ever injected drugs 265 (42) 12 (3) 253 (100)
Injected drugs in the past six 236 (89) 1(8) 235 (93)
months
Prescribed methadone (at enrolment) 161 (25) 0 (0) 161 (64)
Previously tested for anti-HCV antibodies (self-report)
Never tested 91 (14) 12 (3) 79 (31)
Tested previously 542 (86) 368 (97) 174 (69)

Burnet Institute
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NUMBER OF PARTICIPANTS

Results — Cascade of Care

(Per cent progressed to next step)

600

500

400

300

200

100

633

HCV Ab
tested

HCV Ab
positive

606
(100%)

HCV RNA
tested

HCV RNA
positive

DAA
eligible

DAA
initiated

Completed
treatment

SVR12
tested

421
(92%)

SVR12
achieved
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Results — Cascade of Care (BI Clinic)

Cascade of Care: Burnet Clinic

w0

'E e 300

&7

O 200 238 238

= e

& o (94%) (100%) 204

a 3 (86%) 169

5 B 100 (CIA)

oz o

w e

=: 0

sS4 HCV Ab HCV Ab HCV RNA HCV RNA DAA DAA Completed SVR SVR
= tested positive tested positive eligible initiated treatment tested achieved

¥l f lin]©




Results — Cascade of Care, by site

Table 3: Cascade of Care, by site

Total MLF Clinic Burnet Clinic
N = 535 N =331 N = 204
n (%) n (%) n (%)
Patients who underwent specialist review 30 (5%) 13 (4%) 17 (8%)
Patients eligible for DAA treatment 489 (91%) 312 (94%) 177 (87%)
Patients who completed treatment (per N=489 N=312 N=177
protocol) 477 (98%) 308 (99%) 174 (96%)
Patients who tested for SVR12 N=477 N=308 N=169
456 (96%) 295 (96%) 161 (95%)
Patients who achieve SVR12 N=456 N=295 N=161

421 (92%)

275 (93%)

146 (91%)

Burnet InstiEute
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Results — Referral to specialist

Protocol for referral to hepatologist

any physical signs of decompensation
liver enzymes (AST, ALT) >200 U/L

bilirubin above upper limit of nhormal
(1.14mg/dL)

albumin <3.5g/dL without other
obvious cause

rnet Institute
ledi rch. Practical Action.

ical Reseal tical Action.

Reason for referral

Elevated liver enzymes
Low platelet count

DDI advice

Cardiac issue

Chest X-ray required

Abnormal abdomen
ultrasound

Review for gallstones

Referral to urosurgeon

Hepatologist

N = 26
22
1

Other
specialist
N=4

1

2

1




Results — Monitoring, Loss to Follow Up

« One serious adverse event, unrelated to DAA therapy

*  Four participants were lost to follow up during treatment
* Most participants reported taking all DAA doses

« Most participants reported experiencing no side effects

« 27 participants were lost to follow up at SVR12

« 35 participants did not achieve SVR12

* 4 were cirrhotic, vs 31 were non-cirrhotic
* 5 reported at least one missed DAA doses

Institute
h. Practical Action.



Results - Number of Visits, Turn Around Time [ [l

pre-enrolment eligibility
checklist

¥
Nurse [/ GP performs

 91% of participants had two visits to start onto
treatment

Laboratory techinician
takes venous blood
sample (10-11 mL)

« 1 combined screening / diagnosis visit T

- 1 review / treatment initiation visit e ks

Laboratory technician
conducts HIV RDT,
HBsAg ROT

Visit 1

Blood samples (5-6mL)
°

Time (in days) from RDT test date to DAA prescription oy

laboratory for
pre-treatment tests

. Y
date was a median of 3 days (IQR: 2, 5) P lowe

pre-treatment test results

]

Specialist
(hepatologist or
non- hepatoiogist)
evaluation

GP initiates DAA therapy

FIGURE 1 Study procedures diagram. Study procedure steps
from pre-enrolment screening to initiating DAA therapy

Visit 2

urnet Institute
ledical Research. Practical Action.
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Results — Operational Considerations

« (GeneXpert requires:

« Sturdy table, with space for device, printer, barcode scanner

« Centrifuge, if using whole blood sample cartridges

« Airconditioning, clean room

« Stable electricity supply, facilitated by UPS

« Training in running tests, pipetting plasma sample, responding to errors
« Continuous error monitoring, troubleshooting

« Regular maintenance, and access to technicians for module replacements

[ &3 .
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Results — Operational Considerations (Error rate / module replacement)

« The BI site experienced an error rate of 3% and the MLF site 6%

« most common type of error at the BI site was user/procedural error (6/13,
46%)

« most common type of error at the MLF site was ‘other errors’ (17/42,
41%), followed by user/procedural errors (11/42, 26%) and cartridge
errors (8/42, 19%)

« The two Xpert machines required six module replacements, one at the BI and

five at the MLF site, during 19 month study period

Burnet I[lstitute
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Reporting & Dissemination

« Online dissemination meeting in Liver
INTERNATIONAL
October 2020 - summary report and ORGRALARTICLE 8 Openicces @ ® @ &
. . Outcomes of the CT2 study: A ‘one-stop-shop’ for community-
brochure made available online and to based hepatitis C testing and treatment in Yangon, Myanmar
. . . Bridget Louise Draper & Hla Htay. Alisa Pedrana, Win Lei Yee, Jessica Howell, Khin Pyone Kyi, Win Naing,
Sta ke h O I d e rs I n M ya n m a r‘ VI a m a I I Khin Sanda Aung, Jessica Markby, Philippa Easterbrook. Anna Bowring, Win Aung ... See all authors ~

First published: 21 June 2021 | https://doi.org/10.1111/liv.14983

« Started to work with network of GPs on ELIMINATING HEPATITS C

IN MYANMAR

CT2 Study

how to scale-up similar model of care -
yanmar

Hepatitis C:
Community-
Based Testing
and Treatment

« Currently work is paused, due to

Summary Report
30 September 2020

Covid-19 pandemic and political unrest
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Conclusions & What Next

The CT2 model of care was:

« Feasible

« Effective: retention in care, SVR12

» Acceptable to providers
° Acceptab|e to patients wgﬁ;ﬁgﬁggRegionameanh

® COSt_effe Ctlve Hepatitis C elimination in Myanmar: Modelling the impact, cost, cost-

effectiveness and economic benefits
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Conclusions & What Next

« Decentralized, non-specialist led care is

critical to expanding access to care

« ‘one-stop-shop’ model of care had high
retention in care & reducing loss to follow up

is important in providing cost-effective care

« Now, our challenge is getting countries to

invest in this upfront

Burnet Institute
Medical Research. LA
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