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 Cli ni c al St u d y R e p o rt S y n o p sis  

 Dr u g S u b st a n c e  V eri n ur a d / R D E A 3 1 7 0  

 St u d y C o d e  D 5 4 9 5 C 0 0 0 0 2  

 E diti o n N u m b er  1. 0  

 D at e  3 0  A u g ust 2 0 2 2  

 E u dr a C T N u m b er  2 0 1 8 -0 0 4 0 7 9 -1 1  

 N C T N u m b er  N C T 0 3 9 9 0 3 6 3  

 

 

A P h a s e 2 b, M ulti c e nt r e, R a n d o mis e d, D o u bl e -bli n d, 
Pl a c e b o -c o nt r oll e d St u d y of Ve ri n u r a d  a n d All o p u ri n ol i n P ati e nts 
wit h C h r o ni c Ki d n e y Dis e as e a n d H y p e r u ri c a e mi a ( S A P P HI R E)  

  
St u d y d at es:  First s u bj e ct e nr oll e d: 2 8 A u g ust 2 0 1 9  

L ast s u bj e ct l ast visit: 2 2 N o v e m b er 2 0 2 1  

T h e a n al ys e s pr es e nt e d i n t hi s r e p ort ar e b as e d o n a cli ni c al 
d at a l o c k d at e of 1 7 D e c e m b er 2 0 2 1 

P h a s e of d e v el o p m e nt:  T h er a p e uti c e x pl or at or y (II)  

 

I nt e r n ati o n al C o -o r di n ati n g I n v esti g at o r:   
 

 
 

 

 

 

S p o ns o r’ s R es p o nsi bl e M e di c al Offi c e r:   
 

 
 

 

  

T his st u d y w as p erf or m e d i n c o m pli a n c e wit h G o o d Cli ni c al Pr a cti c e, i n cl u di n g t h e ar c hi vi n g of ess e nti al 
d o c u m e nts.   
 
T his s u b mis si o n / d o c u m e nt c o nt ai ns tr a d e s e cr ets a n d c o nfi d e nti al c o m m er ci al i nf or m ati o n, dis cl o s ur e of w hi c h 
is pr o hi bit e d wit h o ut pr ovi di n g a d v a n c e n oti c e t o Astr a Z e n e c a a n d o p p ort u nit y t o o bj e ct.  
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r a n d o mi s e d i n a 1: 1: 1: 1: 1 r ati o t o hi g h, i nt er m e di at e or l o w d os e of v eri n ur a d pl us all o p uri n ol, 

all o p uri n ol , or pl a c e b o.  

 

 

  

As of Pr ot o c ol V ersi o n 5. 0 ( P A 5) a n d f oll o wi n g a pr e -s p e cifi e d i nt eri m a n al ysis i n 

S e pt e m b er  2 0 2 0, t h e st u d y d esi g n w as m o difi e d t o i n cl u d e a n e w d osi n g r e gi m e n. P ati e nts 

pr e vi o usl y all o c at e d t o t h e l o w d os e v eri n ur a d pl u s all o p uri n ol gr o u p w er e t o s wit c h t o 

tr e at m e nt wit h 2 4 m g v eri n ur a d pl us 3 0 0 m g all o p uri n ol. As a c o ns e q u e n c e of P A 5, t h e st u d y 

p o p ul ati o n c o ul d r e c ei v e t h e f oll o wi n g n o mi n al tr e at m e nt:  

1  Hi g h d os e: v eri n ur a d 1 2 m g pl us all o p uri n ol 3 0 0 m g  

2  I nt er m e di at e d os e (I nt er. d os e): v eri n ur a d 7. 5 m g pl us all o p uri nol 3 0 0 m g  

3  L o w d os e: v eri n ur a d 3 m g pl us all o p uri n ol 3 0 0 m g  

4  S wit c h d os e ( S wit c h d os e P A 5): v eri n ur a d 3 m g pl us all o p uri n ol 3 0 0 m g u p t o V 9 t h e n 
v eri n ur a d 2 4 m g pl us all o p uri n ol 3 0 0 m g  

5  All o p uri n ol al o n e ( All o p uri n ol): 3 0 0 m g  

6  Pl a c e b o.  

T a r g et p o p ul ati o n a n d s a m pl e si z e  

P ati e nts wit h c hr o ni c ki d n e y dis e as e ( C K D). C hr o ni c ki d n e y dis e as e as d efi n e d i n t h e Ki d n e y 

