Residual risk of disease progression after hepatitis C cure in HIV-HCV co-infected patients

D. Salmon'-2?, C. Gilbert3, P. Sogni*°, F. Dabis3%7, J. Bottero®, P. Miailhes®, L. Piroth', F. Bani-Sadr', L. Wittkop3.57
for the ANRS CO13 HEPAVIH

Department of Internal Medicine and Infectious Diseases, Cochin Hospital, AP-HP, Paris, France. 2Paris Descartes University, Sorbonne Paris Cité, Paris, France. 3SINSERM, ISPED, Centre INSERM U1219- Epidemiologie-Biostatistique, Bordeaux, France. 4Hepatology Unit, Cochin Hospital, AP-HP, Paris, France.
605 5Cochin Institute, INSERMU1016, Paris, France. *CHU de Bordeaux, Pole de Santé Publique, Service d’Information Médicale, Bordeaux, France. “Université de Bordeaux, ISPED, Centre INSERM U1219-Epidémiologie-Biostatistique, Bordeaux, France. 8Department of Infectious Diseases, Saint-Antoine Hospital, AP-HP, Paris, France.
IDepartment of Infectious and Tropical Diseases, Croix Rousse Hospital, Hospices Civils de Lyon, Lyon, France. 1°Department of Infectiology, CHU Dijon, Dijon, France. ""Department of Infectious Diseases, CHU Reims, Robert Debré Hospital, University of Champagne-Ardenne, Reims, France.

Abstract . Resuts

Background: Incidence rates of hepatic events and mortality after cure of HCV in HIV-HCV co-infected patients are not yet documented in real-life settings.

