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Case
* 66 yo veteran with multiple comorbidities including gout

* Recurrent hospital admissions 2/2 gout flares

e Difficult to control with mean SUA 8

* Non compliance
* intolerance to Allopurinol > 100 mg, Febuxostat and Probenecid

e Started Lesinurad 200 mg with Allopurinol 100 mg

e Good tolerance
e Last SUAS.7



Introduction

* Treatment goal SUA
e <6 mg/dl
* <5 mg/dl in severe/ Tophaceous gout

Xanthine oxidase inhibitors (XOlI)
e ULT <
uricosuric agents



Lesinurad

* FDA approved 2015 as Combination treatment with XOl

* Oral selective inhibitor of the URAT1 and OAT4 uric acid (UA)
transporters
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If target SUA cannot be achieved with XOI, a uricosuric or
combining a XOI with a uricosuric should be considered
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EXTENDED REPORT

Lesinurad in combination with allopurinol:

OPENACES 3 randomised, double-blind, placebo-controlled study
in patients with gout with inadequate response to
standard of care (the multinational CLEAR 2 study)
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Lesinurad Combined With Allopurinol

A Randomized, Double-Blind, Placebo-Controlled Study in Gout Patients With
an Inadequate Response to Standard-of-Care Allopurinol (a US-Based Study)
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LSU not significantly superior to ALLO alone in terms of the secondary end points.
safety profile of LSU 200-mg dose was comparable to ALLO alone except for higher incidences of reversible elevations of serum creatinine levels.
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Pharmacodynamic, pharmacokinetic and tolerability

evaluation of concomitant administration of lesinurad
and febuxostat in gout patients with hyperuricaemia
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Study Group

* Phase IB, multicenter, open-label, multiple-dose study of pts with sUA >8 mg/d|

* Febuxostat 40 or 80 mg/day plus Lesinurad 400 or 600 mg/day resulted in 100% of subjects
achieving sUA <6 mg/dl and up to 100% achieving sUA <5 mg/dlI.

e Combination was well tolerated.
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Lesinurad, a Selective Uric Acid Reabsorption Inhibitor,
in Combination With Febuxostat in Patients With
Tophaceous Gout

Findings of a Phase III Clinical Trial
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THE CRYSTAL TRIAL




Screening Period Treatment Period
(35 days) (12 months)
A

Start

febuxostat 80 mg
—_—

Day -35 Day -21 Day -7

N
N
Lesinurad 400 mg + Febuxostat

RANDOMIZE

sUA inclusion criteria: sUA for
28 mg/dl not on ULT stratification only —  Placebo + Febuxostat

26 mg/dl on ULT

>  1°Endpoint Key
Gout flare prophylaxis Month 6 2°Endpoints
(through end of month 5) (SUA <5 mg/dL) Month 12




Table 1. Demographic and baseline clinical characteristics of the study patients, intent-to-treat population™

Placebo plus

Lesinurad 200 mg

Lesinurad 400 mg

febuxostat plus febuxostat plus febuxostat Total
(n=109) (n=106) (n=109) (n=324)
-+ S Ao 2 + ax 2 2t
l&gi;: gg (%) 107 (98 00 (94 02 (93.6 0 (95.4
Race, no. (%)
Asian 6 (5.5) 8 (7.5) 6 (5.5) 20 (6.2)
S(2.3) 14.(13.2) 13119
i 94 (86.2) 80 (7 85 (78.0 9 (799
Other 1(0.9) 4 (3.8) 5 (4.6) 10 (3.3)
Ethnicity, no. (%)
Hispanic/Latino 9 (8.3) 7 (6.6) 5 (4.6) 21 (6.5)
Not Hispanic/Latino 100 (91.7) 99 (93.4) 104 (95.4) 303 (93.5)
Body weight, mean = SD kg 99.4+21.0 110.3 195 988+ 214 99.5 +20.6
Body mass index, mean * SD kg/m2 320+5.6 324+5.6 31.6.£5.7 320*5.6
Duration since gout diagnosis, 152+10.9 158+ 11.0 132+ 10.6 14.7+10.9
mean * SD years
No. of target tophi at baseline, 1:9:21.3 18+13 18212 1:8:x£1:2
mean * SD
Total area of target tophi at baseline, 291.1 £2464 310.1 £227.9 280.3 = 230.3 293.6 =234.6
mean *= SD mm~
No. of gout flares in previous 6.1x5.1 6.9+11.2 70+74 6.7+:8.2
12 months, mean = SD
Gout flare prophylaxis at baseline,
no. (%)
Colchicine 87 (79.8) 95 (89.6) 94 (86.2) 276 (85.2)
NSAIDs 22 (20.2) 9 (8.5) 15 (13.8) 46 (14.2)
Renal function (estimated CrCl)
at baseline, no. (%)
=90 ml/minute 31 (28.4) 37 (34.9) 42 (38.5) 110 (34.0)
60 to <90 ml/minute 53 (48.6) 41 (38.7) 45 (41.3) 139 (42.9)
<60 ml/minute 25 (22.9) 28 (26.4) 22 (20.2) 75 (23.1)
Thiazide/thiazide-like diuretic at 11 (10.1) 15 (14.2) 18 (16.5) 44 (13.6)
celine _pno (07)
Serum UA, mean = SD mg/dl
At screening 88*x15 87+16 8.6*+18 87+1.6
At baseline 5:2x15 5417 5:3:-1.6 5:3+1.6
y comorbidity or disease 80 z ’5.4) m6.4) 2 220 E 2. l;
history (combined), no. (%)
Hypertension 65 (59.6) 70 (66.0) 62 (56.9) 197 (60.8)
Hyperlipidemia 46 (42.2) 42 (39.6) 50 (45.9) 138 (42.6)
Diabetes mellitus 17 (15.6) 21 (19.8) 14 (12.8) 52 (16.0)
Myocardial infarction 7 (6.4) 5@4.7) 7 (6.4) 19 (5.9)
Kidney stones 16 (14.7) 15 (14.2) 11 (10.1) 42 (13.0)




