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Background and Aim Madrid-CoRe Eligibility criteria and study analysis

Key inclusion criteria
« HIV/HCV coinfection.

* Infection with HCV genotype 3 (GT3) is common among HIV/HCV-
coinfected patients and has more frequently been associated with
an increased risk of progression to cirrhosis and development of
steatosis or hepatocellular carcinoma than other HCV genotypes.

« GT3is currently the most difficult genotype to treat, with fewer
therapeutic options based on all oral direct acting antivirals

Madrid-CoRe (Madrid Coinfection Registry)

» Prospective registry of HIV/HCV-coinfected adults (=18
years) undergoing therapy with DAAs for HCV infection in
the region of Madrid

« Compulsory for all hospitals from the Madrid Regional Health
Service (SERMAS)

« HCV Genotype 3.
« Scheduled to finish treatment on May 31, 2016.

Key exclusion criteria
» Current of previous decompensated liver disease defined as Child-Turcotte-
Pugh (CTP) stage B or C, liver decompensation or hepatocellular carcinoma.

(DAAs) than other genotypes.
Primary endpoint

» Our aim was to evaluate treatment outcomes of DAA regimens for » Week 12 sustained viral response (SVR,,) by intention to treat analysis (ITT).

HIV/HCV-coinfected patients with GT3 and compensated liver Patients registered in MADRID-CoRe

disease. 2,402 patients registered between Nov 2014 and May 2016 Secondary endpoints
 Viral relapse.
 Viral breakthrough.
» Treatment discontinuations (D/C)
+ SVR,, by maodified ITT (m-ITT) analysis, not including in the analysis patients
with D/C due to reasons other than adverse events (AESs)
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: : Characteristics of patients treated with -
Patients and DAA-Regimens
DCV/SOF and LDV/SOF DCV/SOF LDV/SOF
« 273 coinfected individuals met the inclusion criteria. : T T T e
No-cirrhosis Cirrhosis Total No-cirrhosis Cirrhosis Total N 75
» Daclatasvir + Sofosbuvir (DCV/SOF) 196 patients 124 72 196 8 65 73 o 7ot
. NC = No cirrhosis
« 106 without RBV [8 wk, 1; 12 wk, 84; 16 wk, 2; 24 wk, 19]. 51 (47-53) 52 (4755)  51(47-54)  50(46:53)  51(48:55) 51 (47-55) % C = Cihosi
. 90 with RBV [12 wk, 43; 16 wk, 1: 24 wk, 46]. 95 (76.6) 63 (87.5) 158 (80.6) 6 (75.0) 52 (80.0) 58 (79.4) 2 50
, _ , _ 65/77 (84.4) 44/50 (88.0)  109/127 (85.8)  2/4 (50.0) 44/49 (89.8)  46/53 (86.8) §
Ledlpasv_lr/ Sofosbuvir (LDV/SOF) 73 patlents. 26/76 (34.2) 17/49 (34.7)  43/125 (34.4) 1/4 (25.0) 15/44 (34.1) 16/48 (33.3) “g
« 62 with RBV [12 wk, 5; 24 wk, 57]. 584 (409-781) 485 (310-678) 523 (379-781) 446 (315-627) 509 (331-781) 509 (331-730) B
* 11 without RBV for 24 wk. 117 (94.3) 67 (93.1) 184 (93.9) 8 (100.0) 63 (96.9) 71 (97.3)
« Sofosbuvir/Ribavirin (SOF/RBV) 24 wk 4 patients 6.2 (5.5-6.6) 6.1(5.6-6.4)  6.1(5.5-6.5) 5.9 (5.-6.6) 6.0 (5.6-6.6) 6.0 (5.5-6.6) 0
9.1(7.8-10.7)  21.3(14.6-36.3) 10.9(8.6-16.8) 11.1(9.1-11.9) 20.5(16.3-27.0) 18.5 (14.9-26.7) T NC C T A C
\ 92 (74.2) 39 (54.2) 131 (66.8) 4 (50.0) 38 (58.5) 42 (57.5) g\c;i:Mz-No. (%) 1851?96;1.4) 1191(29‘:5.0) 66 (7921.7) 65 (783;3.0) 180 57 (6857.7)
Patients treated with SOF/RBV Rops-No. () 6@ @4 3@z sen. o 3@e
« 3 had liver cirrhosis (median TE value 20.8 kPa) DioAEs Mo (k) 109 o e o 0 0
. o ; D/C other - No. (%) 3(1.5) 2 (1.6) 1(1.4) 5 (6.8) 0 5(7.7)
2 (50 /°) achieved SVR12 *No. (%), ** Median (IQR), ¥ Calculations based on the subset of patients with available information
« 2(50%) D/C Rx for reasons other than AEs
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DCV/SOF and LDV/SOF for GT3 - SVR,, by m-ITT analysis G- DCV/SOF + RBV and LDV/SOF + RBV for 12 or 24 wks €03 €03

In patients with cirrhosis

Factors associated with SVR,,
Multivariate Logistic Regression Analysis

DCV/SOF LDV/SOF 100
100
mEEN N 75 -1 . .
12 Covariate Odds Ratio 95% CI “

~ 75 f_fc> D = Daclatasvir Cirrhosi

0>¢ T = Total = L = Ledipasvir IrrnosiIs

@ NC = No dirthosis 2 50 S = Sofosbuvir - No 1

H g R = Ribavirin - Yes 0.354 0.113-1.105 0.074

I= Q i

12 5 S50 DAA regimen

5 <) 956] | 100 =% - DCV + SOF + RBV 1

* 25 - LDV + SOF + RBV 0.767 0.271-2.174 0.618

- SOF + RBV 0.079 0.010 — 0.655 0.019
DS+R DS+R LS+R DS+R DS+R LS+R
0 12I1TT  241TT  241TT 12miITT 24 mITT 24 mITT Univariate logistic regression analysis was performed to assess the de association of the
T NC c T NC c No 43 46 57 42 45 50 following baseline variables with SVR,,: age, sex, prior IDU, CDC category, CD4+ cells, HCV-