Dis e as e: I m pr o vi n g Gl o b al O ut c o m es g ui d eli n es a s a b n or m aliti es i n ki d n e y str u ct ur e or 

f u n cti o n pr es e nt f or > 3 m o nt hs. P ati e nts s h o ul d h a v e r e c ei v e d b a c k gr o u n d st a n d ar d of c ar e 

tr e at m e nt f or al b u mi n uri a a n d/ or t y p e 2 di a b et es m ellit us ( T 2 D M) a n d b e e n tr e at e d a c c or di n g 

t o l o c all y r e c o g nis e d g ui d eli n es, as a p pr o pri at e, a n d m et t h e f oll o wi n g crit eri a: 

7  S er u m uri c a ci d (s U A) ≥ 6. 0  m g/ d L at s cr e e ni n g  

8  Esti m at e d g l o m er ul ar filtr ati o n r at e ( e G F R) ≥ 2 5 m L/ mi n/ 1. 7 3  m 2  ( C K D-E PI f or m ul a) at 
s cr e e ni n g  

9  M e a n uri n ar y al b u mi n t o cr e ati ni n e r ati o ( u A C R) b et w e e n 3 0  m g/ g a n d 5 0 0 0  m g/ g 
i n cl usi v e. 

T h e esti m at e d s a m pl e si z e of 1 4 5 p ati e nts p er ar m (i niti al d osi n g r e gi m e n) yi el d e d 8 0 % p o w er 

t o d et e ct a 2 5 % r e d u cti o n i n u A C R f or t h e hi g h d o s e of v eri n ur a d + all o p uri n ol c o m p ar e d t o 

pl a c e b o (tr e at m e nt diff er e n c e of a p pr o xi m at el y -0. 2 9 o n t h e n at ur al l o g s c al e) at t h e 2 -si d e d 

al p h a l e v el of 0. 1, ass u mi n g a st a n d ar d d e vi ati o n of 1. 0 o n t h e n at ur al l o g -s c al e.  

A t ot al of 7 2 5 p ati e nts ( 1 4 5 p ati e nts p er ar m [i niti al d osi n g r e gi m e n]) w er e pl a n n e d t o b e 

r a n d o mi s e d.  

C CI
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I n v esti g ati o n al p r o d u ct a n d c o m p a r at o r(s): d os a g e, m o d e of a d mi nist r ati o n, a n d b at c h 
n u m b e rs  

V e ri n u r a d o r m at c hi n g pl a c e b o c a p s ul e s: 3, 7. 5, or 1 2 m g t o b e t a k e n, o n c e d ail y. P ati e nts 

fr o m 3 m g d os e w h o w er e s wit c h e d t o 2 4 m g d os e r e c ei v e d 2 4 m g as t w o 1 2 -m g c a ps ul es. 

M a n uf a ct ur er: Astr a Z e n e c a A B.  

B at c h n u m b ers:  

a.  V eri n ur a d 3 m g:  

b.  V eri n ur a d 7. 5 m g:  

c.  V eri n ur a d 1 2 m g:  

d.  V eri n ur a d pl a c e b o:  

All o p u ri n ol ( 1 0 0 a n d 2 0 0 m g f o r u p -tit r ati o n, o r 3 0 0 m g) o r m at c hi n g pl a c e b o o r al 

t a bl et: o n c e d ail y. M a n uf a ct ur er:  

B at c h n u m b ers:  

e.  All o p uri n ol 1 0 0 m g:    

f. All o p uri n ol 3 0 0 m g:  

g.  All o p uri n ol pl a c e b o f or 1 0 0 m g:  

h.  All o p uri n ol pl a c e b o f or 3 0 0 m g:  

D u r ati o n of t r e at m e nt  

B ef or e Pr ot o c ol V ersi o n 5. 0:  

I niti all y pl a n n e d t o b e 1 0 8 w e e ks. D uri n g t h e first 3 m o nt hs, st u d y tr e at m e nts w er e u p -titr at e d 

as d es cri b e d i n t h e t a bl e b el o w:  

 
St e p 1 - tit r ati o n 

( v e ri n u r a d/ all o p u ri n ol) 

