’f,,“ < oS l‘.'.‘\“”
l ‘, ' i ‘ AMBASSADE [/
DE FRANCE
.s ~A L AU VIETNAM \, )
VIET NAM 3 ':7—4

&
A FRANCE ]
}& di’ \ £ MALADIES INFECTIEUS 3 |nse,m '-";"}

ENEE“ EEEEE

AN RS | MIE Scientific Days in Vietham
Towards ending epidemics
15t to 16" of November, 2023

Monitoring Of Viral load In
Decentralised Area (MOVIDA)

Evaluation of Evaluating HCV viral load on DBS
and upcoming studies

Thang Hong PHAM, MD, PhD
National Institute of Hygiene and Epidemiology (NIHE), Hanoi

Y]
@ INSTITUT PASTEUR




Study Team M le DA
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Background M le DA

= |[n 2015, it was estimated that 71 million people were living with
hepatitis C virus (HCV) (WHO 2017)

= Vietnam is among the 20 countries with the highest HCV
prevalence; 1.1% of the population is chronically infected with
HCV (WHO 2018)

= New direct acting antivirals (DAA) have shown their very high
efficacy whatever the HCV genotype, and generic versions are
now available in Vietnam



Background M RVl DA

= |dentification of replicative HCV infection relies on HCV viral load (VL)
measurement.

= Those with detectable HCV VL need treatment

= But HCV VL is not available everywhere due to difficulty to reach a
Iabor?to)ry able to measure HCV VL (difficult for patients and for plasma
samples

=>» This compromises HCV elimination

=» Dried blood spots (DBS) can make HCV VL available to
patients who are followed in decentralized areas

= DBS are easy to perform
= DBS are easy to transfer
= Techniques exit



Goals M&V”DA

= Ensure the quality of HCV VL results on DBS by measuring Sensitivity
and Specificity:

= DBS vs. plasma (as gold standard)
= With 2 types of DBS (venous or capillary blood)

= Using the Abbott protocol




Patients and Methods M xVIDA

=" Two hospitals in Hanoi
* Dong Da

* Nam Tu Liem

" [nclusion criteria:
e Adults,
HCV infected,
Never having received anti HCV treatment,

who gave their consent to participate.

=>» April to July 2019: 315 patients enrolled



Characteristics of the patients M le DA

Statistics

Study site, n (%)

Dong Da 100 (31.7)

Nam Tu Liem 215 (68.3)
Male gender, n (%) 293 (93.0)
Age (years), median (IQR) 40 (36-45)
HIV co-infection, n (%) 232 (73.6)
Delay since HCV diagnosis (months), median 25.1 (13.3-46.9)

(IQR)

Abbreviations: HCV, hepatitis C virus; IQR, interquartile range.



Quantitative comparison M 'RVI DA

Correlation between HCV VL on Correlation between HCV VL on
calibrated venous DBS against HCV VL capillary DBS against HCV VL on plasma
on plasma (p=0.99, p<0.0001) (p=0.99, p<0.0001)

N

4 4 6
Plasma HCV viral load (log IU/mL) Plasma HCV viral load (log 1U/mL)

Very high correlation = Very good concordance between
DBS and plasma VL results



Quantitative comparison M 'RVI DA

Venous DBS against plasma HCV VL

(A) -

—_

B)
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1

viral load (log IU/mL)
viral load (log IU/mL)

0

Difference plasma minus capillary DBS HCV
Difference plasma minus capillary D8S HCV

0 2 4 6 -] 0 2 4 6 8
Mean plasma and venous DBS HCV viral load (log IU/mL) Mean plasma and capillary DBS HCV viral load (log IU/mL)
Bland-Altman analysis to evaluate concordance between plasma and DBS HCV VL
guantifications.



Qualitative comparison M xVI DA

Total 250 65 315

Sensitivity: 98.0% Specificity: 100%
[95% CI: 95.4%-99.3%] [95% CI: 94.5%-100%]

Only 2% of patients with active HCV All patients with undetectable HCV VL
infection not identified correctly identified

However very low HCV VL in the 5 not detected
(<118 IU/mL) & 3 of them were diagnosed <3
months before

©) calibrated venous DBS and capillary DBS gave the exact same results




Discussion M RVl DA

Good quality of the Abbott technique on DBS

= 100% specificity =2 all those with undetected HCV VL are correctly
identified

= 98% sensitivity = good identification of those with active HCV infection
(patients needing treatment)

5 patients not detected on DBS; these patients had low HCV VL and may
have seroconverted recently or may be in the process of spontaneously
clearing HCV infection (re-measuring HCV VL is necessary)

= These results comply with the EASL (European Association for
the Study of the Liver) guidelines that recommend that the
detection threshold is <1000 IU/mL when using DBS



Perspectives: MOVIDA Hep 2 M 'RVIDA

HCV-infected patients followed in provinces far from Hanoi have low
access to DAA.

