TABLE 87: COMBINED TREATMENT EXPERIENCE

PRESENCE OR
a s z HASIOL SRS AN PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
&) z o n 0 EXFERIENCE CIRRHOSIS (%)
= = < o3 BASELINE
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e 2 g wlE S 3 = e S 3 o O MEANLOGy
2 e i £ - w S 3 g 5 sb5._ (SD)
9 = 5 5¢g e 5z sf 23 2%
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§ © & = o ) o
Studies included in the NMA
SIM12 Median
>
So| 53  PR448 |480(ange | 91 | NA | NA | NA | NA 0 0 0 100 | 79 | 19 0 0 0 0 0 glgd) 570 | 943 6'577(2)'9 0
RGT 2710 67) : :
a SIM12 Median 6.45 (5.4 t0
£ | 15 | PR24-48 | 490(ange | 67 | 100 | NA | NA | NA | 100 0 0 100 | 80 | 20 0 0 0 0 o o 6.7 933 >
Dieterich et RGT 34 to 67) .
al., 2014 Median
£ 110 | M2 g0(tange | 90 | 100 | NA | NA | NA 0 0 100 | 100 | 9 | 10 0 0 0 0 o | o 10 9 6.22(5710
PR48 7.1)
431057)
Median
28 | OGMI2 | o0 ange | 82 | 100 | NA | NA | NA 0 100 0 100 | 8 | 14 0 0 0 0 0 | o | 286 | 714 | 840630
PR48 7.5)
3110 58)
SoF12 | Mean4s Median 6.7
Gane etal., 0 | S92 | (ange3s | 80 | NA | NA | NA | NA | NA NA NA 0 0 0 40 | 60 | 0 0 o | o NA 100 | (range5.7to
2013-1 2 to 53) 7.1)
ELECTRO | 2 SOF12 Mean 46 Median 6.5
N 1 (fange37 | 82 | NA | NA | NA | NA | NA NA NA 0 0 0 3% | 64 | 0 0 o | o NA 100 | (range5.1to
+ PR12
t057) 7.3)
Sg‘; ;t al, o SOF12 Mean 48 Median 7.0
= a
ELECTRO bl 10 + RBV12 (range 30 70 NR NR 0 0 100 0 100 90 10 0 0 0 0 0 0 NA 100 (range 5.6 to
- 0 58) 7.5)
Sg{‘; ;t a SOF12 Mean 49 Median 6.2
2 | 25 (fange22 | 60 | NA | NA | NA | NA | NA NA NA | 100 | 88 | 12 0 0 0 0 o o NA 100 | (range 44 to
ELECTRO | S +RBV12 0%0) )
- .
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PRESENCE OR

@ s z BRAAOL S MNEAN SRS PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
a > z 50 2GERIEES CIRRHOSIS (%)
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3 o 5 2z r oz _ w S Y Z 5~ 5~ (SD)
(@) g w = OR o - < = IS IS
z = = o <= < = E = X~ x =
< < i = g o) o o
g © 2 x o o o
Gane et al.
’ o SOF12
2014-1 2 | 25 | +oviz | MeandS h o l NA I NA | NA | NA | NA NA NA | 100 | 80 | 20 0 0 0 0 o | o NA 100 | Mean59(Sb
ELECTRO | & (SD9.2) 0.9)
£ +RBVI2
Sc?lnzte-; Sl SOFLZ | \1ean 50 Mean 6.9 (SD
2| 9 | +iDvI2 78 | NR | NR | O a 0 100 0 100 | 8 | 11 0 0 0 0 o | o NA 100 :
ELECTRO (SD 13) 0.2)
£ +RBVI2
;5(?{146_; o g 9 +S|f|)3'i/1122 Mean57 | g9 | NR | NR | O a 0 100 0 100 | 78 | 2 0 0 0 0 o | o NA 0 Mean 6.3 (SD
ELECTRO | (SD5.2) 0.8)
£ +RBVI2
Jacobson a SOF12 Mean 54
etal, 2013 | £ | 103 (fange30 | 71 | NR | NA | NA | @ 76 24 3 NR | NR | 35 | 62 | 0 0 o | o 35 65 | 65(SD0.67)
. & +RBVI2
Fusion to 69)
) NR
2 | 135 3@6; , | (NR)B40 | 28 | 0 | 0 0 0 0 0 100 8.1 91.9 6.6 (0.58)
KuMada et z (24 t0 75)
al., 2014
o pcvea | NRNRY
g e D | e00@2to | 45 | 100 | O 0 0 552 | 414 100 126 | 874 6.8 (0.47)
74)
_ PAR/RIT12
Lalezariet | € g +OMB12
aoots SB| B | LD | 482010 66 53 NA | NA | 0 NR NR NR | 100 | 84 | AR 0 0 0 0 0o | o 0 100 6.58 (0.70)
+RBVI2
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PREVIOUS TREATMENT

