AT-527, a purine nucleotide prodrug, exhibits potent pan-genotypic antiviral activity
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AT-527 is a novel modified guanosine nucleotide prodrug inhibitor of the hepatitis C virus (HCV) 1

NS5B polymerase, with a favorable and highly differentiated antiviral profile compared to Mean AT-273 Plasma PK vs. Time AT-273Trough
sofosbuvir (SOF) (1,2). AT-527 was well tolerated in healthy subjects and non-cirrhotic (NC) ;
HCV-infected subjects, with similar plasma pharmacokinetics (PK) between the populations (3). 0 ] "
AT-527 exhibited profound genotype (GT)-independent antiviral activity following 550 mg (free v w %
base) QD dosing for 7 days in NC GT1lb and NC GT3 HCV-infected subjects (4). Despite the ?EJ w v 5 nﬁw
approval of multiple DAA regimens, treatment of cirrhotic subjects remains challenging. Here we E -1 - -
report the safety, PK and antiviral activity of AT-527 in cirrhotic HCV-infected subjects in c ‘E é” 0
comparison to NC subjects. 2 - § fo s 0 Placebo n=6)
M et h O d S o _EI -2 g z 3 A 138 mg NC GT1b (n=6]
::: > 2 £° ;E Y © 0 275 mg NC GT1b (n=6)
+ Treatment-naive subjects with Child-Pugh A (CPA) cirrhosis and HCV RNA = 5 log,, received S 2 550 mg NC.GT1 (16}, GT3 (n=6), 56 " - SEomgNECTID (e ST el E“ ZE:Z:::EEE:HJ’
open-label AT-527 550 mg QD for 7 days. HCV-infected subjects with GT 1, 2, 3, 4, 5 or 6 were o3 550 mg cirhotic GTb (1=3], 2 (n=1), 3 n=2), 55 0 AU H 0 550 mg irthotic GT1b (n=3]
eligible. Cirrhosis was confirmed by Fibroscan® > 12.5 kPa. o~ . . - e £ + SSomg cirhotic 612 (01
< Plasma levels of AT-273, nucleoside metabolite of the active triphosphate (TP) of AT-527, were T ’ ‘ ) rime ) * ” " . < 550 mg cirhotic 6T3 (n=2)
measured using LC-MS/MS; HCV RNA was quantified using COBAS® AmpliPrep/TagMan® HCV = 4 NCeNomcinhotic 5 —ritted
Test v2.0 with a limit of quantitation (LOQ) of 15 [U/mL. s *a 38 g AUC range
< Data for cirrhotic subjects are summarized with comparison to previously reported data obtained . PK Param et_ers for AT-273 at Steady-State =215 mg AUC range
from NC GT1b and NC GT3 subjects who received the same dose and duration of AT-527. ) Last Dose After Multiple Doses of AT-527 550 mg S0 mgAUCrange
> As PK was not impacted by GT, subjects with differing GTs were pooled based on cirrhosis l 1
status for the PK analysis. . A;U(L:T )
- . . n m X
» Data obtained from the previously reported lower dose cohorts were used in the E_,,, model. O 1 2 3 4 5 6 7 8 9 10 11 12 (ng ) . : : : | :
R e S u I t S Days Post First Dose NC (n=12) 248+77.3 4.0 (4.0-6.0) 2978+818 28.4+15.7 44.3+14.1 0 1000 2000 I a0 5000
- T (ng/m!
Demog raph ics 6— 550 mg NC GT1b —&— 550 mg NC GT3 —&— 550 mg cirrhotic NCCi:hoti.c: :]n=.6) 255+95.4 6.0 (4.0-6.0) 3569+1214 24.4+9.81 70.1+18.2 NCNomeinhotc
Non-cirthoti =Non-cirrhotic < Enax model predicts AT-273 exposures 2 2000 ng/mLxh will result in maximal viral load
AT-527 550 mg x 7 days NC=Non-cirrhotic Values are reported as mean * SD, except tor T,,, where median (range) is reported. remdaaction of at least 4 log after 7 days of QD dosing with AT-527.
NC GT1b NC GT3 Cirrhotic Maximum HCV RNA Change # AT-511, the free base of AT-527, was rapidly and well absorbed with estimated fraction < 550 mg dose results in AT-273 AUC, consistently above this exposure threshold.
(N=6) (N=6) (N=6) absorbed approximating 50% based on urinary recovery (data not shown). > Lower bound of 95% C.I. excludes 2000 ng/mLxh
AT-527 550 mg x 7 days % AT-273, the nucleoside metabolite of the active TP, exhibited dose-proportional plasma PK
Age, mean yrs (range) 45 (29-62) 38 (30-44) 53 (39-63) Vs Ped e pp— = GQS y p— with a long half-life supporting QD dosing. prop P CO n C I u S i O n S
: NC GT1 NC GT irrhotic . .
Weight, mean kg (range) 68.8 (57.1-94.0) 75.3 (59.8-94.2) 80.7 (65.0-105.0) (logyo IU/ML) ) (N=6) I(N:6)I « Upon repeat QD dosing of AT-527, steady state of AT-273 was reached after 3-4 days in
each of the cohorts. R . . . . .
Male/Female, n 2/4 6/0 2/4 S _ _ _ _ _ % As in non-cirrhotic subjects, AT-527 550 mg was well tolerated after multiple
Mean+SD 4.4+0.712 4.5+0.262 4.6+0.485 % PK of AT-273 was similar in non-cirrhotic and cirrhotic subjects. . . . . . .
. 3 2 2 doses in Child-Pugh A cirrhotic HCV-infected subjects.