Scaling-up HCV VL testing using DBS could help increase DAA access

=>» MOVIDA 2 Hep project (NIHE, Institut Pasteur; funded by ANRS-MIE)




Perspectives: MOVIDA Hep 2 M RVIDA

Main objective:

Evaluate adherence to DAA treatment in HIV-HCV co-infected patients,
and compare it between IDUs and non IDUs.

Secondary objectives:

- Compare outcomes between those followed in OPC with access to DAA,
and those who need to transfer to obtain DAA,

- Evaluate the risk of re-infection with HCV (2 years follow-up after end of
DAA treatment)

- Qualitative evaluation (in collaboration with Dr Jennifer Van Nuil, OUCRU,
sub-study funded by ANRS-MIE)



Perspectives: MOVIDA Hep 2 M 'RVIDA

Methods:

= Longitudinal cohort study, 30 months follow-up.
= Number of patients to be enrolled: 332 HIV-HCV co-infected patients

= DBS-based viral load monitoring

= Beginning of the study: December 2023




Thank you for your attention M 'RVI DA

We thank all the teams from Dong Da and Nam Tu Liem for their
involvement in the MOVIDA Hep study

We also thank all the patients who participated in the MOVIDA Hep
study

We thank ANRS-MIE for the support of the MOVIDA Hep 2 study, and for
their help and support in the administrative preparation of the study
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Panh gia tai lwgng HCV trén mau giay tham giot mau kho DBS
va Nghién ctru tiep theo
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Nhém Nghién ciru M 'RVIDA
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Tong quan MRVlDA

= Nam 2015, wéec tinh ¢6 71 triéu nguwdi dang sdng chung véi virus
viém gan C (HCV) (WHO 2017)

= Viét Nam nam trong s6 20 quoc gia c6 ty 1& nhiém HCV cao nhat;
1,1% dan so nhiém HCV man tinh (WHO 2018)

= Sv xuat hién cla cac thuoc khang virus tac dung tryc tiep (DAA)
da cho thay hiéu qua diéu tri rat cao bat ké kieu gen HCV. Cac
loai thudc nay hién da cé san & Viét Nam.



Tong quan M'RVlDA

= Xét nghiém do tai lwong HCV duoc sir dung dé xac dinh sw nhan
Ién cda vi rit & nguwdi nhiém HCV

= Nhirng nguwdi c6 két qua tai lwong HCV phat hién can dwoc diéu tri

= Tuy nhién, XN tai lwong HCV khéng san c6 tai nhiéu noi, chi mot
sO it cac PXN, tap trung tai cac thanh phd I&n cé thé trién khai ky
thuat nay. Diéu nay gay kho khan cho BN trong tiép can dich vu nay
va khé khan trong van chuyén cac mau XN |a huyét twong.

= Diéu nay Iam anh hwéng dén viéc loai trtr HCV

= Mau giot mau khé(DBS) c6 thé gitp cho viéc theo dbi tai lwong
HIV tai cac khu vwe vung sau, vung xa trung tam.

- Mau DBS dé thu théap
- Mau DBS dé van chuyén o
- Ky thuat xét nghiém trén mau san co



Muc tiéu M'RVIDA

= Panh gia Pd nhay va Pé dac hiéu xét nghiém tai lwong HCV trén mau
DBS dé dam bao chat lwong xét nghiém tai lwong:

v So sanh mau DBS va mau huyét twong (mau huyét twong dwoc coi 1a

chuan vang)

v St dung 2 loai mau DBS dwoc thu thap tir mau tinh mach va mau dau

ngon tay

v" St dung quy trinh xét nghiém cua Abbott




Phuong phép va M xva

tuyén chon bé&nh nhan

= Hai don vi tham gia nghién ctru tai Ha Néi
« Bénh vién da khoa Pdng Pa

« Trung tamy té quan Nam T Liém

= Tiéu chi tuyén chon:
«  Nguoi > 18 tudi,
 Nhiém HCV,
« Chuwa trng diéu tri thudc khang HCV,
- Pong y tham gia nghién ciru.
= Tw thang 4/2019-7/2019: 315 bénh nhan dang ky tham gia



Pic diém chung MRVIDA

Dac trung N (%)

Piem nghién ciru, n (%)

BV Pong Pa 100 (31,7)
TTYT Nam Ttr Liém 215 (68,3)

Nam gi&i, n (%) 293 (93,0)
Tuéi (nam), trung vi (IQR) 40 (36-45)
Pong nhiém HIV, n (%) 232 (73,6)
The&i gian ttr IGc chan doan nhiém HCV 25,1 (13,3-46,9)
(thang), trung vi (IQR)




So sanh dinh lvgng M'RVIDA

Twong quan gitra KQ do tai lwong Twong quan gitra KQ do tai lwong HCV
HCV trén mau DBS mau tinh mach va trén mau DBS méau dau ngon tay va
mau huyét twong (hé sb twong quan mau huyét twong (hé sb twong quan
Pearson: p=0.99, p<0.0001) Pearson: p=0.99, p<0.0001)

