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•  P r ot o c ol n u m b e r : 1 5 6- 1 3- 2 1 0 

•  D o c u m e nt titl e:  A P h as e 3 b, M ulti -c e nt er, R a n d o miz e d - wit h dr a w al, 

Pla c e b o -c o ntr olle d, D o u ble - bli n d, P ar allel -gr o u p Trial t o C o m p ar e t h e 

Effic a c y a n d S af et y of T ol v a pt a n ( 4 5 t o 1 2 0 m g/ d a y, S plit -d os e) i n S u bj e cts 

wit h C hr o nic Ki d n e y Dis e as e B et w e e n L at e St a ge 2 t o E arl y St a ge 4 D u e t o 

A ut os o m al D o mi n a nt P ol y c ystic Ki d n e y Dis e as e  

•  V e rsi o n n u m b e r : A m e n d m e nt 3  

•  D at e of t h e d o c u m e nt : 2 6 M ar c h 2 0 1 5  

•  N C T n u m b e r : N C T 0 2 1 6 0 1 4 5 



Ots u k a P h ar m a c e uti c al
D e v el o p m e nt & C o m m er ci ali z ati o n, I n c.

I n v esti g ati o n al M e di ci n al Pr o d u ct
T ol v a pt a n ( O P C - 4 1 0 6 1)

R E VI S E D C LI NI C A L P R O T O C O L

A P h as e 3 b, M ulti- c e nt er, R a n d o mi z e d -wit h dr a w al, Pl a c e b o -c o ntr oll e d, D o u bl e -bli n d, 
P ar all el -gr o u p Tri al t o C o m p ar e t h e Effi c a c y  a n d S af et y of T ol v a pt a n (4 5 t o 1 2 0 m g/ d a y , 

S plit -d os e) i n S u bj e cts wit h C hr o ni c Ki d n e y  Dis e as e B et w e e n L at e St a g e 2 t o E arl y  
St a g e 4 D u e t o A ut os o m al D o mi n a nt P ol y c y sti c Ki d n e y Dis e as e

Pr ot o c ol N o. 1 5 6- 1 3- 2 1 0
I ND N o. 7 2, 9 7 5 E u dr a C T N o. 2 0 1 4- 0 0 0 2 2 6- 3 8

C O N FI D E N TI A L – P R O P RI E T A R Y I N F O R M A TI O N

Cli ni c al D e v el o p m e nt P h as e: 3 b

S p o ns or: Ots u k a P h ar m a c e uti c al D e v el o p m e nt &
C o m m er ci ali z ati o n, I n c.
2 4 4 0 R es e ar c h B o ul e v ar d
R o c k vill e, M ar y l a n d 2 0 8 5 0 , U S A

S p o ns or R e pr es e nt ati v es:

P h o n e :  F a x:  
E -m ail: 

P h o n e:  F a x:  
E- m ail: 

P h o n e:  F a x:  
E- m ail: 

I m m e di at el y R e p ort a bl e E v e nt  Cli ni c al S af et y a n d P h ar m a c o vi gil a n c e
P h o n e:  ; F a x:  

Iss u e D at e: 1 2 F e b r u ar y 2 0 1 4
D at e of A d mi nistr ati v e C h a n g e 1: 2 1 F e br u ar y  2 0 1 4
D at e of A m e n d m e nt 1 : 3 1 M ar c h 2 0 1 4
D at e of A d mi nistr ati v e C h a n g e 2: 2 5 J u n e 2 0 1 4
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D at e of A m e n d m e nt 2: 2 6 N o v e m b er 2 0 1 4
D at e of A m e n d m e nt 3: 2 6 M ar c h 2 0 1 5
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Pr ot o c ol S y n o p si s 

N a m e of S p o ns or:  Ots u k a P h ar m a c e uti c al 
D e v el o p m e nt & C o m m er ci ali z ati o n, I n c.
N a m e of I n v esti g ati o n al M e di ci n al Pr o d u ct:  
T ol v a pt a n ( O P C - 4 1 0 6 1)

Pr ot o c ol # 1 5 6- 1 3- 2 1 0
I ND # 7 2, 9 7 5
E u dr a C T #  2 0 1 4- 0 0 0 2 2 6- 3 8

Pr ot o c ol Titl e: A P h as e 3 b, M ulti -c e nt er, R a n d o mi z e d -wit h dr a w al, Pl a c e b o -
c o ntr oll e d, D o u bl e -bli n d, P ar all el -gr o u p Tri al t o C o m p ar e t h e 
Effi c a c y  a n d S af ety of T ol v a pt a n ( 4 5 t o 1 2 0 m g/ d a y, 
S plit -d os e) i n S u bj e cts wit h C hr o ni c Ki d n e y Dis e as e B et w e e n 
L at e St a g e 2 t o E arl y St a g e 4 D u e t o A ut os o m al D o mi n a nt 
P ol y c y sti c Ki d n e y Dis e as e