St e p 2 - tit r ati o n 

( v e ri n u r a d/ all o p u ri n ol) 

St e p 3 - t a r g et d o s e 

( v e ri n u r a d/ all o p u ri n ol) 

Hi g h D o s e ( m g)  3/ 1 0 0  7. 5/ 2 0 0  1 2/ 3 0 0  

I nt er. D o s e ( m g) 3/ 1 0 0  7. 5/ 2 0 0  7. 5/ 3 0 0  

L o w D o s e ( m g)  3/ 1 0 0  3/ 2 0 0  3/ 3 0 0  

All o p uri n ol al o n e ( m g)  0/ 1 0 0  0/ 2 0 0  0/ 3 0 0  

Pl a c e b o ( m g)  0/ 0  0/ 0  0/ 0  

Aft er Pr ot o c ol V ersi o n 5. 0:  

F oll o wi n g t h e i m pl e m e nt ati o n of t h e a m e n d m e nt, all p ati e nts di s c o nti n u e d t h er a p y aft er 

6 0  w e e ks ( Visit 1 0).  

St atisti c al m et h o d s  

I n t h e m ai n a n al ysis of U A C R at V 8, a r e p e at e d m e as ur es mi x e d m o d el ( M M R M) w as 

a p pli e d, w h er e l o g( u A C R) d e p e n d e d o n t h e fi x e d c at e g ori c al eff e cts of r a n d o mi s e d tr e at m e nt, 

visit, di a b et es m ellit us st at u s ( y e s/ n o) at b as eli n e, al b u mi n uri a st at us at b as eli n e, N -t er mi n al 

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI

C CI
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natriuretic peptide status at baseline, use of sodium-glucose transport protein 2 
inhibitor (yes/no) at baseline, and treatment-by-visit interaction, as well as the continuous 
fixed covariate of baseline log(uACR) and its baseline-log(uACR)-by-visit interaction. The 
least squares mean (LSMean) change from baseline to 6 months (V8) in the log (uACR) was 
calculated by treatment (High dose and Placebo) with its 95% confidence interval (CI). The 
LSMeans difference between the 2 treatments (High dose vs Placebo) was calculated with its 
95% CI. A p-value for a test of no the treatment difference between High dose and Placebo 
was calculated. The above LSMeans change from baseline (and the 95% CI) for each of the 
2 treatments was exponentiated to yield the geometric mean ratio from baseline for each 
treatment with its 95% CI at the original scale of uACR. Percent change from baseline with 
95% CI for each of the 2 treatments was in turn to be derived from the geometric estimated 
mean ratio, and CI. The LSMeans difference between High dose and Placebo (and it's 95% 
CI) was also exponentiated to yield the geometric mean ratio between the two treatments at 
V8 and its 95% CI at the original scale of uACR. 

A sensitivity analysis was conducted using a multiple-imputation analysis with an assumption 
of an unconditional jump to placebo arm for off-treatment subjects. 

Each of the 7 other analyses (High dose and Inter. dose combined vs Allopurinol alone, Inter. 
dose vs Placebo, Low dose vs Placebo, High dose vs Allopurinol, Inter. dose vs Allopurinol, 
Low dose vs Allopurinol, and Allopurinol vs Placebo) were to be carried out exactly as the 
main analysis. 

Study population 
A total of 1149 patients were enrolled in 205 study centres across 12 countries.  

Eight hundred and sixty-one patients were randomised to receive treatment: 172 patients, in 
each of the High dose and Inter. dose groups, 173 patients (out of which 37 later switched to 
double-capsule regimen and formed the Switch dose PA5 group) in the Low dose group, 171 
patients in the Allopurinol group, and 173 patients in the Placebo group. 