Methods: We included HIV-HCV co-infected patients with a sustained virological response (SVR24 — negative HCV-RNA =6 months after anti-HCV StUdy pOpUIation Hepatlc events
treatment completion) within the French nationwide ANRS CO13 HEPAVIH cohort. Hepatic events were defined as ascites, digestive hemorrhage, bilirubin . .
level >2.05 mg/mL, hepatic encephalopathy and hepatocellular carcinoma (HCC). All events were validated by a medical committee. We estimated e Two patlents developed an hepatlc event
gf{liirl(r;\ii;Z[rfse(ﬁil?rggggc(jlel?\?lg?Jvr:(:ew:slze[gsl]e)da::inrgoPrgalgts)g ;a::;rgggir:r']'; and separately in patients with severa (F3/F4) and mild/no fibrosis (FO/F1/F2). « Among the 1,011 patients of the cohort treated at least once, 465 patients were evaluable for (decompensated cirrhosis) after a median
Ret.sults: Wet in(%ﬁ)d(23?9p;aiinsti/vRvith S(\j/_R treatment \Zgh peg IntercfjgronC+DI}ibanirin (nt=157)é’gi0pl(ethr:r2a3p§/A\:\gg;/Boceprevcijr/Telgrli/rI:avir (n2=25?() j)r n?;/égr;agt SVR status during the cohort fOllOW-Up, and 246 achieved SVR (53%) Among them, 2 were duration of 0.6 year after SVR (range: 0.2- Incidence rates /1,000 PY
active agents n= . , median age was ears, median cell count was = mm3, median was m? = C = ) E E E E E
24), 4%ghad an excessive alcohol consumptior%l (>3 glass)(;s of alcohol/day for men and >2 for women), 41% had a severe fibrosis and 53‘9A> had a HCV llver transplanted and 9 dldn t have a CIrrhOSIS evaluatlon before SVR Fma”y’ 235 patlentS 1 O) (95% CI)
genotype 1. Incidence rate of a first hepatic event was 3.9 per 1,000 person years (PY) (Cl: 0.5-9.3) occurring 0.57 years in median after SVR. Patients fulfilled the inclusion criteria. Overall 3.9 (0.5-9.3)
with sev fibrosis had imilar risk of h tic event dt tients with mild/no fibrosis (IRR: 1.4 CI: 0.09; 23.1, P=0.80). H tic events w . . . . .. . ° icti I C I
decompensation (n=2). Death occurred 1.7 years in median after SVR. Overall mortality rate e per 1,000 PY (CI: 0.2-15.3), o (C0.6-22.4)and 6.8 « Sixty patients (26%) were cirrhotic, other characteristics are presented below, according to Thgre was 1o stat|st|cgl dlfference S Cirrhotic patient 9.0 (0.6-26.6
(Cl: 0.6-16.2) per 1,000 PY in patients with severe and mild fibrosis, respectively (P=0.71). Causes of death were: cardio-vascular disease (n=1) and cirrhosis status patlentS with severe fibrosis (evaluated as IITNotC patients .0 (0.6-26.6)
unknow =3). : . . . . . .
Cr;nr::cl)us?o(nn: Bgth hepatic events and death after cure were rare after short/mid-term follow-up. A residual risk of hepatic events after hepatitis C cure in a flbrOSIS Score F3/F4) and those Wlth Non cirrhotic pat|ents 2.5 (0'4_7'4)
HIV-HCV co-infected patients persisted after cure and patients with severe fibrosis tended to have a higher risk for a hepatic event. Our early findings m||d/n0 fibrosis (FO/F1/F2) (|RR 144 C| Notes: Cl: confidence interval. IRR: incidence risk ratio. PY: person years.
underline the need for long-term follow-up and are in favor of an early access to anti-HCV treatment. o ] . Non cirrhotic _ _ :
Characteristics Overall (n=235) Cirrhotic (n=60) (n=175) [0.09; 23.1], P=0.80) regarding the
Background ( ) ( ) ( ) ( ) development of hepatic events.
Age (years 49 (45-52 49 (45-53 48 (45-52 , , , _ ,
« Data of incidence rates for hepatic events and mortality after sustained virological response Mgl Y = = e » For the two patients with an hepatic event, the last available Fibroscan value before the event was
(SVR) of HCV in HIV-HCV co-infected patients are sparse in real-life settings. -a © Sex _ (75) (78) (73) 10,3 and 27 kPa, 30 months and 6 months before the date of cirrhosis decompensation
 In HCV mono-infected patients, a residual risk of disease progression persists and is higher for High alcohol consumption (>3 respectively.
HCC than for decompensated cirrhosis. glasses/day ¢, >2 glasses/d ) 8 (4) 2 (4) 6 (4) | | | |
(n=186) « Both patients had HIV-RNA < 50 copies/mL at the time of event, and CD4 values were respectively
- Ams CD4 (/mm?) (n=229) 330 (238-489) 295 (224-408) 346 (240-506) 250 and 213 cells /mm?. Death
: B eatns
= To describe hepatic events and causes of death in patients with SVR for HCV. HIV-RNA < 50 copies/ml (n=230) 208 (30) 58 (97) 150 (88) . Four deaths occurred. causes were
. To evaluate_ incidence of hepatic events or deaths after SVR for HCV in HIV-HCV co- TOE;';éme under cART (years) 12.7 (7.3-16.7) 14.3 (10.0-18.0) 12.1 (6.7-16.4) bronchopneumonia in 1 (;10,[ linked to HCV Incidence rates /1,000 PY
infected patients. (n=229) . . (95% Cl)
HCV genotype (GY) neither HIV), and not yet validated by the
~ Methods - ndopendent commifiee for the three K e 5602254
1 125 (53) 36 (60) 89 (51) others. Median duration after SVR was 1.7 Cirrhotic patients 8.6 (0.2-25.4)
» Study population: 2 11 (5) 3 (5) 3 (9) years (IQR: 0.6-3.8). Non cirrhotic patients 7.5 (1.0-16.0)
HIV-HCV co-infected patients enrolled in the French nationwide ANRS CO13 HEPAVIH 3 65 (28) 11 (18) 54 (31) _ _ _ _ _ Notes: CI: confidence interval. PY: person years.
cohort were included in this analysis if: 4 4 (14 10 (1 o4 (1 * The respective last available elastometry in patients who died were 7.1, 16.5, 6.8 and 21.3 kPa,
- W : 34 (14) 0 (17) ) and were measured 30, 26, 26 and 23 months before death
- an anti-HCV treatment was initiated (all types of treatment) during cohort follow-up, Elastometry (measured by » &5 -
- sustained virological response (SVR) to this treatment was achieved, Fibroscan®, kPa) (n=94) 8.0 (6.1-11.7) 14.3 (10.1-26.3) 6.9 (5.4-8.6) . Last available CD4 cell count was 366, 401, 272 and 1,240 /mm3, respectively.
- an evaluation of cirrhosis (either with an algorithm based on liver biopsy, Fibrotest, Fibrosis score F3/F4* (n=232) 95 (41) 50 (100) 35 (20) _ _
Fibroscan®, or with Fibroscan® only) was available before SVR. _ _ « Three of the patients had undetectable HIV-RNA during the whole cohort follow-up, the fourth one
Patients were not included in this analysis if they cleared SpOﬂtGﬂGOUSly HCV (WIthOUt any Previous hepatic event 0] (0) 0] (0) 0] (O) had HIV-RNA < 50 coples/mL since the time of SVR but achieved 255 Coples/mL 3 months before
treatment) or were transplanted from liver before SVR. HCYV viral load at treatment initiation 5.9 (5.3-6.5) 5.9 (5.1-6.4) 5.9 (5.3-6.5) dying.
> Statistical analysis and definitions: HCV infection duration (years) Conclusion
- Baseline was defined as the date of SVR, calculated by the date of end of the treatment + 180 12.3 (7.8-17.9) 13.0 (8.9-19.4) 11.5 (7.4-17.5) . . . .
12 weeks (n=180) « Both hepatic events and death after SVR were rare after short/mid-term follow-up in patients
- All hepatic events (hepatocellular carcinoma, cirrhosis decompensation) and deaths were w8/ Eelizvin (n=?30) 2 () i) 3(2) cured from hepatitis C in the first 6 months post-SVR.
validated by a validation committee. HCV treatment received « A residual risk of hepatic events after hepatitis C cure in HIV-HCV co-infected patients
- Patients w.ith an el_astorpetry value higher or equal to 12.5 kPa (_measured by Fi.broscan®) Peg-interferon (Peg-IFN) + Ribavirin 157 (67) 34 (57) 123 (70) persisted after SVR. However, our analysis is underpowered to detect a potential higher risk in
\é\gfrrheof[:ic():nsmered cirrhotic. If that value was below 12.5 kPa, patients were considered non Triple therapy WithTB?CGprgvi{P()I; 59 (25) 18 (30) 41 (23) patients with severe fibrosis.
: elaprevir : : : : o
- Clinical covariables were described at SVR, or at the closest cohort visit before SVR Direct active agent (DAA)=Peg-IFN 19 8 (13) 16) The study population achieved SVR mostly after a treatment with peg-interferon and ribavirin,
ithi i — thus probably represents a very selected population with particular characteristics which ma
vinnaiperodiofonelye iy Follow-up duration after SVR (years) 2.0 (0.6-3.3) 1.3 (0.4-2.9) 2.2(0.7-3.4) ; IR Y 2l > i

