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Background and Aim

« Current guidelines emphasize that HIV/HCV-coinfected persons should
be treated and retreated the same as non—-HIV-infected persons, after
identification and management of interactions between direct-acting
antivirals (DAASs) used to treat HCV infection and antiretroviral
medications

» Currently licensed DAA regimens have been assessed in HIV/HCV-
coinfected persons in clinical trials; however, more data are needed,
especially subgroup analyses, to fully appreciate their effectiveness and
safety under real-life conditions

« Our aims were to assess treatment outcomes in a large prospective
registry of HIV/HCV-coinfected persons receiving DAA-based HCV
therapy and to analyze factors associated with response to treatment
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Madrid-CoRe

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)

Patients registered in MADRID-CoRe
« 2,402 patients registered between Nov 2014 and May 2016
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Eligibility criteria and study design

Key inclusion criteria

* HIV/HCV coinfection

« Treatment with DAAs for HCV

« Scheduled to finish treatment on May 31, 2016

Primary endpoint
* Week 12 sustained viral response (SVR,,) by intention-to-treat analysis (ITT)

Secondary endpoints

» Viral relapse

 Viral breakthrough

» Discontinuation of treatment due to adverse events (AES)
« Discontinuation of treatment for reasons other than AEs
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Flow chart

2,402 HIV/HCV-coinfected patients

initiated DAA-based Rx in Madrid-Core
from Nov 2014 to May 2016

l’ 253 patients were on treatment on May 31, 2016

2,149 patients scheduled

to finish treatment
on May 31, 2016

77 patients without information about completion of Rx
42 patients completed Rx, but data on SVR pending

2,030 patients included
In this analysis



Patient characteristics
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Variable
Age years — median (IQR)
Male — n (%)
CD4+ T cells/uL — median (IQR)
CART - n (%)
Liver disease severity
No cirrhosis — n (%)

Compensated cirrhosis — n (%)

Decompensated cirrhosis — n (%)

Unknown — n (%)

History of hepatocellular carcinoma — n (%)

Liver transplantation — n (%)

Liver transplantation waiting list — n (%)

Severe extrahepatic manifestations — n (%)

Anti-HCV — naive — n (%)

Liver stiffness kPa — median (IQR)

N = 2030

50 (47 — 54)
1591 (78.4)
570 (356 — 785)
1930 (95.1)

1125 (55.4)
754 (37.1)
146 (7.2)
5 (0.3)
15 (0.7)
17 (0.8)
7 (0.3)
143 (7.0)
1256 (61.9)
11.4 (8.1 — 20.2)
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Genotypes and HCV-RNA

Bl 818 Gla
1 447 G4
[ 322 Gilb
] 308 G3
Bl 135 Other*

Log,, HCV-RNA

Median = 6.3
IQR =5.8-6.7

* Non-subtyped G1, 87; G2, 22; Mixed, 23; Undetermined, 3
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DAA-based regimens

Other N=6
SOF+RBVY] N=27
SOF+SMV N =78 Yes 627 (30.9)
NoO 1403 (69.1)

DSV+OBV/PTVI/r

SOF+DCV

0 500 1000 1500



DAA regimens by HCV genotype
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N N A

SOF/LDV

SOF+DCV 38 12 219
DSV+OBV/PTV/r 141 105 0
OBV/PTVIr 1 0 0
SOF+SMV 29 18 0
Other 2 5 2 7

1 Non-subtyped G1, 87; G2, 22; Mixed, 23; Undetermined, 3
2 SOF+RBY, 27; SMV+DCV, 4; SOF+SMV+DCYV, 2

18
0
88
15
1

13
13
0
8
18
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Treatment outcomes by severity of liver-disease

100
No-C = no cirrhosis
Co-C = compensated cirrhosis
De-C = decompensated cirrhosis
X
o
¢ 50
>
(7]
0
Total No-C Co-C De-C * Severity of liver disease was
not evaluated in 5 patients
No. 2030 1125 754 146
SVRITT 1867 (92.0) 1054 (93.7) 690 (91.5) 118 (80.8)
SVR (95% CI) (90.7-93.1) (92.1-95.0) (89.3-93.4) (73.5 - 86.9)
Breakthrough 5(0.2) 3(0.3) 1(0.1) 1(0.7)
DC due to AE 14 (0.7) 7(0.6) 5(0.7) 2(1.4)
DC other 36 (1.8) 23 (2.0) 10 (1.3) 3(2.0)

Death 19 (0.9) 2 (0.2) 12 (1.6) 5 (3.4)



Treatment outcomes by HCV genotype
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G3

100+

No.