Cli ni c al P h as e/ Tri al 
T y p e:

P h as e 3 b/ T h er a p e uti c us e

Tr e at m e nt I n di c ati o n: A ut os o m al D o mi n a nt P ol y c ysti c Ki d n e y  Dis e as e ( A D P K D)
O bj e cti v e(s): Pri m ar y : T o c o m p ar e t h e effi c a c y  of t ol v a pt a n tr e at m e nt i n 

r e d u ci n g t h e c h a n g e i n esti m at e d gl o m er ul ar filtr ati o n r at e 
(e G F R ) fr o m pr e-tr e at m e nt b as eli n e t o p ost-tr e at m e nt 
f oll o w-u p, as c o m p ar e d wit h pl a c e b o, i n s u bj e cts wit h l at e -
st a g e c hr o ni c ki d n e y  dis e as e (C K D ) d u e t o A D P K D w h o 
t ol er at e t ol v a pt a n d uri n g a n i niti al r u n-i n p eri o d.

S e c o n d ar y :  T o c o m p ar e t h e effi c a c y  of t ol v a pt a n tr e at m e nt i n 
r e d u ci n g t h e d e cli n e of a n n u ali z e d e G F R sl o p e, as c o m p ar e d 
wit h pl a c e b o, i n s u bj e cts wit h l at e -st a g e C K D d u e t o A D P K D
w h o t ol er at e t ol v a pt a n d uri n g a n i niti al r u n -i n p eri o d.

T o c o m p ar e o v er all a n d h e p ati c s af et y of t ol v a pt a n wit h
pl a c e b o a n d t o c o m p ar e i n ci d e n c e of A D P K D c o m pli c ati o ns 
( o ut c o m es) d uri n g t h e tri al.
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Tri al D esi g n: M ulti -c e nt er, ra n d o mi z e d -wit h dr a w al, pl a c e b o -c o ntr oll e d, 
d o u bl e -bli n d, p ar all el -gr o u p tri al:

S cr e e ni n g p eri o d ( 1- 2 w e e k s):  S cr e e ni n g p eri o d m a y  b e 
e xt e n d e d u p t o a n a d diti o n al 8 w e e ks f or s u bj e cts w h o r e q uir e 
m o difi c ati o n of m e di c al c a r e s p e cifi c all y f or t his tri al.  T his 
m a y  i n cl u d e, f or ex a m pl e, st a bili zi n g a nti -h y p ert e nsi v e 
r e gi m e ns f or s u bj e cts dis c o nti n ui n g di ur eti cs or “ w as h-o ut ” of 
ot h er i n v esti g ati o n al a g e nts. Pr eli mi n ar y  eli gi bilit y f or t h e 
tri al will b e i niti all y ass ess e d usi n g t h e s u bj e cts’ hist ori cal 
l a b or at or y or i m a gi n g d at a. Eli gi bilit y  will b e c o nfir m e d b y 
t h e m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ 2 pr e-
tr e at m e nt, c e ntr al-l a b s er u m cr e ati ni n e ass ess m e nts ( c oll e ct e d 
at l e ast 2 4 h o urs a p art) . T h e fi n al s cr e e ni n g visit o n D a y  - 4 3 
will n ot b e s c h e d ul e d u ntil l a b or at or y  r es ults fr o m t h e s e c o n d 
s cr e e ni n g visit ( V 2) ar e r e c ei v e d a n d e v al u at e d.  T h e e G F R 
v al u es will b e esti m at e d b as e d o n t h e C hr o ni c Ki d n e y  Dis e as e-

E pi d e mi ol o g y  ( C K D-E PI) f or m ul a ( e G F RC K D- E PI , h ere aft er
r ef err e d t o as e G F R). C o nfir m ati o n of A D P K D di a g n osis 
( usi n g t h e m o difi e d P ei-R a vi n e crit eri a) m a y  r e q uir e 
c o nfir m at or y  i m a gi n g.