PRESENCE OR
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o = = s g > S - S 3 0 0 MEAN LOG1o
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o o 5 o 0SS g o < o IRX OIX
pze = s + < S < 0 = g s O =
= ) g [ x
z 3 ] P < o) x x
(&) Y o O (@) O
SOF12+ S| NR
27 | M12+RBV | (NRYS55 | 74 | 100 | 0 0 0 100 0 78 | 2 0 100 6.7 (0.44)
e 12 (2810 67)
’ 14 | SIMI2 (Nggse 58 | 100 | 0 0 0 100 0 71 | 29 0 100 6.7 (0.32)
Lawitz et + SOF12 B
al., 2014 (351068)
oS SOF12+ S NR
B | 27 | MI2+RBV | (NRY57 | 74 | 56 | 0 0 0 56 0 8l | 19 41 59 6.6 (0.52)
£ 12 (36 t0 68)
& SIM12 NR
8| aa | | RS | 7L | 50 | 0 0 0 50 0 79 | 21 50 50 6.7 (0.48)
(47 to 64)
SOFs8 48
20 @W7NR | 70 | 0 | O 0 0 0 0 8 | 15 0 100 6.1(08)
+LDV8
(NR)
" SOF8 50
2 | 21| +DV8 | ALYNR | 57 | O | 0 0 0 0 0 0 | 10 0 100 6(08)
Lawitz et = +RBV8 (NR)
al., 2014 SoF1 46
LONE- 19 ST @eNR | 58 | 0 | 0 0 0 0 0 g9 | 11 0 100 6.1(08)
STAR (NR)
SOF12 | 54(66)
1 iz | oweewy 7| 0 |00 o 37 63 0 95 5 58 ) 6.3(0.5)
2 SOF12
21 | +LDVI2 zﬁ((g,\% 67 | 0 | 10| o0 29 71 76 | 24 52 48 6.2 (0.4)
+RBVI2
) NR
Mannset | § | 205 e | oRyss | a9 | NA | NA | NA NA NA NA 100 16 84 NR
al., 2014 (2010 79)
HALLMAR =
K-DUAL
g | go5 | DCV24 (NRY58 | 54 | 100 | 0 0 1 58 a1 100 31 69 NR
i + ASU24
2310 77)
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@ s z BRAAOL S MNEAN SRS PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
a > z 50 2GERIEES CIRRHOSIS (%)
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= = E 310 VIRAL
a S n $3= -~ = LOAD,
a Y = wlE g > S = S fa 0 O MEANLOGi
2 o ] 2z~ - w S i P 5~ =206~ (SD)
> £ W - 4 - < o I8 GZIS
z = = o < = [~ s xS 2
< < | > < (@) 14 o
g ° 4 x o o o
g NR
[
5 | 235 | DCV24 (NRY6O | 42 | NR | O 0 b 0 0 0 100 47 53 NR
£ + ASU24
& 2410 77)
(&)
g
z | 8 NA | NA | NA | NA | NA NA NA
Pz
SOF12
SO | e0e2 | 100 4 9% 0 0 24 76 6.6 (0.5)
B e8 61 | 19 | NR | NR | 05 0.33
Mizokami
etal, 2015
NA o
z | 8 NA | NA | NA | NA | NA NA NA
3 SOF12
+LDVI2 | 59(95) | 43 100 2 08 0 0 21 79 6.6 (0.5)
o +RBV12
& | e 54 | 26 | NR | NR | 051 0.32
e SOF24 Median
5 |12 S| Gangeyas | 89 | NA | NA | NA | NA | NA NA NA | 1200 | 8 | 10 0 0 15 85 63(0.7)
z (18 to 64)
Molina et > SOF12 Median
a,oo1s | Zo| 19 | S| angey55 | 79 | NA | NA | NA | NA | NA NA NA 0 0 o | 100 | o 5 95 6.7(0.7)
PHOTON- (4110 73)
2 Median .
g | g | SOF4 | hgey55 | 100 | NR | NR | NR | NR | NR NR NR 0 0 o | 100 | o 33 67 Mean (SD):
@ + RBV24 6.4 (0.6)
(3710 67)
Median .
Bo| 57 | SO | anger47 | 67 | NA | NA | NA | NA | NA NA NA 0 0 0 0 | 100 5 95 Mean (SD):
z +RBV24 6.3(0.7)
(2810 57)
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PRESENCE OR