Details on disposition are given in the table below: 
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T a bl e  S 2  S u bj e ct dis p ositi o n ( All s u bj e cts)  

 

N u m b e r ( %) of s u bj e cts  

Hi g h d o s e  I nt e r. d os e  L o w d os e c  

S wit c h d os e 

P A 5 d  All o p u ri n ol  Pl a c e b o  T ot al  

S u bj e cts pr e -s cr e e n e d a        2 2 1 9  

S u bj e cts s cr e e n e d/ e nr oll e d        1 1 4 9  

S u bj e cts w h o s cr e e n f ail e d         2 7 1  

 

S u bj e cts r a n d o mis e d   1 7 2 ( 1 0 0. 0)   1 7 2 ( 1 0 0. 0)   1 7 3 ( 1 0 0. 0)    3 7 ( 1 0 0. 0)   1 7 1 ( 1 0 0. 0)   1 7 3 ( 1 0 0. 0)   8 6 1 ( 1 0 0. 0)  

S u bj e cts w h o w er e r a n d o mis e d 

a n d n ot tr e at e d  

   0     0     1 ( 0. 6)     0     0     0     1 ( 0. 1)  

S u bj e cts w h o w er e r a n d o mis e d 

a n d tr e at e d  

 1 7 2 ( 1 0 0. 0)   1 7 2 ( 1 0 0. 0)   1 7 2 ( 9 9. 4)    3 7 ( 1 0 0. 0)   1 7 1 ( 1 0 0. 0)   1 7 3 ( 1 0 0. 0)   8 6 0 ( 9 9. 9)  

 

S u bj e cts w h o si g n e d i nf or m e d 

c o n s e nt f or P A 5  

  4 9 ( 2 8. 5)    5 5 ( 3 2. 0)    4 7 ( 2 7. 2)    3 7 ( 1 0 0. 0)    4 9 ( 2 8. 7)    5 2 ( 3 0. 1)   2 5 2 ( 2 9. 3)  

S u bj e cts w h o r e c ei v e d 

tr e at m e nt u n d er P A 5 

  4 0 ( 2 3. 3)    4 6 ( 2 6. 7)    3 7 ( 2 1. 4)    3 7 ( 1 0 0. 0)    3 6 ( 2 1. 1)    4 2 ( 2 4. 3)   2 0 1 ( 2 3. 3)  

 

S u bj e cts w h o c o m pl et e d 

tr e at m e nt 

 1 1 9 ( 6 9. 2)   1 2 3 ( 7 1. 5)   1 1 8 ( 6 8. 2)    3 6 ( 9 7. 3)   1 1 8 ( 6 9. 0)   1 2 2 ( 7 0. 5)   6 0 0 ( 6 9. 7)  

S u bj e cts w h o di d n ot c o m pl et e 

tr e at m e nt 

  5 3 ( 3 0. 8)    4 9 ( 2 8. 5)    5 4 ( 3 1. 2)     1 ( 2. 7)    5 3 ( 3 1. 0)    5 1 ( 2 9. 5)   2 6 0 ( 3 0. 2)  

S u bj e cts w h o c o m pl et e d st u d y   1 3 7 ( 7 9. 7)   1 4 3 ( 8 3. 1)   1 3 1 ( 7 5. 7)    3 4 ( 9 1. 9)   1 4 5 ( 8 4. 8)   1 4 7 ( 8 5. 0)   7 0 3 ( 8 1. 6)  

L o w D o s e: V eri n ur a d 3 m g + All o p uri n ol 3 0 0 m g; I nt er. D o s e: V eri n ur a d 7. 5 m g + All o p uri n ol 3 0 0 m g; 
Hi g h  D o s e: V eri n ur a d  1 2 m g + All o p uri n ol 3 0 0 m g; All o p uri n ol: All o p uri n ol 3 0 0 m g; 
S wit c h  D o s e  P A 5:  V eri n ur a d 2 4 m g + All o p uri n ol 3 0 0 m g.  
a  Si g n e d t h e pr e -s cr e e ni n g i nf or m e d c o n s e nt.  
b  Si g n e d t h e s cr e e ni n g i nf or m e d c o ns e nt.  
c  C o nt ai ns all s u bj e cts r a n d o mi z e d t o t h e l o w d o s e gr o u p i n cl u di n g t h o s e t h at l at er s wit c h e d t o V eri n ur a d 2 4 m g 
+ All o p uri n ol 3 0 0 m g.  
d  C o nt ai ns all s u bj e cts r a n d o mi z e d t o t h e l o w d o s e gr o u p t h at l at er s wit c h e d t o V eri n ur a d 2 4 m g + All o p uri n ol 
3 0 0 m g.  