Pl a c e b o r u n -i n p eri o d ( 1 w e e k):  Su bj e cts will b e gi v e n 
pl a c e b o ( as a si n gl e-bli n d “s h a m ” 1 5/ 1 5 m g d os e) in a d ail y  
s plit d os e of a si n gl e 0 m g t a bl et u p o n a w a k e ni n g a n d a n ot h er 
0 m g t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er ( a b br e vi at e d 0/ 0 
m g), i n a f or m i d e nti c al t o t ol v a pt a n t a bl ets.  B l o o d will b e 
dr a w n o n c e o n t h e l ast d a y of t h e r u n-i n p eri o d ( D a y - 3 6) f or 
effi c a c y  a n d s af ety m e as ur es .  S u bj e cts u n a bl e t o t ol er at e t h e 
pl a c e b o d os e r e gi m e n will b e c o nsi d er e d “ R u n -i n f ail ur es ”,
will c o m pl et e a n e n d of tr e at m e nt ( E o T x) visit a n d b e f oll o w e d 
u p aft er 7 d a y s b y p h o n e c all t o ass ess a ny o n g oi n g a d v ers e 
e v e nts ( A Es ).

T ol v a pt a n titr ati o n p eri o d ( 2 w e e ks):  S u bj e cts will b e gi v e n a 
s plit d os e of 3 0/ 1 5 m g t ol v a pt a n (si n gl e-bli n d) wit h u p w ar d 
titr ati o n e v er y 3 t o 4 d a ys t o 4 5/ 1 5 m g, 6 0/ 3 0 m g, u p t o a 
m a xi m u m d os e of 9 0/ 3 0 m g p er d a y  o v er 2 w e e ks.  S u bj e cts 
w h o ar e u n a bl e t o t ol er at e at l e ast 6 0/ 3 0 m g of d ail y  t ol v a pt a n 
will b e c o nsi d er e d “ R u n -i n f ail ur es” a n d will c o m pl et e a n 
E o T x visit a n d b e f oll o we d u p aft er 7 d a y s b y p h o n e c all t o 
ass ess a n y o n g oi n g A Es .  S u bj e cts will h a v e bl o o d dr a w n o n 
t h e l ast d a y of t his p eri o d f or effi c a c y a n d s af ety m e as ur es.

Tri al D esi g n, c o nt.: T ol v a pt a n r u n -i n p eri o d ( 3 w e e ks):  S u bj e cts w h o t ol er at e t h e 
t ol v a pt a n 6 0/ 3 0 m g or 9 0/ 3 0 m g d aily d os e r e gi m e n will e nt er 
t h e t ol v a pt a n r u n-i n p eri o d (si n gl e-bli n d) at t h e t ol er at e d d os e 
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f or 3 a d diti o n al w e e ks.  E x c e pt f or m a n a g e m e nt of A Es, n o 
d os e a dj ust m e nt will b e p er mitt e d.  S u bj e ct s u n a bl e t o t ol er at e 
at l e ast 3 w e e ks of d ail y t ol v a pt a n tr e at m e nt at 6 0/ 3 0 m g or 
hi g h er will b e c o nsi d er e d “ R u n -i n f ail ur es” a n d will c o m pl et e 
a n E o T x visit a n d b e f oll o w e d u p aft er 7 d a y s b y p ho n e c all t o 
ass ess a n y o n g oi n g A Es .  D uri n g t h e l ast 2 w e e ks of t his 
p eri o d, bl o o d will b e dr a w n 2 ti m es o n s e p ar at e d a ys ( at l e ast 
2 4 h o urs a p art) , i n cl u di n g t h e l ast d a y of t h e r u n-i n p eri o d, f or 
effi c a c y  a n d s af ety m e as ur es.

D o u bl e- bli n d, r a n d o mi z e d tr e at m e nt p eri o d ( 1 2 m o nt hs) :  O nl y  
s u bj e cts w h o r e a c h t h e e n d of t h e t ol v a pt a n r u n -i n p eri o d a n d 
ar e a bl e t o t ol er at e t ol v a pt a n 6 0/ 3 0 m g or 9 0/ 3 0 m g d ail y “f or 
t h e r est of t h eir li v es ” ar e eli gi bl e t o e nt er t his p eri o d.   
R a n d o mi z ati o n will b e 1: 1, t ol v a pt a n t o pl a c e b o.   Su bj e cts will 
b e str atifi e d b y t h eir b as eli n e e G F R , at a t hr es h ol d of  