PREVIOUS TREATMENT

@ s z S PERIENCE PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
) = z 5o CIRRHOSIS (%)
S 5 < og BASELINE
5 E = <= VIRAL
< Z w=90
a < 0 g=2 =~ -~ - LOAD,
& 2 = wlE g > S < g 5 9 QO MEANLOG
3 o 5 2z r oz _ w S Y Z 6. 20~ (SD)
0 14 o = o 2 4 < o I G6ZIX
z = = v <= < = = s re 2
< < i = g o) o o
g ° 4 x o o o
Median .
g a0 | S angey49 | 78 | NR | NR | NR | NR | R NR NR 0 0 0 o | 100 | o 0 0 47 53 Mgzn(ésst)’)'
(30 to 66) 3.
Median
> .
So| a1 | ST gangeyd7 | 77 | NA | NA | NA | NA | NA NA NA 0 0 0 0 o | 10| o 0 26 74 Mse:;”(ésgt)))'
(28 0 55) 9.
DCVI2
5 | (A2 %9 %’ © e | 0| o0 0 0 0 0 0 98 71| 27 0 0 0 0 > | o | 100 0 6.36 (0.84)
(4]
z + RBV12
= DCVIZ | 5g (2510
. 57 | +ASUL2 8 | 0 | o 0 0 0 0 0 100 | 70 | 30 0 0 0 0 o | o | 100 0 6.48 (0.62)
Muir et al 75)
o1 +BEC12
UNITY-2 sheutz | eoust
45 | TESUZ §3) °© | 60 | NR | NR | NR | 100 | 178 36 | 44 | 100 | 78 | 22 0 0 0 0 o | o | 100 0 6.65 (0.49)
5 +RBV12
DCVIZ | 59(19t0
45 | +ASUL2 i 77 | NR | NR | NR | 100 | 178 422 | 133 | 100 | 78 | 22 0 0 0 0 o | o | 100 0 6.75 (0.36)
+ BEC12
(4]
NelsonD. | 5 | 101 ez Ziﬁ?g%f 58 | NA | NA | NA | NA | NA NA | NA 0 0 0 o 100 | 0o | o | o | o | 19 81 NR
etal.,
ALLY-3
(Al444-
218) g s | B2 i%(t':';%‘; 63 | NN | NR | NR | NR | 61 14 4 0 0 0 o 100 | 0o | o | o | 0o | 2 75 NR
(0]
= +S§BF\}122 ol (trg";g‘)e 37 | NA| NA| NA | NA | NA NA NA 0 0 o | 100 | o 0 0 o | ¢ 9 91 6.2(0.92)
Omata et =
al., 2014
g e | SO2 ga(t?’;g‘; 59 | NR | N\ | NR | NR 71 NR NR 0 0 o | 100 | o 0 0 o | ¢ 14 86 6.5 (0.66)
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PRESENCE OR