S ; s e A Py ; o SVR12-No.(%)  41(963) 43(935) 49(860) 41(97.6) 43(97.7) 49(%4.2) RNA, prior anti-HCV therapy, cirrhosis, liver stiffness, DAA regimen, treatment duration
OS/OVS'?VE_'Q%OO/'O (é"l) ;2%(_99559; ;;%(_9;5'95% 8363(??53)7 86756(?%?)7 100 8%71(?59'8)0 % SVR - 95% Cl 84.2-994 821-986 742-937 87.4-999 84.9-995 84.1-98.8 ’ ’ ’ ’ ’ |

“No. (% 5 (3.1). 3 (2.5) S (4.3) s (4.4) 3 (5.0 Relapse - No. (%) 0 1(2.2) 3(3.3) 0 1(2.2) 3(5.8) _ o o _ _ _ _ _
Egzﬁtsriod\jg%(r(k): (%) ?83 3% K ?2‘1‘?& 3(3 K 8 3(8 K g;gaxgroul\glh-;la (%) 1 (3-3) 1 22 8 1 (3-4) 1 22 8 The final multivariate logistic regression model included baseline variables with a P value <
D/C AEs - No. (%) 1005 0 1(14) 0 0 0 DIG offr - ,35_((3/2,) 1(2.3) 1 gzﬁzg 5(8.8) NA ,(\,A ) NA 0.1 in the univariate analysis (cirrhosis and DAA regimen)

m-ITT: excluding patients with D/C other than AEs , _ _
m-ITT: excluding patients with D/C other than AEs

@%gggge The Madrid-CoRe Study Group: Hospital General Universitario Gregorio Marafén: Berenguer J, Aldamiz T,
Miralles T, Lopez JC, Parras F, Gijon P, Padilla B, Montilla P, Fernandez-Cruz A, Valerio M, Bermudez E, Catalan P,
Rodriguez C. Hospital La Paz-Carlos lll: Gonzalez JJ, Montes ML, Martin L, Moreno V, Valencia E, Pérez |,
Bernardino |, Jiménez |, Moreno F. Subdireccion General de Farmacia y Productos Sanitarios/SERMAS: Gil A,
Alcaraz M, Aranguren A, Calvo MJ, Cruz E. Hospital Universitario Ramon y Cajal: Moreno A, Quereda C, Casado J,
Perez MJ, Vivancos MJ, Diaz A, Navas E, Fortun J, Moreno S, Serrano S, Garcia M, Rodriguez MA. Hospital
Universitario Doce de Octubre: Pulido F, Rubio R, Dominguez L, Matarranz M, de Lagarde M, Fernandez |, Munoz
R, Martin A, Pinar O. Hospital Clinico Universitario San Carlos: Téllez MJ, Estrada V, Vergas J, Cabello N, Saenz
M, Santiago A. Hospital Universitario de la Princesa: Santos |, Martinez C. Hospital Universitario Principe de
Asturias: Sanz J, De Miguel J, Arranz A, Casas E, Victor V, Herrero M. Hospital Universitario Infanta Leonor: Ryan
P, Troya J, Cuevas G, Esteban C. Hospital Universitario Puerta de Hierro: Benitez L, Arias A, Diaz A, Banos |, Duca
A, Menchen B, Santiago M. Hospital Universitario de Getafe: Gaspar G, Sanchez-Rubio J. Fundacion Hospital
Jiménez Diaz: Gorgolas A. Alvarez B, Polo B, Varela A, Gonzalez A, Cabello A, Calvo R, Porres JC, Bonilla M.
Hospital Universitario Severo Ochoa: Torres R, Cervero M, Jusadado JJ, Diaz E. Hospital Universitario de
Mostoles: Merino F, Barros C, Corrales L. Hospital Fundaciéon de Alcorcén: Losa JE, Hervas R, Velasco M, Moreno
L, Henriquez C, Pérez M, Polanco M. Hospital de Fuenlabrada: San Martin J, Canalejo E, Hinojosa J, Ruiz-Giardin
JM, Aguilar C, Hernandez B. Hospital de Torrejon: Arponen S, Gimeno A, Montero MC. Hospital del Henares:
Serrano R, Sanz P, Egues E, Tovar M. Hospital del Tajo: Monsalvo R, Terrancle |, Pedraza LA. Hospital Infanta
Elena: Vegas A, del Portillo A, Collado V. Hospital Infanta Cristina: De Guzman MT, Martinez JA, Pérez JL, Melero
JA, Matilla E. Hospital del Sureste: Garcia MT, Penalver R, Capilla C, Fernandez-Amago MT. Hospital Rey Juan
Carlos: Gotuzzo L, Marcos J, Garcia A. Hospital Infanta Sofia: Malmierca E, Suarez |, Portillo L. Hospital El
Escorial: Belda L, Sanchez S. Hospital GoOmez Ulla: Menendez MA. Instituto de Salud Carlos lll: Jarrin |.

Conclusions

* We found DCV/SOF to be highly effective in HIV/HCV-coinfected
patients with GT3 with or without cirrhosis, thus confirming the
results of clinical trials.

« LDV/SOF was also highly effective in a difficult-to-treat population
composed mainly of patients with liver cirrhosis and high liver
stiffness values.

* Treatment with SOF/RBV was independently associated with
treatment failure.

» Atrend was found towards lower odds of SVR ,, in patients with
liver cirrhosis