, a n d b y a g e ( 5 5 or > 5 5 y e ars ol d).  
S u bj e cts will als o b e str atifi e d b y  t hr e e t ot al ki d n e y v ol u m e 
( T K V) crit eri a .  
P ost -r a n d o mi z ati o n, t h e m a xi m all y-t ol er at e d d os e of t ol v a pt a n 
est a blis h e d d uri n g t h e r u n- i n p eri o d, or t h e e q ui v al e nt as 
m at c hi n g pl a c e b o t a bl ets, will b e dis p e ns e d a c c or di n g t o t h e 
s u bj e ct’s r a n d o mi z ati o n o ut c o m e.  If c o nti n u e d t ol er a bilit y  
b e c o m es a n iss u e, s u bj e cts m a y  titr at e d o w n w ar d t o 4 5/ 1 5 m g 
(or 3 0/ 1 5 m g , wit h m e di c al m o nit or a p pr o v al) or t e m p or arily 
i nt err u pt tr e at m e nt as n e e d e d.  R et ur n t o hi g h er d os es is als o 
all o w e d.   S u bj e cts w h o dis c o nti n u e I M P b ef or e t h e M o nt h 1 2 
visit will c o m pl et e a n E o T x visit, w hi c h s h o ul d b e s c h e d ul e d 
as s o o n as p ossi bl e aft er t h e s u bj e ct’s l ast d os e of 
i n v esti g ati o n al m e di ci n al pr o d u ct (I M P) a n d c o m pl et e t h e 
f oll o w-u p p eri o d .

F oll o w -u p p eri o d ( 3 w e e ks):   F or all r a n d o mi z e d s u bj e cts t h e 
f oll o w-u p p eri o d st arts i m m e di at el y aft er t h e l ast d os e of I M P.  
N o f oll o w - u p ass ess m e nts will b e t a k e n d uri n g t h e first w e e k 
of t his p eri o d . D uri n g t h e l ast 2 w e e ks, D a y s 8 t hr o u g h 2 1, 
i n cl usi v e, 3 f oll o w- u p visits will b e s c h e d ul e d. T h e l ast 
f oll o w- u p visit will i n cl u d e m e as ur e m e nts of effi c a c y  a n d 
s af et y.  S u bj e cts will h a v e bl o o d dr a w n at e a c h visit .  
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S u bj e ct P o p ul ati o n: T his tri al will r a n d o mi z e a p pr o xi m at el y  1 3 0 0 t ol v a pt a n n aï v e 
s u bj e cts wit h A D P K D.  M al e a n d f e m al e a d ults will b e 
e nr oll e d, fr o m 1 8- 5 5 y e ars of a g e wit h e G F R b et w e e n 2 5 a n d 

6 5 m L / mi n/ 1. 7 3 m
2 
o r 5 6 t o < 6 6 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 4 4 m L / mi n/ 1. 7 3 m
2 
( wit h e vi d e n c e of A D P K D 

pr o gr essi o n a n d m e di c al m o nit or a p pr o v al). O nl y s u bj e cts 
t ol er ati n g a si n gl e-bli n d r u n -i n p eri o d of t ol v a pt a n ( 6 0/ 3 0 m g 
p er d a y  or 9 0/3 0 m g  p er d a y) will b e r a n d o mi z e d, t o li mit 
s u bs e q u e nt wit h dr a w al d u e t o l a c k of t ol er a bilit y .

I ncl usi o n/ E x cl usi o n 
Crit eri a:

M ai n i n cl usi o n crit eri a:

 e G F R b et w e e n 2 5 a n d 6 5 m L / mi n/ 1. 7 3 m
2

( 1 8 t o 5 5 y e ars

of a g e ) or e G F R b et w e e n 2 5 a n d 4 4 m L / mi n/ 1. 7 3 m
2

( 5 6 t o 
< 6 6 y e ars of a g e w it h e vi d e n c e of A D P K D p r o g r essi o n, 
i e, e G F R d e cli n e of > 2. 0 m L/ mi n/ 1. 7 3 m 2 p e r y e a r
b as e d o n hist o ri c al e G F R d at a a n d m e di c al m o nit o r 
dis c r eti o n .

 T ol v a pt a n n aï v e .

 Di a g n osis of A D P K D b y m o difi e d P ei - R a vi n e crit eri a

 Wit h f a mil y  hi st or y: s e v er al c ysts p er ki d n e y ( 3 if b y 
s o n o gr a p h y, 5 if b y c o m p ut e d t o m o gr a p h y or m a g n eti c 
r es o n a n c e i m a gi n g).

 Wit h o ut f a mil y  hi st or y: 1 0 c ysts p er ki d n e y ( by a n y  
r a di ol o gi c m et h o d a b o v e ) a n d e x cl usi o n of ot h er c ysti c 
ki d n e y dis e as es . C o n diti o ns t o b e e x cl u d e d i n cl u d e: 
m ulti pl e si m pl e r e n al c ysts, r e n al t u b ul ar a ci d osis, 
c y sti c d ys pl asi a of t h e ki d n e y, m ulti c ysti c ki d n e y, 
m ultil o c ul ar c y sts of t h e ki d n e y, m e d ull ar y c ysti c 
ki d n e y  a n d a c q uir e d c ysti c dis e as e of t h e ki d n e y.