0 s z HAAUIO S T T LI SNT PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
a > z 50 2GERIEES CIRRHOSIS (%)
=) o) < AT BASELINE
% = g <248 VIRAL
a < o 9=z ~ ~ - LOAD,
e 2 < wlE g > 3 e g 8 o O MEANLOGy
2 g u ez g =z 7 = 2 Z O~ 20~ (SD)
(@) o | O o - < ) I X OIX
z = = o < < = E = x>~ zZxw
< < = = e o) x ox
g © 2 g o o o
2 Sim12 NA | NA | NA | NA | NA NA NA
3 + SOF12
62 ( rngn) 66 100 | 100 | NA | NA | NA | NA | NA | NA | NA | 100 NA 6.22 (0.44)
2 oz 10 | NA | NA | NA | NA 10 | NA
Peariman
etal, 2015 | _
> SOF12
5 iy NA | NA | NA | NA NA NA NA
31 55 (mean) | 63 100 | 200 | NA | NA | NA | NA | NA | NA | NA | 100 NA 6.41 (0.59)
o SOF12
g iy 100 | NA | NA | NA NA 100 NA
o DCV12 21.8%
Poordadet | B | 312 | +ASU12 531’;35 (range | gq 0 0 0 0 0 0 0 100 73 27 0 0 0 0 0 0 NA 100.0 < 800,000
Z to 77)
al. etal, +BEC12 IU/mL
2015
UNITY-1 N DOVI2 | oo 9.7%
g | 108 | +asuz | °20 699;’ 62 | NR | NR | NR | 100 | 379 243 | 117 | 100 73 27 0 0 0 0 0o | o NA 100.0 < 800,000
+BEC12 IU/mL
g SOF12
5 cReviz | NA | NA | NA | NA NA NA NA oo
31 ooy | T NA NA | NA | NA | NA | 200 | NA | NA | NA | 23 | 77.419 6
Ruane et o3 SOF12
o 201 2 TRBVL2 100 | © 0 12 29 59 NR
(0]
> SOF24 55 (mean) 6.0 (4.3t0
5 | 2 | hevas | ormas | 6 NA|NA L NA | NA NA NA NA NA NA | NA | NA | NA | 200 NA | NA | NA | 24 | 7586 %)
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PRESENCE OR

a = z BRAAOL S MNEAN SRS PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
4 - = - EXPERIENCE CIRREOSIS ()
=) o) < AT BASELINE
2 B . ot i i
a) = >0Z2 = = = '
e 2 é wlE g > 3 & S a 0 0 MEAN LOGy
2 g i ez r Z i < 2 °F 5. 26- (SD)
O o w (@) o - < [a] I o‘\:’ O E= o‘\:’
Z = s O =r < = E < xS 2T
» < < = = e o} o o
g ° 4 g o o o
o SOF24
X +RB\24 00 | 0 0 26 7 67 NR
[
= SOF12 49 (mean)
S | 68 | L hevio | (atosy | 809 | NA | NA | NA | NA NA NA NA NA NA | NA | 382 | 618 | NA | NA | NA | NA | 103 89.7 6.3+0.60
Sulkowski g SOF24 48 (mean)
oo 2014 | B | M4 Jhmvos | @o1090) | EL6 | NA | NA | NA | NA NA NA NA 100 | 789 | 221 | NA | NA | NA | NA | NA | NA | 44 95.6 6.6+0.83
o SOF24 54 (mean)
B | 4 | JRevas | @aroes | 02 | 100 | NA | NA | NA NR NR NR NA NA | NA | 585 | 415 | NA | NA | NA | NA | 244 75.6 6.5+0.69
Sulkowski g DCV12
o214 | 8 | 41| ysopip | SB(NR) 49 | NA | NA | NA | NA NA NA NA 100 83 17 0 0 0 0 0 | NA | NA 100 6.2 (0.5)
g
5 | % NA | NA | NA | NA NA NA NA
SOF12 58 (mean)
sRBVL2 | (8t074) | NA NA | NA | 100 | NA | NA | NA | NA | NA | 150 84.9 6507
gl a NA | NA | NA | 100 38 14 4
Zeuzemet | £
o 2014 5 | 105 NA | NA | NA | NA NA NA NA
SOF24 48 (mean)
+RBV24 | (19t069) | ©2 NA NA | NA | NA | 200 | NA | NA | NA | NA | 240 76.0 6307
g | 145 NA | NA | NA | 100 38 16 4
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PRESENCE OR
PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
CIRRHOSIS (%)

