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Treatment group   
placebo     
(N = 20 ) 

2.5 mg qd  
(N = 21) 

5 mg qd  
(N = 14) 

10 mg qd  
(N = 16) 

30 mg qd 
(N = 16) 

total          
(N = 87) 

Male N (%) 13 (65.0) 13 (61.9) 8 (57.1) 13 (81.3) 10 (62.5) 57 (65.5) 
Female N (%) 7 (35.0) 8 (38.1) 6 (42.9) 3 (18.8) 6 (37.5) 30 (34.5) 
Age (years) Median 52 53 54 55 54 54 
 Range 34 – 60 44 – 72 43 – 67 42 – 65 44 – 62 34 –72 
White N (%) 14 (70.0) 18 (85.7) 11 (78.6) 8 (50.0) 11 (68.8) 62 (71.3) 
Black / 
African 
American 

N (%) 4 (20.0) 2 (9.5) 3 (21.4) 7 (43.8) 3 (18.8) 19 (21.8) 

Hispanic 
/Latino 

N (%) 2 (10.0) 1 (4.8) - 1 (6.3) 2 (12.5) 6 (6.9) 

Weight (lb) Mean 
STD 

196          
37 

189          
53 

207          
53 

213          
41 

181          
34 

196 
45 

BMI (kg/m2) Mean 
STD 

30           
5 

29            
7 

32           
7.3 

31            
6 

27            
3 

30 
6 

BMI = body mas , ITT = i o-treat s set, lb = pounds, N = er of pa qd = onc y, s index ntention-t  analysi  numb tients, e dail
STD = standard deviation. 
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. The two patients who had no prior therapy were randomized to 
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gen we ith sub-
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All but two patients had received prior therapy for HCV. Of the 85 patients
who had previous therapy, 84 of these patients had been treated with bot
antiviral therapy (ribavirin and other analogues) and immunotherapy (various 
nterferons)

h 

i
the placebo group.  
 
The relative % changes in ALT in each study phase are provided in Tables 
3 to 5. 
 

Table 3: Relative
 

ALT % change Visit   
placebo 2.5 mg qd 5 mg qd 10 mg qd 30 mg qd 

Week 2 N 18 21 14 16 16 
 median -4.3 -7.6 -20.1 1.5 -5.4 
 range -50 – 52 -41 – 38 -79 – 11 -35 – 43 -23 – 30 
 mean -4.1 -4.3 -18.9 -1.5 -1.0 
 SD 23.6 18.3 22.3 21.6 17.9 
Week 4 N 19 21 14 16 16 
 median -9.8 -1.0 -11.7 0.9 -4.2 
 range -62 – 42 -53 – 48 -36 – 1 -31 – 68 -20 – 42 
 mean -6.9 1.2 -14.7 6.6 1.1 
 SD 26.0 24.6 10.9 25.5 19.3 
Pretreatment value was mean of Screening, Baseline 1, 2, 3, and Week 0 (Day 1). 
ALT = alanine aminotransferase, N = number of patients, qd = once daily, SD = standard deviation. 
Kruskal-Wallis test for overall difference between treatment groups, Week 2 p = 0.2245, Week 4 p = 0.0497. 

Table 4: Relat  Change in  from Pret ent in Op abel Phase 
 

ive %  ALT reatm en-L
A e LT % chang

Visit 
 

2.5   mg qd 5 mg qd 10 mg qd  15 mg bid 30 mg qd  total 

Week 6 N 7 7 14 45 6 79 
 median -4.3 -18.3 -8.9 -12.1 -9.5 -13.4 
 range -37 – 38 -48 – -6 -43 – 71 -57 – 42 -28 – 17 -57 – 71 
 mean 2.7 -19.3 -6.1 -8.4 -9.2 -8.0 
 SD 29.6 13.4 30.8 21.1 17.1 23.0 
Week 8 N 7 6 14 45 5 77 
 median -16.5 -19.6 -8.8 -5.0 -2.6 -8.3 
 range -53 – 49 -35 – -10 -47 – 73 -50 – 173 -20 – 16 -53 – 173 
 mean 1.2 -19.9 -7.0 -3.2 -2.2 -4.7 
 SD 43.1 8.5 31.3 34.2 15.1 32.1 
Week 10 N 6 6 13 42 5 72 
 median 6.0 -21.6 -14.5 -10.5 3.8 -11.4 
 range -26 – 37 -32 – 1 -38 – 128 -56 – 106 -19 – 17 -56 – 128 
 mean 5.4 -19.1 1.5 -6.2 1.6 -4.4 
 SD 32.0 11.3 45.3 27.4 14.0 30.2 
Week 12 N 6 5 13 39 5 68 
 median 8.1 -13.0 -0.3 -12.6 -9.3 -10.9 
 range -26 – 54 -20 – 20 -38 – 134 -62 – 42 -29 – 18 -62 – 134 
 mean 13.3 -8.4 6.7 -12.4 -6.6 -5.8 
 SD 33.4 16.2 46.1 20.0 19.1 28.6 
Pretreatment val mean of ng, Bas  3, and  0 (Day 1).ue was  S enicre e  2,line 1, Week  
ALT = alanine a erase wice dail mber of , qd = onc  SD = stan viation. minotransf , bid = t y, nuN = patients e daily, dard de
Kruskal-Wallis t r overall dif e between t ent groups,  6 p = 0.6 ek 8 p = 0.est fo fer cen r meat  ekWe 70 e6, W 6239, 
Week 10 p = 0. k 12 p = 08. 4095, Wee  0.42
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 5: Rel  Ch  ALT fr reat Open xten ase 
ALT % change  