- Descriptive results are presented as numbers (%) for qualitative variables and median _ _ _ — . — differ to those patients with SVR after DAA or Pl treatment.
. . . . . Notes: Results are presented in n (%) or median (IQR). IQR: inter-quartile range. cART: combination antiretroviral therapy.
(|nterquart||e range, |QR) for quantitative variables. * Defined with inclusion criteria: cirrhosis algorithm or elastometry value with Fibroscan® > 9.5 kPa. e Our early findings underline the need for Iong-term fO||OW-Up and collaborative studies in order
- Crude incidence risk ratios were evaluated with Poisson regression. to have enough power to detect factors associated with disease progression after SVR.

Acknowledgements
Patients of the HEPAVIH Cohort
Sci mmittee of the ANRS CO13 HEPAVIH Study Group: D. Salmon, F. Dabis, L. Wittkop, L. Esterle, ogni, imoulet, J. Izopet, L. Serfaty, V. Paradis, B. Spire, P. Cari M.A. Valan . Pialoux, J. Chas, |. Poizot-Martin, K. Barang Nagqvi, E. Rosen A. Bicart-See, O. Bouchaud, A. Gervais, C. Lascoux-Combe, C. Goujard, K. Lacombe, C. ominguez, B. Autran, A.M. Roque, C. Solas, H. Fonta . Costagliola, L. Piroth, A. Simon, D. Zucman, F. Boué, P. Miailhes, E. Billaud, H. Aumaitre, D. Rey, S. Couffin-Cadiergues, archand.
res (ward / participating physicians): CHU Cochin, Paris (Médecine Interne et Maladies Infecti s :D. on, L. Alagna ; Hépato-gastro-entérologie : P. Sogni ; An 0-patholo . Terris ; Virologie : A. Krivine) ; CHU Pitié-Sal ere, Paris (Mal nfectieuses et Tropicales : C. Katlama, M.A. Valantin, H. Stitou ; Hépato-g - ou 0 itié-Salpétriere, Paris (Médecine Interne : A. Simol acoub, S. Nafissa) ; ainte-Marguerite, Marseille (Servici un a e - CISIH : |. Poizot-Martin aegel, M. Porcher ; Virologie : C. Tamalet) ; enon, Paris (Maladies Infectieuses et Tropicales : G. Pialoux, J. Chas, L. Slama ; Anatomo-pathologie : P. Callard, F. Bendjaballah ; Virologie : C. Le Pendeven) ; CHU , Toulouse (Maladies Infecti . Marchou ; Hépato-gastro-entérologie : L. Alric, K. Barange, S. Metivier ; Anatomo-pathologie
i i i i i i 5 i i i i i opi i 5 i i i i i i ; i -Bern i adi i i i dle-Bi i i dre i i ies i i : i ologi er| aladies ieuses et ; ie : u . Cerv m; Vi ie ecine ne:J elfrai

e ; Anatomo-| logie Bertheau, J. er) ; CHU Saint-, ine (Maladies In Tropicales : P.M. Girard, K. Lacombe, P. Campa ; Anatomo-pathologie gie : C. Viala) ; CHU Bicétre, Paris (Méd
i i e, M.C. i ; opi -Levé X i




