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INFERIORITY OF SHORT
DURATION SOFOSBUVIR-
VELPATASVIR FOR RECENT
HCV (REACT STUDY)

Gail Matthews

Kirby Institute
Sydney, NSW, Australia

REACT was a NIH (NIDA)-funded randomized controlled trial comparing six (short) and
12 weeks (standard) sofosbuvir-velpatasvir for acute and recently acquired hepatitis C
in people who inject drugs and people with HIV coinfection (clinicaltrials.gov: NCT

02625909).




Data Safety Monitoring Board

DSMB: international panel (hepatologist, ID physician and external statistician).

DSMB analysis was scheduled after the first 50 participants in each arm reached SVR12.
DSMB met for first review in July 2018. A second review was then recommended to occur
after 60 participants reached SVR12 in each arm.

Recommendation of second DSMB review (May 2019) was cessation of study
randomisation due to an unacceptably high rate of relapse in the short arm.

All enrolled non-randomised participants were switched to 12 weeks therapy with
immediate effect.

Final study population for primary analysis consisted of all RANDOMISED participants



REACT: multicentre international phase 4 study
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Study design and methods

RANDOMISATION SVR12 SVR12

ArmA l
SOF-VEL - g

-
Arm B { -
SOF-VEL

3 monthly reinfection follow-up for 2 years

—— — »

Week 0 Week 6 Week 12 Week 18 Week 24
Enrolment Primary endpoint: SVR12
Feb 2017 — May 2019 HCV RNA <lower limit of quantitation

Randomisation was 1:1 and stratified by site and HIV status.

Analyses:
ITT population: all participants randomized (FAS)

Modified ITT: FAS excluding non-virological reasons for treatment failure (i.e., death, loss to follow up)
and confirmed reinfection.

Per protocol: participants who received >90% of treatment with follow-up virologic data at SVR12.



Results: ITT analysis (n=192)

Proportion of participants (%)

100+
90+
80+
70
60
50+
401
30-
20+
101

ARM A

™ SOF-VEL 6 weeks

Difference. -0 5% (-8 4%, 7.3%)
P=0 896

91/99

ETRITT

- ARM B
SOF-VEL 12 weeks

Difference, -9 2% (-18 9% 0.5%)
=0 063

90/99

SVR121I1TT

Failures Arm A Arm B
Total 17 9
Death 2 0
LTFU 3 2
Reinfection 3 2
Relapse 9 2

Reinfections before SVR12 (n=5)

Arm A Arm B
3a —1a la — 3a
4d —— 1a la — 4d

1a — 1a*

* Genetic distance core-E2 11%



Results: mITT analysis

- ARM A 1 ARM B
SOF-VEL 6 weeks SOF-VEL 12 weeks
Relapse. n= 9 Relapse n=2
Difference, -8 8% (-15.6%, -1 2%)
P=0 021
100+
90+

80+
704
60+

Relapse rate of 9% in short arm
versus 2% in standard arm

40+
301
20+
101

Proportion of participants (%)
3

Excludes LTFU (5), death (2) and confirmed
reinfections (5)

SVR1Z2 mITT



Conclusiones del estudio REACT

e Aun siendo la tasa de respuesta alta en ambos brazos, la tasa de
recaida en el brazo de 6 semanas con SOPF/VEL se considerd
excesivamente alta comparado con el tratamiento estandar de 12
semanas

* El estudio apoya el tratamiento precoz de los casos de hepatitis aguda
/ reciente
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HCV TRANSMISSION
AMONG MSM: EXTERNAL
INTRODUCTIONS COULD
COMPLICATE MICRO-ELIMINATION

Jelle Koopsen

Amsterdam University Medical Center
Amsterdam, Netherlands

C RO K




Metodos y Objetivos

* Revision de |la epidemia entre HSH en Amsterdan
* Clasificacion filodinamica de 288 nuevas infecciones por VHC
* Descripcion de los “clusters” de transmision

* Tendencia temporal de la importacion de casos



HCV epidemic among MSM in Amsterdam
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Phylodynamics to classify new infections

Local transmission can be ruled out

1. Where do the new infections come from?

* Phylogenetically related or not clustered?