 Dis tri b uti o n a n d n u m b er of c ysts c o nsist e nt wit h t h e 
o bs er v e d l e v el of r e n al f u n cti o n d efi cit.

M ai n e x cl usi o n crit eri a:
 N e e d f or c hr o ni c di ur eti c us e.

 H e p ati c i m p air m e nt or li v er f u n cti o n a b n or m aliti es ot h er 
t h a n t h at e x p e ct e d f or A D P K D wit h t ypi c al c y sti c l i v er 
dis e as e d uri n g t h e pr e -r a n d o mi z ati o n p eri o d.

 S u bj e cts wit h a d v a n c e d di a b et es ( e g, gl y c o s y l at e d 
h e m o gl o bi n [ H g b A 1 c ] > 7. 5, a n d/ or gl y c os uri a b y  di psti c k, 
si g nifi c a nt pr ot ei n uri a, r eti n o p at h y ), e vi d e n c e of a d diti o n al 
si g nifi c a nt r e n al dis e as e(s) (i e, c urr e ntl y a cti v e gl o m er ul ar 
n e p hriti d es ), r e n al c a n c er, si n gl e ki d n e y, or r e c e nt ( wit hi n 
l ast 6 m o nt hs ) r e n al s ur g er y, or a c ut e ki d n e y i nj ur y.
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Tri al Sit e(s): A p pr o xi m at el y 2 2 0 e nr olli n g sit es i n cl u d i n g, b ut n ot li mit e d 
t o, t h e f oll o wi n g r e gi o ns:  N ort h A m eri c a, S o ut h A m eri c a, 
E ast er n E ur o p e, W est er n E ur o p e , Asi a, a n d A ustr ali a .

I n v esti g ati o n al 
M e di ci n al Pr o d u ct(s), 
D os e, D os a g e 
r e gi m e n, Tr e at m e nt 
p eri o d, F or m ul ati o n, 
M o d e of 
A d mi nistr ati o n:

T ol v a pt a n t a bl ets ( 1 5 or 3 0 m g) or m at c hi n g pl a c e b o will b e 
self -a d mi nist er e d or all y a s s plit -d os e r e gi m e ns, o n c e u p o n 
a w a k e n i n g a n d a n ot h er a p pr o xi m at el y  8 t o 9 h o urs l at er.
D os es will b e e x pr ess e d as e arl y d os e/ l at e d os e ( e g, 6 0/ 3 0 m g ).  
Pl a c e b o will b e a d mi nist er e d t o all s u bj e cts d uri n g t h e pl a c e b o 
r u n-i n p eri o d as a si n gl e - bli n d “s h a m ” 1 5/ 1 5 m g d os e.  
T ol v a pt a n r e gi m e ns i n cl u d e 3 0/ 1 5, 4 5/ 1 5, 6 0/ 3 0 a n d 9 0/ 3 0 m g 
a n d will b e titr at e d t o t ol er a bilit y d uri n g t h e t ol v a pt a n titr ati o n 
p eri o d , a n d t h e n c o nti n u e d at t h e m a xi m all y t ol er at e d d os e 
t hr o u g h t h e t ol v a pt a n r u n-i n p eri o d , a n d t hr o u g h o ut t h e 
d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d f or t h os e s u bj e cts 
r a n d o mi z e d t o r e c ei v e t ol v a pt a n ( pl a c e b o s u bj e cts will r e c ei v e 
m at c hi n g pl a c e b o t a bl ets ).

Tri al Ass ess m e nts: S cr e e ni n g:   M e di c al hist or y , c o m pl et e p h y si c al e x a m i n ati o n, 
uri n e pr e g n a n c y  t est (w o m e n of c hil d -b e ari n g p ot e nti al o nl y ), 
a n d l a b or at or y  t ests t o d et er mi n e i niti al eli gi bilit y.

Effi c a c y : Ser u m cr e ati ni n e f or d et er mi n ati o n of e G F R, 
p ol y c y sti c ki d n e y dis e as e (P K D ) out c o m es s ur v e y.

S af et y : V it al si g ns, dir e ct e d p h y si c al e x a mi n ati o n, s elf-
ass ess e d t ol er a bilit y , A E s , h e m at ol o g y , uri n al ysis, a n d s er u m 
c h e mistr y  t ests (i n cl u din g s er u m tr a ns a mi n as e s, al k ali n e 
p h os p h at as e, bilir u bi n, s er u m s o di u m), bi o m ar k er pl as m a a n d 
uri n e s a m pl es , a n d D N A bl o o d s a m pl es (f or c o ns e nti n g 
s u bj e cts ).