 dis c o nti n u e d tr e at m e nt a n d di d n ot c o m e i n f or f ut ur e vi sits aft er A pril 2 0 2 1. T h e r e a s o n f or 
tr e at m e nt dis c o nti n u ati o n w a s r e c or d e d as l o st t o f oll o w-u p. T his s u bj e ct w a s l at er c o nt a ct e d b y p h o n e i n O ct o b er 
2 0 2 1 a n d p er m o nit or d e cisi o n, r e a s o n f or st u d y di s c o nti n u ati o n w as r e c or d e d as n o n -c o m p li a n c e wit h st u d y 
dr u g.  

 w a s r e c or d e d as dis c o nti n ui n g tr e at m e nt wit h r e a s o n l o st t o f oll o w-u p. T his s u bj e ct w a s l at er 
c o nt a ct e d i n D e c e m b er 2 0 2 0 a n d t h e r e a s o n f or st u d y dis c o nti n u ati o n w a s r e c or d e d as ot h er, k n o w n t o b e ali v e.  
P A 5  Pr ot o c ol a m e n d m e nt 5.  

T h e d e m o gr a p hi cs w er e r e pr es e nt ati v e of t h e i nt e n d e d st u d y p ati e nt p o p ul ati o n as d efi n e d b y 

pr ot o c ol eli gi bilit y crit eri a a n d w er e g e n er all y b al a n c e d b et w e e n r a n d o mi s e d tr e at m e nt 

gr o u ps. M e a n a g e ( S D) w as 6 5. 3 y e ars ( 1 0. 8). Si xt y -s e v e n p oi nt z er o p er c e nt of p ati e nts w er e 

m al e, a n d, 7 2. 2 % w er e W hit e.  

I n g e n er al, t h e dis e as e c h ar a ct eristi cs w er e w ell b al a n c e d a cr oss t h e tr e at m e nt gr o u ps  wit h n o 

cli ni c all y m e a ni n gf ul diff er e n c es b et w e e n gr o u ps i n t er ms of C K D eti ol o g y .  

P P D

P P D
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Overall, 82.1% of the population had T2DM, 79.2% of the population had an 
eGFR < 60 ml/min/1.73m2 and median uACR was 217.0 mg/g (range: 7 to 7767 mg/g). 

Summary of efficacy results 
Primary endpoints: 

The first test of the multiple testing procedure performed on the change from baseline in 
uACR for High dose vs Placebo reached statistical significance on level 0.1 (p = 0.0648). The 
second test of the High dose and Inter. dose vs Allopurinol, p = 0.6296, did not. As a 
consequence, the last comparison, Allopurinol vs Placebo, is not statistically significant even 
if the p-value (p = 0.0263) is well below 0.1. 

At Visit 8, changes from baseline in uACR were 13.99% (95% CI: -3.35, 34.44) in the High 
dose group compared to 37.34% (95% CI: 16.59, 61.79) in the Placebo group. The geometric 
mean ratio for the comparison between group was 0.8300 (95% CI: 0.6810, 1.012), in favour 
of the High dose group, compared with the Placebo group. At the pre-specified significance 
level of 0.1, the difference between treatments was statistically significant (p = 0.0648). 

The results of the sensitivity analysis of uACR change from baseline at 6 months were 
consistent with those of the primary analysis, with a geometric mean ratio for the comparison 
between group of 0.8558 (95% CI: 0.6980,1.049) vs 0.8300 (95% CI: 0.6810, 1.012) in the 
main analysis. 

Change from baseline in uACR at Visit 8 - Comparisons vs Placebo 
The percent change in uACR from baseline in the Placebo group was 37.34% (95% CI: 16.59, 
61.79). In the active groups the following changes from baseline in uACR at Visit 8 were 
observed: 14.95% (95% CI: -1.85, 34.62) in the Inter. dose group, 16.72% (95% CI: -0.62, 
37.10) in the Low dose group, and 9.89% (95% CI: -6.64, 29.36) in the Allopurinol group. 
The geometric mean ratios were 0.8369 (95% CI: 0.6887, 1.017) for the Inter. dose vs Placebo 
comparison (p = 0.0735), 0.8499 (95% CI: 0.6984, 1.034) for the Low dose vs Placebo 
comparison (p = 0.1041), and 0.8001 (95% CI: 0.6573, 0.9739) for the Allopurinol vs Placebo 
comparison (p = 0.0263). 