2. Transmission clusters in Amsterdam

3. External introductions over time

Linked by short transmission chain(s)
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Transmission cluster
characteristics

Some clusters seem extinct
(2b_C01, 2b_C02, 4d_C02, 4d_C03)

Long sampling intervals

Subtype 2b & 3a introduced later

Cluster
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1a_CO03
1a C04
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1a_C09
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Proportion external introductions increases over time
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Implications & discussion

* Local micro-elimination will be complicated if contribution of external
introductions is high

* High DAA uptake = less local virus = more likely to acquire external virus
* ‘Local transmission” may also be transmission within international clusters

* Lack of new clusters after 2012 could imply efforts to prevent new
transmission chains are successful
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CLINICAL PREDICTORS OF
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HIV-Associated Nonalcoholic Fatty Liver Disease (NAFLD)

» Fibrosis severity in NAFLD is the strongest e

predictor of liver-specific and all-cause mortality
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Mortality Rate Ratio

* In the context of HCV, fibrosis is accelerated in
those with HIV coinfection
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« Natural history of HIV-associated NAFLD is not . An-Cause Mortality
well understood

 |dentifying clinical predictors of fibrosis presence
and progression is imperative to target those with

Mortality Rate Ratio
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more aggressive disease

Dulai, Hepatology 2017 Fibrosis Stage



Tesamorelin Effects on Liver Fat and Histology in
Individuals with HIV and NAFLD

Inclusion criteria Exclusion criteria
e Individuals with HIV on stable ART e Active viral hepatitis e Cirrhosis
e Hepatic fat 2 5% on '"H-MRS e Heavy alcohol use e HbA1c 2 7%
Tesamorelin (GHRH analogue)
Screenin
& g 11 Tesamorelin J
Randomization Placebo
Main study Open label
Y = A A
Months O 12 18

A Hepatic '"H-MRS, abdominal MR, liver biopsy

A Hepatic '"H-MRS and abdominal MRI Stanley and Fourman, Lancet HIV 2019



Other Clinical Parameters

Hepatic

Body Composition

Laboratory

« Liver fat content by '"H-MRS

* NAFLD Activity Score (NAS)

- Steatosis (0-3)
- Lobular inflammation (0-3)
- Hepatocellular ballooning (0-2)

« BMI
* Waist circumference

* Visceral and subcutaneous
fat area by abdominal MRI

« Liver enzymes (ALT, AST)
* HbA1cC

+ CRP




Prevalence of Baseline Fibrosis in HIV-Associated NAFLD

1 No fibrosis
Bl Stage 1
Bl Stage?2
Bl Stage 3

Frequency, %

Fibrosis No Fibrosis

Baseline fibrosis had the following distribution: stage 1, 36%; stage 2, 40%; and stage 3, 24%
« Cirrhosis (stage 4 fibrosis) was a criterion for exclusion




Clinical Correlates of Baseline Fibrosis
in HIV-Associated NAFLD

NAFLD Activity Score (NAS) Liver Fat
8 P < 0.0001 5 P=0.22
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ALT (P =0.002) and AST (P = 0.0003) were also higher in individuals with baseline fibrosis



Clinical Correlates of Baseline Fibrosis
in HIV-Associated NAFLD

Visceral Fat Body Mass Index

P = 0.005 P=0.96

Visceral Fat (cm?)
g
i

g e )

. o & :
BMI (kg/m?)

0

Fibrosis No Fibrosis Fibrosis No Fibrosis

Mean + SD

Subcutaneous fat and waist circumference did not differ between groups



Progression of Fibrosis in HIV-Associated NAFLD

Placebo-Treated Participants

60 Baseline fibrosis
50 1 No fibrosis
Bl Stage 1
40 Bl Stage?2
B Stage 3

Frequency, %
S

Regressed  Stable  Progressed

Change in Hepatic Fibrosis

« Atotal of 56% of participants with fibrosis progression had no evidence of fibrosis at baseline
* Mean rate of fibrosis progression was 0.2 + 0.8 stages per year



