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% Seginclasificadonclinica

- Desconpersadh: asatis, henorragia digestiva, encefalopatia, PBE, eictero
% Seginestadics de Child-Pugh

- Desconrpensadha: Child-Pugh>7
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SubHazard ratio for stage 2=4.4 (95% ClI: 2.4 - 8.2), P<0.0001
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SubHazard ratio for stage 2= 3.6 (95% CI: 1.8 - 7.5), P<0.0001
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Subhazard ratio for stage 2= 3.5 (95% CI: 2.3 - 5.3), P<0.0001
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SubHazard ratio for stage 2= 2.6 (95% CI: 1.6 - 4.4), P<0.0001
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SubHazard ratio for stage 2= 15.9 (95% CI: 5.9 - 42.6), P<0.0001
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SubHazard ratio for stage 2= 2.5 (95% CI: 1.1 - 5.9), P=0.035
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- SubHazard ratio for stage 2= 1.4 (95% CI: 0.3 - 6.8), P=0.66
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SubHazard ratio for stage 2= 1.6 (95% CI: 0.8 - 3.3), P=0.21
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Effedt of pegrterferononmgior dinical outcamesinptswith HOArdated amhoss

A Primary Outcome
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S 0.05
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0.00—+ T T T T T T T 1
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0
Years since Randomization
No. at Risk
Treatment group 494 479 470 457 369 358 339 321 283
Control group 499 483 474 461 382 368 356 335 285
B Clinical Outcome
0.35+
Cirrhosis control group
= 0.30 i
S Cirrhosis treatment
s 0.25 group
=
-
= 20«4  __g—i,
L=
E 015
e e Noncirrhotic-fibrosis
.g 0.10— treatment group
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a 0.05 : control group
,"‘_,!—':;:-.—-.J—'--'— P=0.13
-
0.00 ——smm——ss=s T T T T T T 1
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0
Years since Randomization
No. at Risk
Cirrhosis treatment group 208 195 187 178 165 159 146 131 124
Cirrhosis control group 220 206 198 187 177 167 156 136 125
Noncirrhotic-fibrosis treatment group 309 300 295 287 281 270 259 243 234
Noncirrhotic-fibrosis control group 313 300 297 288 281 272 266 248 234

HALT-CNEIM20(8
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Effedt of pegrterferononmgior dinical outcamesinptswith HOArdated amhoss

PEG mean treatment duration = 32 months

0.9 OBSERVED mean treatment duration = 31 months

@
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o 0.7
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Time At Risk 6 12 18 24 30 36 42 48 54 60 66
PEG: 296 279 265 226 185 153 117 81 35 1
OBSERVED: 290 265 253 203 167 133 94 60 24 1
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S 0.7
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> 0.5 (95% CI1 1.130, 2.166)
2 9 P = .007 i
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Time At Risk 6 12 18 24 30 36 42 48 54 60 66
PEG: 284 267 253 208 169 140 108 Y47 4 33 1
OBSERVED: 276 252 237 181 146 116 84 52 17

EPIC Gastroarterdlogy 2011



Extendedeffed of pegnterferononmeor dinical outcores inHCO\VAdated aimhosis
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Extendedeffed of pegnterferononmegor dinical outcores inHCO\VAdated aimhosis

B .

—— Fibrosis Treatment
- == Fibrosis Control
= Cirrhosis Treatment
== = Cirrhosis Control
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Cumulative incidence of HCC (%)
N
o

O -
I 1] 1] 1 ] 1 1 | | 1
0 1 2 3 4 5 6 7 8
. Years
No. at Risk
Fibrosis Tt 308 261 283 270 247 227 175 71 18
Fibrosis Cntl 313 296 287 276 259 232 187 81 23
Curhosis Trt 207 165 189 172 148 128 97 50 1
Cirrhosis Cntl 220 200 199 177 152 136 108 47 12