P h ar m a c o ki n eti c ( P K) : S p ars e b l o o d s a m pl es f or a p ossi bl e 
p o p ul ati o n P K a n al y sis, w hi c h w o ul d b e r e p ort e d s e p ar at el y , 
a n d c o nfir m ati o n of c o m pli a n c e .

P h ar m a c o d y n a mi c ( P D): Uri n e os m ol alit y  ( Uos m ), uri n e 
s p e cifi c gr a vit y.
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Crit eri a f or 
E v al u ati o n:

P ri m a r y Effi c a c y E n d p oi nt:
Tr e at m e nt diff er e n c e i n t h e c h a n g e of e G F R fr o m 
pr e -tr e at m e nt b as eli n e t o p ost-tr e at m e nt f oll o w-u p, a n n u ali z e d
( di vi d e d) by e a c h s u bj e ct ’s I MP tr e at m e nt d ur ati o n .

S e c o n d a r y E n d p oi nts:
K e y  S e c o n d ar y Effi c a c y E n d p oi nt:
Tr e at m e nt diff er e n c e i n a n n u ali z e d sl o p e of e G F R c al c ul at e d 
f or i n di vi d u al s u bj e cts usi n g a n a p pr o pri at e b as eli n e a n d 
a v ail a bl e p ost -r a n d o mi z ati o n, o n-tr e at m e nt ass ess m e nts.

S af et y E n d p oi nts :

1) A Es  

2) Vit al si g ns

3) Cli ni c al l a b or at or y  t ests, i n cl u di n g s er u m 
tr a ns a mi n as es, t ot al bilir u bi n ( B T), al k ali n e 
p h os p h at as e ( A L P), a n d s er u m s o di u m.

P K E n d p oi nts :  Pl as m a t ol v a pt a n a n d m et a b olit e(s), i n cl u di n g
D M - 4 1 0 3 pl as m a c o n c e ntr ati o ns.

P D E n d p oi nts :  U os m a n d uri n e s p e cifi c gr a vit y.

E x pl o r at o r y E n d p oi nts:
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St atisti c al M et h o ds: S a m pl e si z e :  B as e d o n a Mi x e d M o d el R e p e at e d 
M e as ur e m e nts a n al ys is of t h e C K D - 3 su bj e cts 
fr o m tri al , t h e tr e at m e nt diff er e n c e i n r e n al 
f u n cti o n at M o nt h 1 2 is 1. 0 7 i n o ur s a m pl e si z e c al c ul ati o n.  It 
is e x p e ct e d t h at t h e i ntr a- s u bj e ct v ari a n c e is 1 4. 2 a n d i nt er-
s u bj e ct v ari a n c e is 2 8. 0 5 at M o nt h 1 2.  Wit h 3 r e p e at e d 
m e as ur es at pr e -tr e at m e nt b as eli n e a n d p ost -tr e at m e nt 
f oll o w-u p, r es p e cti v el y, t h e p o w er c al c ul ati o n esti m at es t h at, 
f or a 2-si d e d al p h a s et at 0. 0 5 f or a p o w er of 9 0 %, a n d wit h a n 
ass u m pti o n of 1 0 % dr o p o ut r at e i n t h e tri al , a t ot al s am pl e si z e 
of a p pr o xi m at el y 1 3 0 0 s u bj e cts is n e e d e d.

K e y  D at as ets f or a n al ys is:  T h e f oll o wi n g d at as ets ar e d efi n e d 
f or t his tri al:
  

 

 

 
  

 
 

Pri m ar y  effi c a c y a n alys is:
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St atisti c al M et h o ds, 
c o nt.:

K e y  s e c o n d ar y effi c a c y  a n al ysi s:   
 
 

 
 

 
 

S af et y  a n alys es :   
 

 
 

 
 

Tri al D ur ati o n: T h e d ur ati o n of t h e d o u bl e- bli n d, r a n d o mi z e d tr e at m e nt p eri o d 
will b e 1 2 m o nt hs.  T h e t ot al d ur ati o n f or e a c h s u bj e ct e nt er e d 
i nt o t h e tri al is a p pr o xi m at el y 1 5-1 7 m o nt hs (i n cl u di n g t h e pr e-
r a n d o mi z ati o n a n d f oll o w-u p p eri o ds , a n d a n a d diti o n al 
8 w e e ks f or e xt e nsi o n of t h e s cr e e ni n g p eri o d i n s u bj e cts f or 
w h o m t his is n e c ess ar y ).
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List of A p p e n di c es ........................................................................................1 8