Change from baseline in uACR at Visit 8 - Comparisons vs Allopurinol 
The percent change from baseline in the Allopurinol group was 9.89% (95% CI: -6.64, 29.36). 
The geometric mean ratios were 1.037 (95% CI: 0.8506, 1.265) for the High dose vs 
Allopurinol comparison (p = 0.7174), 1.046 (95% CI: 0.8603, 1.272) for the Inter. dose vs 
Allopurinol comparison (p = 0.6517), and 1.062 (95% CI: 0.8725, 1.293) for the Low dose vs 
Allopurinol comparison (p = 0.5474). One additional comparison was performed by pooling 
High and Inter. dose groups resulting in a geometric mean ratio of 1.043 (95% CI: 0.8793, 
1.237) for the High and Inter. dose vs Allopurinol comparison (p = 0.6296). Results for pooled 
High and Inter. dose groups were then similar to High dose group results. 
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Secondary endpoints: 

At Visit 10, an increase from baseline in uACR was observed in both Switch dose PA5 and 
Placebo groups (Placebo group being comprised of patients who switched to double capsule 
placebo): 17.26% (95% CI: -9.85,52.52) in the Switch dose PA5 group compared to 15.42% 
(95% CI: -6.07,41.83) in the Placebo group. The geometric mean ratio for the comparison 
between group was 1.016 (95% CI: 0.7437,1.388), showing a greater worsening in the Switch 
dose PA5 group compared to the Placebo group.  

At Visit 8, the percent change from baseline in sUA was -2.52% (95% CI: -8.54, 3.91) in the 
Placebo group. In the active groups, the following decreases from baseline in sUA were 
observed: -50.30% (95% CI: -53.38, -47.02) in the High dose group, -43.36% 
(95% CI: -46.76, -39.75) in the Inter. dose group, -40.57% (95% CI: -44.18, -36.73) in the 
Low dose group. The geometric mean ratios were 0.5098 (95% CI: 0.4701, 0.5528) for the 
High dose vs Placebo comparison, 0.5810 (95% CI: 0.5362, 0.6295) for the Inter. dose vs 
Placebo comparison, and 0.6096 (95% CI: 0.5623, 0.6609) for the Low dose vs Placebo 
comparison. All nominal p-values for these comparisons were < 0.0001.  

At Visit 8, the percent change from baseline in sUA was - 39.27% (95% CI: -43.01, -35.29) in 
the Allopurinol group. Both High dose and Inter. dose groups had a numerically greater 
decrease from baseline in sUA compared to the decrease observed for Allopurinol 
group: -50.30% (95% CI: -53.38, -47.02) in the High dose group and -43.36% 
(95% CI: -46.76, -39.75) in the Inter. dose group. The geometric mean ratios were 0.8184 
(95% CI: 0.7544, 0.8878) for the High dose vs Allopurinol comparison (p <0.0001) and 
0.9327 (95% CI: 0.8604, 1.011) for the Inter. dose vs Allopurinol comparison (p = 0.0901). 
Low dose induced a similar decrease from baseline in sUA (-40.57% [95% CI: -44.18, -
36.73]) compared to Allopurinol. The geometric mean ratio was 0.9786 (95% CI: 0.9024, 
1.061) (p = 0.6003). A decrease in sUA was greater in the Allopurinol group than in the 
Placebo group. The geometric mean ratio was 0.6229 (95% CI: 0.5744, 0.6755) (p <0.0001).  

At Visit 10, a numerically greater decrease from baseline in sUA was observed in the Switch 
dose PA5 group compared to the Placebo group: -48.39% (95% CI: -53.96, -42.15) in the 
Switch dose PA5 group compared to -6.85% (95% CI: -14.61,1.61) in the Placebo group. The 
geometric mean ratio for the comparison between group was 0.5540 (95% CI: 0.4825, 
0.6362), showing a greater improvement in the Switch dose PA5 group over the Placebo 
group. 