ExtencscHHALTC, Gestroenteralagy 2011



Extended effedt of pegnterferononoverdl mortality inHO\Adated aihosis

0.4

— Control
- = Treatment

0.3
Excesode mortadidaden el grupotratado con pegnterferon

HALT-C
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Cumulative Proportions
o
N
I

0.1 -
0 —
I | 1 1 1 1 1 1
0 1 2 3 4 - 5 6 4
: Years after Randomization

No. at Risk

Treatment 517 503 486 463 416 370 209 =2

Control 533 522 496 474 444 384 227 72

ExtencicHHALTC, Heypiology 2011



Extended effedt of pegnterferononoverdl mortality inHO\Adated aihosis
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Fibrosis Treatment
Fibrosis Control
Cirrhosis Treatment
Cirrhosis Control
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Cumulative Proportions
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Overdl deaths

Fib Trt

Fib Cntl

f

0

No. at Risk

Fibrosis Tt 309
Fibrosis Cntl 313
Cirrhosis Tt 208
Cirrhosss Cntl 220

1 2 3 4 _ 5 6 7
Years after Randomization

300 290 280 258 236 132 89

313 201 286 271 236 214 87

208 196 183 159 135 84 38

214 208 192 175 149 89 26

ExtencicHHALTC, Heypiology 2011



Extended effedt of pegnterferononoverdl mortality inHO\Adated aihosis
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0 o
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0 1 2 3 4 ) ; 5 6 7
: Years after Randomization
No. at Risk
Fibrosis Tnt 309 300 300 280 259 238 144 69
Fibrosis Cntd 313 313 313 313 271 236 236 67
Curhosis Tt 208 208 196 184 159 135 B4 59
Curhosis Cntl 220 220 209 162 175 149 100 26

ExtencicHHALTC, Heypiology 2011



Extended effedt of pegnterferononoverdl mortality inHO\Adated aihosis
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_ Years after Randomization
No. at Risk
Fibrosis Tn 309 303 290 281 258 243 132 89
Fibrosis Cnl) 313 313 201 286 288 286 214 101
Clmhosis Trt 208 208 198 183 174 142 a2 33
Cuthosis Cnill 220 214 206 202 180 151 8% a2

ExtencicHHALTC, Heypiology 2011
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§ gy Stage 1vs. Stage 2: HR= 3.6 (95% CI:1.6-7), P<0.0001

g Stage 1 vs. Stage 3/4° HR= 13 1 (95% CI-7 4-23), P<0 0001

g gn - Stage 2vs. Stage 3/4: 3.6 (95% C12.2-5.8), P=0.0001
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0

stage 1 vs, Stage 20 HR=2.5(95% CI:1.1-5.7), F=0.03

B0
Stage 1 vs. Stage 34 HR=2.2 (95% C[:1.5-3.3), P<0.0001
—_ Stage 2 vs. Stage 34 HR=1.9 {95% CI:1.1-2.9), P=0.01
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Effeat of pegnterferononoverdl matality in deconpensated HOVArdated cinhosis
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E = ™ NonR P=0.07 J
5 — £
U 0,5 [ [ [ [ [ [ [ [ [ I [ 8 SVR
0 6 12 18 24 30 0.2+ — N\o
Pts at risk months mee 1B
SVR 13 13 13 13 13 13
NonR 48 47 45 43 40 24 0.0+
Crl 59 58 57 52 48 33 l l | | | l |
Fig. 1. Overall survival in responders, non-responders, and untreated patients. 000 1200 2400 3600 4800 60.00 7200

lacchellis. J Hepetol 2007 FU (months)



Inadenceof acdverseeverts duning pegnierferontreatimant

No. of patients (%)

Control (7 — 63)

PEG-IFN + RIB (77 = 66)

Patents with events

Types of events
Ascites
Encephalopathy
Bleeding
Hepatocarcinoma
Infective: total

Severe
Deaths: total
Related to infection

42 (66.6)

15 (23.8)
12 (19)
6 (9.5)
2 (3.2)
9 (14.3)
4 (6.4)
4 (6.3)
2 (3.2)