List of A b b r e vi ati o ns a n d D efi niti o ns of T e r ms .......................................1 9

1 I nt r o d u cti o n ........................................................................................2 2

1. 1 N o n cli ni c al D at a ................................................................................................ 2 3

1. 2 Cli ni c al D at a...................................................................................................... 2 3

1. 3 P h ar m a c o ki n eti cs/ P h ar m a c o d y n a mi cs ..............................................................2 4

1. 4 K n o w n a n d P ot e nti al Ris ks a n d B e n efits .......................................................... 2 6

2 T ri al R ati o n al e a n d O bj e cti v es ..........................................................2 7

2. 1 Tri al R ati o n al e ................................................................................................... 2 7
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3 T ri al D esi g n .........................................................................................3 1

3. 1 T y p e/ D esi g n of Tri al ......................................................................................... 3 1

3. 2 Tr e at m e nts ......................................................................................................... 3 2

3. 2. 1 Pr e -r a n d o mi z ati o n........................................................................................... 3 3

3. 2. 1. 1 S cr e e ni n g P eri o d ( u p t o D a y  - 4 3)................................................................ 3 3

3. 2. 1. 2 Pl a c e b o R u n -i n P eri o d ( D a y -4 2 t o D a y  - 3 6)..............................................3 4

3. 2. 1. 3 T ol v a pt a n Titr ati o n P eri o d ( D a y  -3 5 t o D a y  - 2 2) ....................................... 3 4

3. 2. 1. 4 T ol v a pt a n R u n -i n P eri o d ( D a y -2 1 t o D a y  - 1) ............................................3 4
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3. 2. 3 F oll o w -u p P eri o d ( D a y  + 7 t o D a y + 2 1)..........................................................3 6

3. 3 Tri al P o p ul ati o n ................................................................................................. 3 6

3. 4 Eli gi bilit y  Crit eri a..............................................................................................3 7

3. 4. 1 I nf or m e d C o ns e nt ...........................................................................................3 7

3. 4. 2 I ncl usi o n Crit eri a ................................ ............................................................3 8

3. 4. 3 E x cl usi o n Crit eri a ...........................................................................................3 8
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R at e ( Al p h a = 0. 0 5) ....................................................................... 8 1
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Li st of I n- t e xt Fi g ur e s

Fi g ur e 3. 1 - 1 Tri al D esi g n S c h e m ati c .................................................................. 3 2
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Li st of A p p e n di c e s

A p p e n di x 1 N a m es of S p o ns or P ers o n n el ......................................................... 9 9

A p p e n di x 2 I nstit uti o ns C o n c er n e d Wit h t h e Tri al.......................................... 1 0 0

A p p e n di x 3 H a n dli n g a n d S hi p m e nt of Bi o a n al y ti c al S a m pl es ...................... 1 0 2

A p p e n di x 4 A d mi nistr ati v e C h a n g es/ Pr ot o c ol A m e n d m e nts .......................... 1 0 4
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Li st of A b br e vi ati o n s a n d D efi niti o n s of T er m s

A b b r e vi ati o n D efi niti o n
A D P K D A ut os o m al d o mi n a nt p ol y c ysti c ki d n e y  dis e as e
A D R A d v ers e dr u g r e a cti o ns
A E A d v ers e e v e nt
A L P  A l k ali n e p h os p h at as e
A L T  Al a ni n e a mi n otr a nsf er as e
A N C O V A A n al y sis of c o v ari a n c e
A S T A s p art at e a mi n otr a nsf er as e
A U C Ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e

A U C 0 -2 4 ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e z er o t o 2 4 h o urs

A U C 
A r e a u n d er t h e c o n c e ntr ati o n-ti m e c ur v e c al c ul at e d t o t h e l ast 
o bs er v a bl e c o n c e ntr ati o n

A V P Ar gi ni n e v as o pr essi n
B T B ilir u bi n, t ot al
B U N Bl o o d ur e a nitr o g e n
c A M P C y cli c a d e n osi n e m o n o p h os p h at e
C K D C hr o ni c ki d n e y  dis e as e
C K D -E PI C hr o ni c Ki d n e y  Dis e as e-E pi d e mi ol o g y
C L / F A p p ar e nt cl e ar a n c e of dr u g fr o m pl as m a aft er e xtr a v as c ul ar 