No relationship between uACR reduction from baseline at Visit 8 and verinurad dose was 
observed whereas sUA reduction from baseline was observed to be greater following higher 
doses of verinurad: -40.57% (95% CI: -44.18, -36.73), -43.36% (95% CI: -46.76, -39.75) 
and -50.30% (95% CI: -53.38, -47.02) reductions were observed following low, iInter. and 
high dose, respectively. 
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T h er e w er e n o o b vi o us eff e cts or diff er e n c es i n a n y c o m p aris o n f or c h a n g e fr o m b as eli n e i n 

e G F R at V isit 8 a n d Visit 1 0. N o c h a n g es fr o m b as eli n e at Visit 8 a n d Visit 1 0 w er e r e p ort e d 

f or S-cr e ati ni n e.  

At Visit 8, a gr e at er i n cr e as e fr o m b as eli n e i n P -c yst ati n C w as o bs er v e d i n t h e I nt er. d os e 

gr o u p c o m p ar e d t o t h e Pl a c e b o gr o u p: 5. 2 8 % ( 9 5 % CI: 2. 5 0, 8. 1 4) i n t h e I nt er. d os e gr o u p 

c o m p ar e d t o 1. 4 0 % ( 9 5 % CI: -1. 3 9, 4. 2 8) i n t h e Pl a c e b o gr o u p. T h e g e o m etri c m e a n r ati o f or 

t h e c o m p aris o n b et w e e n I nt er. d os e a n d Pl a c e b o gr o u ps w as 1. 0 3 8 ( 9 5 % CI: 1. 0 0 5, 1. 0 7 3), 

p  =  0. 0 2 3 8. T h er e w er e n o diff er e n c es i n a n y of t h e ot h er c o m p aris o ns at Visit 8. At Visit 1 0, 

t h er e w er e n o diff er e n c es i n a n y gr o u p c o m p ar e d t o b as eli n e.  

S u m m a r y of s af et y r es ults  

T h er e w er e mi n or diff er e n c es i n t h e d ur ati o n of e x p os ur e b et w e e n gr o u ps, wit h m e di a n 
d ur ati o n of e x p os ur e r a n gi n g fr o m 4 1 7. 0 d a ys i n t h e Hi g h d os e gr o u p t o 4 2 1. 0 d a ys i n t h e 
Pl a c e b o gr o u p. I n t h e L o w d os e gr o u p ( S wit c h ers i n cl u d e d), t h e m e di a n d ur ati o n of e x p os ur e 
w as sli g htl y i nf eri or ( 3 3 9. 5 d a ys), d u e t o t h e f a ct t h at l o w d os e d ur ati o n w a s m e as ur e d u p u ntil 
t h e ti m e of s wit c hi n g d os es f or p ati e nts r a n d o mi s e d t o t h e S wit c h d os e P A 5 gr o u p. F or t h e 
S wit c h d os e P A 5 gr o u p, t h e d ur ati o n w as m e as ur e d st arti n g fr o m t h e d at e t h e p ati e nts 
s wit c h e d d os es. D u e t o t h e s h ort er d ur ati o n of o b s er v ati o n ( 1 3 w e e ks), t h e e x p os ur e i n d a ys 
w as l o w er t h a n i n t h e ot h er gr o u ps ( m e di a n: 9 2. 0 d a ys).  

W h e n l o o ki n g at t h e s af et y r es ult s, a n d s o m e effi c a c y r es ult s ( e g,  a n d 
i n ci d e n c e of s u bj e cts r e a c hi n g a 4 0 % r e d u cti o n i n e G F R), r e p ort e d i n t his cli ni c al st u d y 
r e p ort, o n e s h o ul d b e ar i n mi n d t h e s h ort er d ur ati o n of e x p os ur e f or t h e S wit c h d os e P A 5 
gr o u p, a n d t o a l ess er e xt e nt, f or t h e L o w d os e gr o u p.  

N o n e w s af et y c o n c er ns w er e i d e ntifi e d d uri n g t h e st u d y. A s u m m ar y of a d v ers e e v e nts ( A E) 

b y c at e g or y is pr es e nt e d b el o w:  

T a bl e  S 3  N u m b e r of S u bj e cts wit h A d v e rs e E v e nts i n A n y C at e g o r y, I n -St u d y 
( S af et y A n al ysi s S et)  

 N u m b e r ( %) of s u bj e ct s a  

A E c at e g or y  

Hi g h D o s e  
( N = 1 7 2) 

I nt er. D o s e 
( N = 1 7 2) 

L o w D o s e b  
( N = 1 7 2) 