Clinical Predictors of Fibrosis Progression
in HIV-Associated NAFLD

Odds of Fibrosis Progression in Placebo-Treated Participants

Univariable Analyses

Multivariable Model

(n=24) (n=24)
Baseline Parameter OR (95% CI) P-value OR (95% Cl) P-value
Visceral fat (cm?) 1.3(1.0. 1.7) 0.03 14 (1.0,2.1) 0.03
Liver fat (%) 1.0(0.9,1.1) 0.57 1.0 (0.8, 1.2) 0.91
NAS score 0.9 (0.5, 1.5) 0.70 0.7 (0.2, 1.5) 0.34
BMI (kg/m?) 1.0 (0.9, 1.2) 0.70 1.0 (0.8, 1.3) 0.90

Odds ratios correspond to a 1-unit change in the baseline parameter, except for visceral fat

which is calculated based on a 25 cm? increment.




Summary

To our knowledge, this study comprises the first longitudinal assessment
of a well-defined sample with HIV-associated NAFLD

We demonstrated a high prevalence and progression rate of biopsy-
proven liver fibrosis

Rate of fibrosis progression was more than six-fold higher in our study
compared to reports of NAFLD in the general population

Visceral adiposity was found to be a novel clinical predictor of accelerated
hepatic disease progression

Therapies to reduce visceral fat may be particularly effective in HIV-
associated NAFLD
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HIV CO-INFECTION AND RISK OF MORBIDITY AND MORTALITY IN HCV PATIENTS TREATED BY DAA

lEch"rmn

Nard & s
a n RS okl f X M. CHALOUNI, 5. POLZ3, P. S0GNI*, H. FONTAINE?, K. LACOMBE®, IM. LACOMBE, L. ESTERLEE, C. GILBERT!, C. DORIVAL®, . SALMON® F. CARRATEA2*, L WITTKOP*** for the ANRS CO13 HEPAVIH and ANRS CO22 HEPATHER cohorts study grol
* ol cmtration, "Unl, Burdtm ISPED, Inagim, Bofm Pesgdlathan Health Researeh Center, taeh MORPHSEUS, UIMR 1213, CIC-EC 1401, F-33000 Bordiau, France, AP-HP, bpial Cockin, Undté o lpatckoghe, P, Frince, "Universté Park Descanis, INSERR L1223 ad LUSM-20, gt Pastedr, Park, France, “Univegsit Park Déscantes, P, France, INSERM LILL23, lstiut
Agnes eutonams de |Tnsérm Pt P, Frae, Sorbonne Usfverae, INGERM, Instiut Fime Lowks o Epidbamiologe et de Sumt Publis, IPLESR, FTSOL2, Parts, France, 'APHP, Hipial aint Anoing, Service 5 Maladies Infectieuses et Troplcales, Purs, FPS0L2, France, "NSERM Trandler, Pk, Framce, *Senvict Malidies nfectises e trapieals, APHP, Hepital Cochin, P, France, “AP P, Hbpihal Salet Aot

Uit e St Pulbdliui, Part, France, “CHU de Bordeaas, P de santé publque, F-33000 Bordeau, France

METHODS

Population: Participants from the ANRS CO13 HEPAVIH cohort (HIV/HCV) and from
the ANRS CO22 HEPATHER cohort (HCV) were included if they:

* After adjusting on confounding factors, in HCV participants treated by DAA,
HIV co-infection was:

* [nitiated a DAA treatment between March 2014 and December 2017. * Not associated with the risk of liver-related events (HR: 0.7 [0.3 ; 1.4])
* Treated outside a clinical trial. neither with the risk of liver-related mortality (HR: 1.0 [0.3 ; 3,.2])

*  Without history of liver transplantation.

« With an available SVR status. * Associated with a significant increased risk of non-liver-related

tality (HR: 2.8[1.3 ;6.4
* Up to 4 HCV mono-infected participants were matched to each HIV/HCV co- mortality ( [1.3;6.4])

infected participants on age (+/- 3 years) and sex. 3= pumemon

Baseline: Date of DAA treatment initiation. I

Follow-up: Follow-up ended at time of liver-related event, death or last follow-up.