Primar_y m FBX alone (n = 109)
end point W LESU200 mg + FBX (n = 106)
LESU400 mg + FBX (n = 109)
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Figure 2. Proportion of patients achieving serum uric acid (UA) targets of <5.0 mg/dl, <4.0 mg/dl, and <3.0 mg/dl at month 6 and month 12
(intent-to-treat population). The primary end point was the proportion of patients achieving a serum UA level of <5.0 mg/dl at month 6, with non-
responder imputation. * = P << 0.0001; # = P < 0.0001 versus febuxostat (FBX) alone, adjusted for multiple comparisons; 7= P < 0.01 versus febux-
ostat alone, without adjustment for multiple comparisons. LESU = lesinurad.
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== PBO +FBX (n = 51)
=B= LESU200 mg + FBX (n = 39)

LESU400 mg + FBX (n = 51)
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Supplemental Figure. Proportion of patients with a sUA <5.0 mg/dl by visit — Nonresponder imputation (ITT
population subgroup with baseline sUA >5.0 mg/dl).



Secondary end points
|.Tophus resolution 21 target tophus at 12 months:

Lesinurad 200 mg + Lesinurad 400 mg +
Placebo + Febuxostat Febuxostat 80 mg Febuxostat 80 mg

Number of patients

 Complete :

21.1% 25.5% 30.3%

e Partial:

45.9% 49.1% 51.4%

* No statically significant difference



m FBX alone (n = 104)
B LESU200 mg + FBX (n = 100)
LESU400 mg + FBX (n = 104)
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Figure 4. Percentage change in the sum of the areas of all target tophi versus baseline (mm?) at each study visit in the last observation carried
forward imputation (intent-to-treat population). Values are the mean = SEM. = =P <0.05; ===P<0.01 versus febuxostat (FBX) alone.
LESU = lesinurad.




Il. Flares requiring treatment

Lesinurad 200 mg + Lesinurad 400 mg +
Placebo + Febuxostat ~ Febuxostat 80 mg Febuxostat 80 mg

Number of patients

End of 6-12 months:

1.2+2.7 1.4+2.5 0.7£1.2



Table 2. Overall summary of treatment-emergent adverse events and renal-related adverse events (safety population)®

Placebo plus

Lesinurad 200 mg

Lesinurad 400 mg

febuxostat plus febuxostat plus febuxostat
Adverse event category (n = 109) (n = 106) (n=109)
Any TEAE 79 (72.5) 87 (82.1) 90 (82.6
Any TEAE with RCTC toxicity of grade 3 or 4 13 (11.9) 11 (10.4) 11 (10.1)
Any TEAE possibly related to randomized study 22 (20.2) 25 (23.6) 28 (25.7)
medication
Any serious TEAE 10 (9.2) 6 (5.7) 9 (8.3)
Any fatal TEAE 0 1 (0.9) 1 (0.9)
Any TEAE leading to discontinuation of randomized 9 (8.3) 9 (8.5) 15 (13.8)
study medication
Any TEAE leading to study withdrawal 4 (3.7) 7 (6.6) 7(6.4)
Renal-related AEs
| Any renal-related AEs 6 (5.5) 9 (8.5) 11 (10.1) |
Scrious renal-relatcd AES 1 (U.Y) U (U) 2 (L.o)
Acute renal failure 1 (0.9) 0 1 (0.9)
Chronic renal failure 0 0 1 (0.9)
Kidney stones 4 (3.7) 1 (0.9) 2 (1.8)
Serum creatinine elevation
=1.5 times baselinet 3(2.8) 5 (4.7) 1T (10.1)
Cases unresolved at last study visitT 0 | |
=2.0 times baseline 0 (0) 3 (2.8) 6 (5.5)
Cases unresolved at last study visit: 0 | 1




e Serious Cardiovascular events:

Lesinurad 200 mg + Lesinurad 400 mg +
Placebo + Febuxostat ~ Febuxostat 80 mg Febuxostat 80 mg

Number of patients

0.9% 2.8% 3.7%



Conclusion

 Lesinurad in combination with an XOl, is an emerging option for the
treatment of hyperuricemia in adults with gout who have not
achieved target sUA levels with an XOI alone

* Combination with Lesinurad 400 mg is more potent

 Combination with Lesinurad 200 mg achieved SUA <5 within 12
month

* Results were minimally associated with improvements in flares and
tophi resolution

* Regimen with Lesinurad 200 mg was generally well tolerated .



Limitations

* High percentage of pts achieving sUA <5 at randomization

e Relative short study time
* Predominance of males and white race
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