45 (68.2)

12 (18.2)

8(12.1)
4(6.1)
2:€3)

19 (28.8)
11 (16.6)

S (7.6)
4 (6.1)

No. of patients (9%0)

Control No SVR SVR
(n2 — 59) (72 — 48) i — EX)
Patients with events 52 (88.1) 33 (68.7) 3 €23.1)
Types of events
Ascites 39 (66.1) 22 (45.8) L C7.7)
Encephalopathy 37 (62.7) = L = v | 2(15.4)
Bleeding 18 (30.5) 10 (20.8) O (0)
Hepatocarcinoma 6 (10.1) 5(10.4) 0 (0)
Severe infections 20 (33.9) 12 (25) 1 &72T)
Deaths: total 19 (32.2) 10 (20.8) 0 (0)
Liver failure 18 (30.5) 9 (18.7) O (0)

lacadllis. J Hepetdl 2007
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Effec of viusdonmgjar clinical outooesin ptswithdeconpersated HO\VAdatedcinhosis

Survival probality (96)
0O 10 20 30 40 S0 60 70 80 90O 100

Number at risk

--"J‘r----‘ CP.A'W
--—.-.l @.A.m
:@-WC-W
L
|
laaes
-
CP + BIC  Pixcebo

| Chi Pugh A, HR for visid=0 61 (95% C10.10 o 383), p=058
| o Pugh 8.1 G, MR fot visid=0.38 (35% C10.10 0 091),pe0. 41

| | | 1 1]

0 % ® 4 M 0 %
Weeks

CP-A-Viusid 32 (0) 32 (0) 30 (0) 20 (1) 28 (1) 26 (0) 26
CP-A-Placebo 20 (0) 20 (0) 28 (0) 28 (2) 24 (1) 23 (0) 23
CP-BIC-Viusid 18 (0) 18 (1) 16 (1) 14 (1) 12 (0) 11 (0) 10

CP-BIC-Placebo 21 (1) 20 (1) 19 (1) 18 (1) 17 (4) 11 (2) & CP-BIC-Placebo 21 (1) 20 (2) 18 (3) 15 (4) 10 (3) 6 (3) 3

Vilarycols. BMI 2011
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0O 10 20 30 40 SO 680 70 80 SO 7100

o Chid Pugh A, MR for viusid=0.66 (95% C1023 101.91), p=0.45
1 Chid Pugh B or G, HR for viusids0 51 (5% C10.23 100.96), pe0 047
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Weeks

CP-A-Viusid 32 (0) 32 (1) 30 (1) 28 (1) 27 (2) 24 (1) 28
CP+A-Placebo 20 (0) 20 (1) 27 (0) 27 (4) 21 (3) 20 (0) 20
CP+BIC-Viusid 18 (0) 18 (2) 15 (4 11 (2) 8 (0) 7 (0) 7



Effedt of viusd onmgjar diinical outcaresin ptswith HO\VAdaeted aimhosis

of CP score in at least 2 points {96)

10

Nurnber a risk

Viesd 50 (0) 60 (0) 46 (2) 41 () 3% (2 & (1) 3
Placebo 50 (0) 48 (2) 47 (2) 43 (B) o4 (§) % (4 2

20 30 40 S0 ©0 70 80O

Hazare Rat for Vusid=0.4 (95% C 0.4 o D81),p=0.015

Vilarycols. BMI 2011

B &85!
i
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§°
8 Hazard Ratio for Viusid=0.39 (85% CI 0.15 10 0.82), p=0.042
[-
g
Placebo p==
és- o
30 o
‘88 and Viusid
0. N —
" P
- _gucfeeen:
0 6 @ @ 0 %
Number at risk Wees
Viusd 50 (0) 60 (1) 45 (4) 41 (0) 40 (1) 38 (0)
Placebo 50 (0) 48 (2) 47 (0) 44 (B) 3 (5 28 (2 %