SVRITT

SVR (95% ClI)
Relapse
Breakthrough
DC due to AE
DC other
Death

1

SVR,, %

No.
SVRITT

SVR (95% Cl)
Relapse
Breakthrough
DC due to AE
DC other
Death

00+

50+

- T
92.6 77.5
Total No-C Co-C De-C
818 474 292 49
754 (92.2) 439 (92.6) 274 (93.8) 38 (77.5)
(90.1-93.9) (89.9-94.8) (90.4-96.3) (63.4-88.2)
33 (4.0) 18 (3.8) 9(3.1) 6(12.2)
0 0 0 0
7(0.9) 4(0.8) 1(0.3) 2(4.1)
17 (2.1) 11 (2.3) 4(1.4) 2(4.1)
7(0.9) 2(0.4) 4(1.4) 1(2.0)
— m—
— T
96.4 77.3
Total No-C Co-C De-C
308 141 145 22
283 (91.9) 136 (96.4) 130 (89.7) 17 (77.3)
(88.3-94.7) (91.9-988) (835-94.1)  (54.6-92.2)
12 (3.9) 3(2.1) 6(4.1) 3(13.6)
1(0.3) 0 1(0.7) 0
1(0.3) 0 1(0.7) 0
6(1.9) 2(1.4) 3(2.1) 1(4.5)
5(1.6) 0 4(2.8) 1(4.5)

G4

100+

No.

SVRITT

SVR (95% CI)
Relapse
Breakthrough
DC due to AE
DC other
Death

100+

50+

SVR,, %

No.
SVRITT

SVR (95% Cl)
Relapse
Breakthrough
DC due to AE
DC other
Death

- |
96.3 87.5
Total No-C Co-C De-C
322 162 128 32
301 (93.5) 156 (96.3) 117 (91.4) 28 (87.5)
(90.2-959) (92.1-986) (85.1-956) (71.0-96.5)
12 (3.7) 3(18) 5(3.9) 4(12.2)
1(0.3) 1(0.6) 0 0
2(0.6) 0 2(16) 0
3(0.9) 2(12) 1(0.8) 0
3(0.9) 0 3(23) 0
h— —
92.7 80.0
Total No-C Co-C De-C
447 274 142 30
404 (90.4) 254 (92.7) 125 (88.0) 24 (80.0)
(87.3-93.0) (88.9-955) (81.5-92.9) (61.4-92.3)
25 (5.6) 10 (3.6) 13 (9.1) 2(6.7)
2(0.4) 1(0.4) 0 1(3.3)
3(0.7) 2(0.7) 1(0.7) 0
9(2.0) 7(25) 2(1.4) 0
4(0.9) 0 1(0.7) 3(10.0)



Factors associated with treatment failure by
logistic regression analysis

_ Univariate analysis Multivariate analysis

Variable OR 95% CI P OR 95% ClI P
Female sex 0.66 043-1.03 0.068 0.67 0.43-1.04 0.079
No cirrhosis Ref. Ref.

Comp. cirrhosis 1.37 0.96 — 1.95 0.074 1.26 0.88-1.82 0.198
Dec. cirrhosis 3.52 2.18 — 5.67 <0.001 2.29 1.30-4.05 0.004
Hep. carcinoma 5.87 1.98 —17.40 0.001 2.81 0.84-9.36 0.091
DSV+OBV/PTVIr  Ref. Ref.

SOF/LDV 1.23 0.70—2.16 0469 114 065-2.02 0.634
SOF+DCV 1.54 0.79-298 0196 131 067-256 0.429
OBV/PTVIr 138 054-352 0490 149 0.58-3.82 0.396
SOF+SMV 521 245-11.10 <0.001 369 1.66-823 0.001
SOF+RBV 464 1.63-1323 0.004 354 1.20-10.41 0.021

SMV+DCV 16.26 2.14-123.62 <0.001 12.06 1.54-9.40 0.018
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Conclusions

1) In this large prospective cohort of HIV/HCV-
coinfected persons, 45% of whom had liver cirrhosis,
the SVR,, of DAA-based therapy for HCV infection
was >90%

2) <1% of patients discontinued therapy owing to
adverse events

3) Decompensated cirrhosis, and therapy with
SOF+SMV, SOF+RBV, and SMV+DCV were
Independently associated with treatment failure
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