S wit c h D o s e P A 5 c  
( N = 3 7) 

All o p uri n ol  
( N = 1 7 1) 

Pl a c e b o  
( N = 1 7 3) 

A n y A E   1 2 4 ( 7 2. 1)   1 2 5 ( 7 2. 7)   1 2 1 ( 7 0. 3)     9 ( 2 4. 3)   1 2 3 ( 7 1. 9)   1 2 8 ( 7 4. 0)  

A n y S A E  (i n cl u di n g e v e nts 

wit h o ut c o m e = d e at h)    3 6 ( 2 0. 9)    3 9 ( 2 2. 7)    4 0 ( 2 3. 3)     4 ( 1 0. 8)    4 2 ( 2 4. 6)    3 5 ( 2 0. 2)  

A n y A E wit h o ut c o m e = 
d e at h    1 4 ( 8. 1)     8 ( 4. 7)    1 3 ( 7. 6)     1 ( 2. 7)    1 0 ( 5. 8)    1 1 ( 6. 4)  

A n y A E l e a di n g t o 
dis c o nti n u ati o n of I P    2 7 ( 1 5. 7)   2 5 ( 1 4. 5)    2 3 ( 1 3. 4)     0    3 0 ( 1 7. 5)    2 5 ( 1 4. 5)  

A n y A E l e a di n g t o d o s e 
r e d u cti o n    1 ( 0. 6)     3 ( 1. 7)     1 ( 0. 6)     0     3 ( 1. 8)     1 ( 0. 6)  

L o w  D o s e:  v eri n ur a d  3  m g  +  a ll o p uri n ol 3 0 0  m g  

C CI
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Inter. Dose: verinurad 7.5 mg + allopurinol 300 mg 
High Dose: verinurad 12 mg + allopurinol 300 mg 
Allopurinol: allopurinol 300 mg; Switch Dose PA5: verinurad 24 mg + allopurinol 300 mg. 
a Subjects with multiple events in the same category are counted only once in that category. Subjects with events 
in more than 1 category are counted once in each of those categories. 
b Contains events for all subjects randomized to the low dose group while on the low dose (i.e. prior to switching 
or if never switching). 
c Contains events for all subjects randomized to the low dose group occurring after switching to Verinurad 24 mg 
+ Allopurinol 300 mg. 
This table includes adverse events with an onset date on or after date of visit 3 until the day of last attended sched
uled visit. 
Percentages are based on the total numbers of subjects in the treatment group (N). 
AE Adverse event; IP Investigational product; 
N Number of subjects in treatment group; PA5 Protocol amendment 5; SAE Serious AE. 

The proportion of patients with AEs and serious adverse events (SAEs) was balanced between 
the treatment groups, except in the Switch PA5 group (13 weeks of exposure). The 
Allopurinol group presented the highest incidence of SAEs, AEs leading to investigational 
product discontinuation, and AEs leading to dose reduction. 

The percentage of AEs with an outcome of death ranged from 4.7% in the Inter. dose group to 
8.1% of the patients in the High dose group. In the Low dose (while on a single-capsule 
regimen) and Switch dose PA5 groups, AEs with an outcome of death occurred in 7.6% and 
2.7% of patients, respectively.  

The incidence of AEs leading to discontinuation of either study treatment was similar across 
the following groups: 15.7% of the patients in the High dose group, 14.5% in the Inter. Dose 
group, 17.5% in the Allopurinol group, and 14.5% in the Placebo group. In the Low dose 
(while on a single-capsule regimen) and Switch dose PA5 groups, AEs leading to 
discontinuation of either study treatment occurred in 13.4% and 0.0% (none) of patients, 
respectively. 

Conclusions 

 In the current study, verinurad was exclusively administered in combination with 
allopurinol. No new safety concerns were identified in the study.  

 At a level of 0.1, a statistically significant difference between the High dose group and 
the Placebo group was observed in change from baseline in uACR at 6 months (V8) 
but that significant difference could be explained by a momentary, transient increase in 
uACR in the Placebo group at 6 months (V8). No differences were observed between 
any of the Verinurad groups and Allopurinol group. 

All active treatment groups showed a greater decrease of sUA compared to placebo at 6 
months (V8). Higher doses of verinurad resulted in greater sUA reductions at 6 months (V8). 