00 0

T T
4 8 0 2 4 6
Plasma HCV viral load (log IU/mL) Plasma HCV viral load (log 1U/mL)

Hé sb twong quan raitcao & Sw twong dong cao giira két qua tai lwong

HCV trén mau DBS va miu huiét tu’o’ni



So sanh dinh lvgng M'RVIDA

Mau DBS tinh mach va mau huyét twong MA3u DBS dau ngon tay va mau huyét twong

(A)

Difference plasma minus capillary DBS HCV

viral load (log IU/mL)

—

B)

viral load (log IU/mL)

Difference plasma minus capillary D8S HCV

1

Mean plasma and venous DBS HCV viral load (log IU/mL) Mean plasma and capillary DBS HCV viral load (log IU/mL)

Phan tich Bland-Altman danh gia dé dong nhat gitra mau huyét twong va DBS do tai
Iwong vi rat HCV.



So sanh dinh lugng MxVIDA

Khong phat hién R

Khong phat hién 5 65 70

Tong 250 65 315

Do nhay: 98.0% Do dac hiéu: 100%
[95% CI: 95.4%-99.3%] [95% CI: 94.5%-100%]

Chi 2% bénh nhan nhiém HCV  Tat ca cac bénh nhan c6 HCV VL
giai doan tién trién khéng phat hién dwoc déu dwoc
khong phat hién dwoc xac dinh chinh xac
Tuy nhién, HCV VL rat thap & 5 ngudi khong
dwoc phat hién (<118 1U/mL) va 3 trong s ho
dwoc chan doan <3 thang trwdc doé

Ca 2 loai mau DBS tinh mach va DBS dau ngdn tay déu cho két qua qidbng nhau




M'RVIDA

Ky thuat XN HCV VL trén mau DBS cua Abbott c6 chat lwgng tot:

= 100% do dac hiéu = Tat ca cAc mau cé HCV VL khdng phét hién déu
dwoc xac dinh chinh xac

= 98% do nhay = X&c dinh t6t cac trwdng hop nhiém HCV tién trién(=>
day 1a nhirng trwdng hop BN can diéu trj)

= 5 BN khoéng phéat hién VL trén mau DBS, Nhirng BN nay cé thé dang
trong giai doan chuyén dbi huyét thanh hodc cé thé dang trong qua
trinh loai bd nhiém HCV mot cach tw nhién (can do lai HCV VL & BN
nay)

= Nhirng KQ nay phi hgp hwédng dan cta EASL (Hiép hoi Nghién ctru
Gan Chau Au) khuyén nghi nguwéng phat hién 1a <1000 [U/mL khi sl
dung mau DBS.



Nghién ctu tiép: MOVIDA Hep 2 [ xva

= Theo d&i bénh nhan nhiém HCV tai cac tinh xa Ha Néi noi cé kha
nang tiép can thuéc DAA thap.

= M@ rdng xét nghiém HCV VL s dung mau DBS c6 thé gilip tang
kha nang tiép can diéu tri DAA

=> Trién khai dw an MOVIDA Hep 2(NIHE, Pasteur; dwoc ANRS-
MIE tai tro’ )




Nghién ctu tiép: MOVIDA Hep 2 [ QVIDA

Muc tiéu chinh:

Danh gia viéc tuan thu diéu tri DAA & bénh nhan d(‘“)ng nhiém HIV-HCV va
so sanh gilra nguwoi tiém chich ma tuy va ngwoi khong tiém chich ma tay.

Muc tiéu cu thé:

- So sanh két qua gitra nhirng ngudi dwoc diéu tri tai OPC c6 cap thube
DAA va nhirng nguwdi can chuyén tiép dé dwoc diéu tri DAA,

- Panh gia nguy co tai nhiém HCV (theo d&i 2 ndm sau khi két thac diéu
tri DAA)

- Panh gia dinh tinh (phbi hop v&i Tién si Jennifer Van Nuil, OUCRU; do
ANRS-MIE tai tro)



Nghién ctu tiép: MOVIDA Hep 2 [ vQV'DA

Phwong phap

v' Nghién ctru thuan tap theo chiéu doc.
v 86 lwong bénh nhan tuyén chon: 332 bénh nhan déng nhiém HIV-HCV
v’ Bat dau nghién ctru: du kién 12/2023
v' Hai tinh (Nghé An va Yén Bai) v&i 4-5 OPC mai tinh sé tham gia dw an




Tran trong cam on M 'RVIDA

Trong cam on cac déng nghiép dén te Bénh vién
Doéng Pa va Trung tam Y té Nam Tor Liém d3 tham
gia thwe hién nghién coru

Chlng t6i ciing gtvi Iévi cam on chan thanh dén céc
bénh nhan da tham gia vao nghién ctru nay

Cam on ANRS-MIE d3 tai tror va hé tro nghién ciru
MOVIDA Hep 2