wekcie probisbaty of e selnc
n

Outcomes: -+ o ;i a

* Liver-related events: : —~ : = : l’_,,f,..—/—’
* Liver decompensation (liver encephalopathy, hepatorenal syndrome, N : , ' —

esophageal varices bleeding, ascites and jaundice) TR T R e Ty R R S
* Hepatocellul i (HCC) AEven: Al yieic At risk:
epa ocellular carcinoma HIV/HCY 575 433 I 139 HIV/HOW 532 54 338 214 HIW/HCW 532 514 338 214

* Liver transplantation HCV 1848 1611 1236 87 HCV 2047 1817 1419 967 HCV 2047 1827 1419 967
* Liver-related death Figure 1. Predicted probabilities of liver-related events (A), liver-related mortality (B) and

non-liver-related mortality (C) according to HIV co-infection in HCV infected participants from

* Liver-related mortality: Death due to HCV the ANRS CO13 HEPAVIH and ANRS CO22 HEPATHER cohorts, estimated for mean participants

* Non-liver-related mortality: Death due to any cause other than HCV



Real-world effectiveness of Sofosbuvir/Velpatasvir for
Hepatitis C Virus Infection

ITT analysis
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Total MoP CoP
No. 1,103 888 115
SVRITT 957 (95.4) 850 (95.7) 107 (93.0)
SVR (95% Cl) (93.9 - 96.6) (94.2-97.0) (86.8 - 96.9)
Relapse 17 (1.7) 14 (1.6) 3(26)
DCduetoAE  2(0.2) 2(0.2) 0
DC other 25 (2.5) 21(2.4) 4(35)
Death 2(0.2) 1(0.1) 1(0.9)
ITT analysis
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Total G1 G2 G3 G4 O/M/U
No. 1,003 401 112 370 76 44
SVRITT 957 (95.4) 384 (95.8) 107 (95.5) 353(95.4) 71(93.4) 42(955)
SVR 95% CI 93.9-96.6 93.3-97.5 89.9-985 927-97.3 853-97.8 845994
Relapse 17(1.7) 3(0.7) 2(1.8) 9(2.4) 2(2.6) 1(23)
DC due to AE 2(02) 1(0.2) 0 1(0.3) 0 0
DC other 25(25) 11(27) 3(2.7) 7(1.9) 3(3.9) 1(23)
Death 2(0.2) 2(0.5) 0 0 0 0

m-ITT analysis
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No. 978 867 111
SVRm-ITT 957 (97.9) 850 (98.0) 107 (96.4)
SVR (95% Cl) 96.7-98.7 96.9-98.9 91.0-99.0
Relapse 17(1.7) 14 (1.6) 3(27)
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Death 2(0.2) 1(0.1) 1(0.9)
m-ITT analysis
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Relapse 17(17)  3(08) 2(18) 9(25) 2(27) 1(23)
DC due to AE 2(0.2) 1(03) 0 1(0.3) 0 0
Death 202  2(05) 0 0 0 0

ITT analysis P=.008
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No. 766 198 39
SVRITT 736 (96.1) 187 (94.4) 34(87.2)
SVR (95% Cl) 94.5-97.3 90.3-97.2 72.6-95.7
Relapse 9(1.2) 5(2.5) 3(7.7)
DCduetoAE  2(0.3) 0 0
DC other 19 (2.5) 4(2.0) 2(5.1)
Death 0 2(1.0) 0

m-ITT analysis
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SVR (95% Cl)  97.4-99.3 92.7-98.5 78.1-98.3
Relapse 9(1.2) 5(2.6) 3(8.1)
DC due to AE 2(0.3) 0 0
Death 0 2(1.0) 0

MoP = HCV monoinfected patients
CoP = HIV/HCV coinfected patients

m-ITT analysis = exclusion of patients with

DC for reasons other than AE

Aldamiz-Echevarria T et al. #572



Real-world effectiveness of Glecaprevir/Pibrentasvir for
Hepatitis C Virus Infection

SVR,, %
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SVR (95% Cl) (96.7 - 98.5) (91.9-99.4)
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DC other 15(1.3) 3(24) 1(0.8) 1(18)
0 0 0