PREVIOUS TREATMENT
EXPERIENCE
BASELINE
VIRAL
LOAD,
MEAN LOG;o
(SD)

TREATMENT ARM
AGE (YEARS)
MEAN (SD)/ MEDIAN
(RANGE)

%)

w

S 3
b= =
@ <
[a)] |
w )
[a) o
= ¢
O

z

DAA + PR (%)
DAA ONLY
RELAPSE (%)
NULL (%)
PARTIAL (%)
COMBINED/
CIRRHOTIC
(%)
NON-
CIRRHOTIC
(%)

Not Included in the NMA for all SVR

Jacobson
etal., 2013
POSITRO
N

SOF12 Mean 52
207 (range 21 57 NA NA NA NR 5 1 0 0 0 53 47 0 0 0 0 15 85 6.3 (SD 0.77)
+RBV12 0 75)

Combined

GRZ12
+ELB12
(50 mg
q.d.)
GRZ18
+ELB18
sl (50 mg
Lawitz et q.d.)
al, 2015-1 GRZ12
c +ELB12
WORTHY 31 | (50mg | 57.0(70) | 61 | 0 | © o | NA| NA NA NA | 100 | 65 | 32 | NA | NA | NA| NA | NA | 3 100 0 6.53 (0.61)
q.d.)
+RBVI2
GRZ18
+ELB18
2 | (s0mg | 588@82) | 47 | 0 | 0O o | NA| NA NA NA | 100 | 75 | 25 | NA | NA | N\ | NA | NA | NA | 100 0 6.40 (053)
g.d.)
+RBVIS
GRZ12
33 +(5|»50Lr?1}_;2 544(91) | 61 | 100 | 0 0 | NA NA 100 NA | 100 67 33 | NA | NA | NA| NA | NA | NA | 42 58 6.67 (0.42)
g.d.)
GRZ12
+ELB12
32 | (0mg | 52288 | 63 | 100 0 o | NA| NA 100 NA | 100 | 56 | 4 | NA | NA | NA| NA | NA | NA | 34 66 6.64 (057)
g.d.)
+RBVI2
GRZ18
+ELB18

29 59.0 (7.8) 66 0 0 0 NA NA NA NA 100 69 24 NA NA NA NA NA 7 100 0 6.43 (0.61)

58.9 (8.0) 68 0 0 0 NA NA NA NA 100 74 26 NA NA NA NA NA NA 97 3 6.60 (0.53)

Naive

Lawitz et
al., 2015-2
C-
WORTHY

Exp

32 54.3(12.3) 56 100 0 0 NA NA 100 NA 100 53 47 NA NA NA NA NA NA 34 66 6.8 (0.38)
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PRESENCE OR