Visit 
 

10 mg bid 10   mg tid 15 mg bid  total 

Week 16 N 7 7 36 50 
 median -7.9 21.1 -9.8 -8.2 
 range -33 – 45 -28 – 122 -55 – 49 -55 – 122 
 mean -4.8 22.1 -10.4 -5.1 
 SD 25.9 49.5 23.6 30.1 
Week 20 N 6 6 33 45 
 median -14.2 28.4 -14.6 -12.7 
 range -34 – 583 -22 – 121 -42 – 42 -42 – 583 
 mean 101.3 34.5 -11.7 9.5 
 SD 242.6 48.3 22.8 94.4 
Week 24 N 6 5 33 44 
 median -9.6 10.1 -9.4 -9.0 
 range -14 – 255 -42 – 148 -49 – 66 -49 – 255 
 mean 39.1 25.9 -5.6 4.1 
 SD 106.7 73.2 27.7 51.9 
Pretreatment val  mean of S  Baseline 1, 2, eek 0 (Day 1).ue was c ng,reeni  3, W and  
ALT = alanine a erase, bi e daily, N = num ients, qd = onc tid = thrice daminotransf d = twic ber of pat e daily, ily. 
Kruskal-Wallis r overall diffe ween treatm ps, Week 16 p = 1483, Week 20 0388, test fo re e betnc ent ou gr  0. p = 0.
Week 24 p = 0.  4204.
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There was no overall significant change in the ELF marker or TIMP-1 over 
time compared to the pretreatment value, and no difference was observed 
between the different treatment groups.  
 
There was no dose dependent change in MMP-2 mass over time. An 
overall difference was observed between the treatment groups for the 
change from pretreatment to Week 24 (p = 0.0317), with a significant 

ifference betwd
0.0275).  
 
MMP-9 mass and MMP-9 activity slightly increased or decreased with no 
onsistent trend across dose groups c

were seen in the 10 mg tid dose at Week 24 with a significant overall 
difference between the 10 mg tid treatment group and the other groups for 
MMP-9 activity (p = 0.0295). 
 
There wa
A
withdrawal of patients).  
 
In the double-blind phase, the highest frequency of AEs was observed in 
the 10 mg and 30 mg groups followed by placebo. For related AEs, the 
highest frequency was seen in the 10 mg group, followed by the 30 mg 
nd 2.5 mg groups.  a

 

CTS-1027-treated patients reporting such events varied between 14.3% 
and 52.2% across all study phases. 
 

wo patients (4009 andT
aminotransferase levels, followed by a transient fall in HCV-RNA. A third 
patient evidenced less clear-cut changes with a similar pattern (4041; see 
Figure 1). While these observations are anecdotal, they could indicate that 
CTS-1027 is playing a role in overcoming immune tolerance. Sentinel 

minotransferase eleva
human patients who clear the virus spontaneously1. It is also a 
phenomenon seen preceding viral clearance in human hepatitis B 
infection. 
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Figure 1: Pattern of ALT Flares and Reductions 

 
Summary: 
Overall, the three phases of the CTS-1027-01 study have demonstrated 
that: 
• CTS-1027 was well tolerated in the HCV patient population. 
• No clear dose-dependent changes in aminotransferases occurred. 
• No significant changes in inflammation or liver fibrosis markers 

occurred. 
• No significant safety issues were identified. 
• No dose-dependent changes in HCV-RNA were seen. 
• A total of six t once. 

A total of 23 patients normalized AST levels at least once. 
 cumulative dose, given as 15 mg bid, appeared to be the 
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Nu f pamber (%) o tients 
HCV genotype pl  acebo

(N = 20) 
2.5 m  qd g
(N = 21) 

5 m qd g 
(N = 14) 

10 m qd g 
(N = 16) 

30 m qd     g 
(N = 16) 

to        tal
(N = 87) 

1 - - - - 1 (6.3) 1 (1.1) 
1 other 4 (20.0) 1 (4.8) - - 1 (6.3) 6 (6.9) 
1a 9 (45.0) 11 (52.4) 5 (35.7) 11 (68.8) 8 (50.0) 44 (50.6) 
1b 7 (35.0) 6 (28.6) 6 (42.9) 4 (25.0) 5 (31.3) 28 (32.2) 
2a - 1 (4.8) - 1 (6.3) - 2 (2.3) 
2b - 1 (4.8) - - - 1 (1.1) 
3a - 1 (4.8) 2 (14.3) - 1 (6.3) 4 (4.6) 
3d - - 1 ) (7.1 - - 1 (1.1) 
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