GT1: 4.0% 4.0,4.5

PK/PD Analysis . . . . . . . - .
HCV RNA, mean log,, 1U/mL Individual PR i‘é’ 1";’ ‘;g’ GT2: 5.0 e ) y i bt ) % As in non-cirrhotic subjects, rapid and potent pan-genotypic antiviral activity was
(range) 6.1(5.5-6.5) 6.5(5.6-7.2) 6.4 (5.7-7.3) R > GT3: 4.8,5.2 - observed in HCV-infected subjects with cirrhosis (including cirrhotic subjects with
Genotype 1b/2/3, n 6410/0 0/0/6 34/1/2 #Undetermined sub-type. | - GT3 infection), with mean HCV RNA reducpon of 2.4 log,, IU/mL after a single
e dose and mean maximum HCV RNA reduction of 4.6 log,, IU/mL after 7 days of
ALT, mean U/L (range) 45.7 (10-79) 87.8 (46-170) 425 (24-63) i HiH dosing with AT-527 550 mg.
SIS, Izen [l (g 5.2 2949 5.9 {-5-1140) 2045 {eHEe ) o . . . . < PK in cirrhotic subjects was similar to non-cirrhotic subjects.
Two subjects (one NG and one cirrhotic) had GT1 wiundetermined sub-type % In CPA cirrhotic HCV-infected subjects, mean maximum HCV RNA reduction was 4.6 log,,
) ype: IU/mL after 7 days of dosing with AT-527 550 mg. These results were similar to those : HE s PK/PD analysis indicated that antiviral activity correlated with plasma exposure of

%

+» Compared to NC subjects, HCV-infected subjects with cirrhosis were older with higher previously observed in the NC cohorts, with mean maximum HCV RNA reductions of 4.4 N | +. " +

; : AT-273.
baseline Fibroscan® results. logy, IU/mL for NC GT1b and 4.5 log,, IU/mL for NC GT3. " o _ _ _
% NC GT3-infected subjects and cirrhotic subjects had slightly higher baseline viral loads. < Similar to the NC cohorts, viral load reduction was rapid with a mean HCV RNA reduction T e e © W & m ox om o wm omom o omom » From the first dose of AT-527, plasma levels of the nucleoside metabolite
of 2.4 log,, IU/mL after the first dose in cirrhotic subjects. AR @ M CHED) - ESGTID —HCVRNANC GTI AT @ MZZICHES0)  ECOSGTIB | —HOVRNAImot ST AT-273 exceeded its ECy: in inhibiting replicons containing HCV GT1b,
Safety Summar % AT-527 exhibited equally potent antiviral activity regardless of genotype or cirrhosis erNeREole) (T et PR 072) GT2 or GT3 constructs of clinical isolates, leading to profound early viral
status response
AT-527 550 mg x 7 days i i .
Most common AEs (reported 2 I o . . . . .
in > 1 subject), n (%) NC GT1b NC GT3 Cirrhotic ; S ¥ Eax model!ng demonstrated that a dose of 550 mg QD will result in maximal viral
' (N=6) (N=6) (N=6) load reduction.
Blood cholesterol increased 2 (33) 2(33) 1 17) Individual HCV RNA After Multiple Doses of AT-527 550 mg HAE M AR | % These data support Phase 2 clinical development of AT-527.
Blood triglycerides increased 1(17) 1(17) 1(17) ’ Non-cirrhotic GT1b ’ Non-cirrhotic GT3 ’ Cirrhotic . + ; 3. I
Platelet count decreased 0 0 2 (33) ) . , o , , N References
Tirme (k) Time (h)

+ No serious adverse events, dose-limiting toxicities or premature discontinuations
% Comparable safety across cohorts
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. ECgys of AT-511 in inhibiting replicons containing
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