i s z FREVIOUS TREATMENT PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
a) z e ®n 0 EARERIENCE CIRRHOSIS (%)
=) o) < AT BASELINE
5 E = <=u VIRAL
< % wu=0
Q 5 0 0=s - = - LOAD,
e 2 < wlE g > 3 e g 8 S O  MEANLOGy
2 g | 2z ¥ oz _ W < i g 5. 26 (SD)
(@) g w OR o - < = IS §IX
z = = v <= < = = s re 2
< < i = g o) o o
g ° 4 x o o o
33 | (50mg | 562(10.9) | 48 | 100 @ 0 o | NA | nNA 100 NA | 1200 | 58 | 4 | NA | NA | NA | NA | NA | NA | 36 64 6.81 (0.44)
q.d.)
+RBV18
g
5 | % | parRTi2 NA | NA | NA | NA | NA NA NA
+OMB12
LONe2 | s71(7.0) | 702 00 | 67 | 33 | NA | NA | NA | NA | NA | NA | 100 NA 6.41 (0.62)
Poordadet | | 122 | TRBVI2 100 | NA | NA | NA | 238 615 | 148
al., 2014
TUR-
QUOISEdl | ¢
2 | 74 | pARRIT24 NA | NA | NA | NA | NA NA NA
Pz
tONeey | se5(79) | 703 00 | 703 | 207 | NA | NA | NA | NA | NA | NA | 100 NA 6.53 (0.52)
| o | *RBV 100 | NA | NA | NA | 235 633 | 133
GRZ12 | 510 (2010
85 | +ELBI2 : a7 0o | o o | NA | nNA NA NA | 1200 | 61 | 37 | NA | NA | NA | NA | NA | 2 NA 100 6.21 (0.80)
70)
+RBV12
GRZI12
Sulkowski | |44 | *ELBI2Z 1 520Q4t0 | 5 g | g o | NA| NA NA NA | 1200 | 68 | 32 | NA | NA | NA | NA | NA | NA | NA 100 6.39 (0.56)
etal, > (50 mg 73)
2015-1 C- g q.d.)
WORTHY GRZ8
*ELB8 | 50510
30 | ©Gomg S 60 | 0 | 0 o | NA | NA NA NA | 100 | 100 | NA | NA | NA | NA | NA | NA | NA | NA 100 6.38 (0.73)
q.d.)
+RBVS
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PRESENCE OR

@ s z BRAAOL S MNEAN SRS PREVIOUS RESPONSE GENOTYPE AND SUBTYPE (%) ABSENCE OF
a > z 50 2GERIEES CIRRHOSIS (%)
=) o) < AT BASELINE
by = = <248 VIRAL
[a) _ g >nZ - = > LOAD,
o = = s g > S - S 3 0 0 MEAN LOG1o
3 o 5 2z r oz _ w S Y Z 5~ 5~ (SD)
(@) g w = OR o - < = IS IS
z = = o <= < = E = X~ x =
< < i = g o) o o
g © 2 x o o o
GRZ12
30 +(5'50"an12 44'56(22)2 )l g | 0o | 0 o | NA| NA NA NA | 100 | 73 | 27 | NA | NA | NA| NA | NA | NA | NA 100 6.36 (0.99)
Sulkowski 9
etal, 2 G?aliiz
2015-2 C- g
WORTHY *ELBI2 | 4802710
29 | (50mg S 79 0o | o o | NA| NA NA NA | 100 | 8 | 17 | NA | NA | NA| NA | NA | NA | NA 100 6.34 (0.85)
q.d.)
+RBV12
PAR/
o RIT12
2 | 20 | +omBi2 o o0 0 | NA 0 0 0
) z +DAS12
Sulkowski + RBV12
etal, 2015
RGO 50.9(6.0) | 094 100 | 8 | 13 | NA | NA | NA | NA | NA | NA | 19 81 6.54 (0.57)
SE-I-1a PAR/
N RIT12 +
£ 11| oms 100 | 0 0 | \R 9 45 45
+ DAS12
+RBV12

ASU = asunaprevir; BEC = beclabuvir; DAA = direct-acting antiviral; DAS = dasabuvir; DCV = daclatasvir; ELB = elbasvir; exp = experienced; GRZ = grazoprevir; ITT = intention-to-treat; U = international unit; LDV = ledipasvir; NA = not
applicable; NMA = network meta-analysis; OMB = ombitasvir; PAR = paritaprevir; PR = pegylated interferon plus ribavirin; q.d. = once daily; RBV = ribavirin; RGT = response-guided therapy; RIT = ritonavir; SD = standard deviation; SIM =
simeprevir; SOF = sofosbuvir; SVR = sustained virologic response.

Note: Please refer to Treatment Regimen Nomenclature table for description of dosages.

2 Previous treatment with = 12 weeks PR required to enter the study.

® patients may or may not have been previously treated with PR.

°They further divided into G2a = 58, and G2b = 42.

“They further divided into G2a = 63, and G2b =37.
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