Death

2(0.2)

m-ITT analysis P=.343
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Total MoP CoP
No. 1,168 1,064 104
SVRMITT 1,156 (99.0) 1,054 (99.1) 120 (98.1)
SVR (95% Cl) (98.2 - 99.5) (98.3 - 99.5) (93.2-99.8)
Relapse 9(0.8) 8(0.7) 1(1)
DCduetoAE  1(0.1) 1(0.1) 0
Death 2(0.2) 1(0.1) 1(1)
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SVR (95% Cl) (98.2-99.5) (98.1-99.6)(87.1-99.9) (93.0 - 99.5) (97.0 - 100) (93.6 - 100)
Relapse 9(0.8) 1(24) 0 0
DC due to AE 1(0.1) 0 0 0
Death 2(0.2) [ 0 0
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ITT analysis p=252
1001 ————
501
0 97.7 97.5
Total No Cirrhosis  Cirrhosis

No. 1,183 1,100 83
SVRITT 1,156 (97.7) 1,073 (97.5) 83 (100)
SVR (95% Cl) (96.7 - 98.5) (96.4 - 98.4) (95.7 - 100)
Relapse 9(0.8) 9(0.8) 0
DCduetoAE  1(0.1) 1(0.1) 0
DC other 15 (1.3) 15 (1.4) 0
Death 2(0.2) 2(0.2) 0

m-ITT analysis

P =1.000
100
N3
o
£ 50
>
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0 99.0 98.9
Total No Cirrhosis Cirrhosis
No. 1,168 1,085 83
SVRITT 1,156 (99.0) 1,073 (98.9) 83 (100)
SVR (95% CI) (98.2-99.5) (98.1-99.4) (95.7 - 100)
Relapse 9(0.8) 9(0.8) 0
DCduetoAE  1(0.1) 1(0.1) 0
Death 2(0.2) 2(0.2) 0

MoP = HCV monoinfected patients
CoP = HIV/HCV coinfected patients

m-ITT analysis = exclusion of patients with
DC for reasons other than AE

Dominguez-Dominguez L et al. # 571



* IMIBIC HEPATITIS E RABBIT GENOTYPE INFECTION in HIV-INFECTED PATIENTS

Antonio Rivero-Juarez', Mario Frias’, Pedro Lopez-Lopez, Juan Berenguer?, Federico Garcia®, Juan Macias*, Begonia Alcaraz®, Angeles Castro-Iglesias®, Javier Caballero-Gomez"7, Angela Camacho’, Isabel

" Machuca?, Antonio Rivero, on behalf of CoRIS Cohort
RRS ‘ 1 Instituto Maimanides da Investigacian Biomidicn de Cérdoba (IMIBIC). Haspital Universitario Reing Safio de Cordoba. Universidad de Cérdobo, Cardoba, Spain. 2. Hospitel Ganeral Universitario Gregorio Maorafan. Instituto da Investigacian Sanitoria Grgorio Moraran (TSGM). Madiid, Spain. 3. Hospite! Universitario Sam Caciia. Instituto da
| panih HYEADS s Netwrk Investigacian Biosantaria lbs. Gronada, Spain. 4. Hospitol Nusstra Safiora de Valme. Seville, Spain. 5. Hospital Ganeral Universitario Santa Lucia. Cartagana, Spain. 6. Compiejo Hosprtalario Universitario @ Carufia (CHUAC. A Coruria, Spain. 7. University of Cordaba - Agrifood Excaflence Intematianal Campus (caiA3), Cordoba, Spain.
Results

Abstract 618

Study population

* Atotal of 845 individuals were included in the study.

* Seven hundred and fifty-one (88.9%) were male and had a median age of 36.9 years (30.7-45.2 years).

Prevalence of HEV infection

* One hundred and one patients showed positivity of IgG against HEV (11.9%; 95% Cl: 9.9%-14.3%). There were no
variables associated with IgG positivity in the univariate and multivariate analyses (Table 1).

*  Any of the patients included in the study were positive for IgM anti-HEV

Incidence of HEV infection

* Of the 744 patients negative for IgG antibodies at baseline, 733 (98.5%) had available serum samples in the follow-up.

* Forty-two patients showed seroconversion for IgG antibodies after 1 year of follow-up, supposing a cumulative

incidence of 5.7% (95% Cl: 4.3%-7.7%).

* InTable 2 we show univariate and multivariate analysis for HEV seroincidence.
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