a d mi nistr ati o n

C m a x M a xi m u m ( p e a k) pl as m a c o n c e ntr ati o n

Cr C L Cr e ati ni n e cl e ar a n c e
C R O Cli ni c al R es e ar c h Or g a ni z ati o n
C S R Cli ni c al st u d y  r e p ort
C T C o m p ut e d t o m o gr a p h y
C Y P C y t o c hr o m e P 4 5 0
DI LI Dr u g -i n d u c e d li v er i nj ur y
DI LI N Dr u g -I n d u c e d Li v er I nj ur y N et w or k
D N A D e o x yri b o n u cl ei c a ci d
D S M C D at a S af et y a n d M o nit ori n g C o m mitt e e
e C R F El e ctr o ni c c as e r e p ort f or m
e G F R Esti m at e d gl o m er ul ar filtr ati o n r at e

e G F R C K D -E PI Esti m at e d gl o m er ul ar filtr ati o n r at e c al c ul at e d usi n g t h e C hr o ni c 
Ki d n e y  Dis e as e-E pi d e mi ol o g y  f or m ul a

E M A E ur o p e a n M e di ci n es A g e n c y
E o T x E n d of tr e at m e nt
E S R D E n d- st a g e r e n al dis e as e
E U E ur o p e a n U ni o n
F D A (U nit e d St at es ) F o o d a n d Dr u g A d mi nistr ati o n
G C P G o o d Cli ni c al Pr a cti c e
G G T G a m m a gl ut a m y l tr a nsf er as e
H A C H e p ati c a dj u di c ati o n c o m mitt e e
H g b A 1 c Gl y c os yl at e d h e m o gl o bi n
I A I nt eri m a n alys is
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A b b r e vi ati o n D efi niti o n
I B I n v esti g at or’s br o c h ur e
I CF I nf or m e d c o ns e nt f or m
I C H I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n
I D I de ntifi c ati o n n u m b er
I D M C I n d e p e n d e nt D at a M o nit ori n g C o m mitt e e
I D M S Is ot o p e dil uti o n m ass s p e ctr o m etr y
I E C I n d e p e n d e nt et hi cs c o m mitt e e
I M P I n v esti g ati o n al m e di ci n al pr o d u ct
IN D I n v esti g ati v e n e w dr u g
I N R I nt er n ati o n al n or m ali z e d r ati o
I RB I nstit uti o n al r e vi e w b o ar d
I R E I m m e di at el y r e p ort a bl e e v e nt
I T T I nt e nt-t o-tr e at
I V R S Int er a cti v e v oi c e r es p o ns e s y st e m
L D H L a ct at e d e h y dr o g e n as e
M A R M issi n g at r a n d o m
M C H C M e a n c or p us c ul ar h e m o gl o bi n
M C V M e a n c or p us c ul ar v ol u m e
M e d D R A M e di c al Di cti o n ar y  f or R e g ul at or y A cti viti es
M M R M Mi x e d M o d el R e p e at e d M e as ur e m e nts
M N A R M issi n g n ot at r a n d o m
M RI M a g n eti c r es o n a n c e i m a gi n g
N R C N ati o n al R es e ar c h C o u n cil
N S AI D N o n- st er oi d al a nti -i nfl a m m at or y dr u gs
O C O bs er v e d c as es
O P D C Ots u k a P h ar m a c e uti c al D e v el o p m e nt & C o m m er ci ali z ati o n, I n c.
P D P h ar m a c o d y n a mi c
P K P h ar m a c o ki n eti c
P K D P ol y c y sti c ki d n e y dis e as e
P T Pr ot hr o m bi n ti m e
Q D O n c e d ail y
R B C R e d bl o o d c ell
R N A Ri b o n u cl ei c a ci d
S A E S eri o us a d v ers e e v e nt
S A P St atisti c al a n al y sis pl a n
S D St a n d ar d d e vi ati o n
S U S A R S us p e ct e d u n e x p e ct e d seri o us a d v ers e re a cti o n
T E A E Tr e at m e nt -e m er g e nt a d v ers e e v e nt

t1/ 2, z Eli mi n ati o n h alf -lif e

T K V T ot al ki d n e y v ol u m e

tm a x T i m e t o m a xi m u m ( p e a k) pl as m a c o n c e ntr ati o n

U os m Uri n e os m ol alit y
U L N U p p er li mit of n or m al
U S or U S A U nit e d St at es or U nit e d St at es of A m eri c a

V 2 V as o pr essi n t y p e 2 (r e c e pt or)
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A b b r e vi ati o n D efi niti o n
W B C W hit e bl o o d c ell
W O C B P W o m e n of c hil d b e ari n g p ot e nti al
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1 I ntr o d u cti o n

T ol v a pt a n ( O P C - 4 1 0 6 1) is a s el e cti v e ar gi ni n e v as o pr essi n ( A V P) ty p e 2 ( V 2 ) r e c e pt or 

a nt a g o nist t h at is c urr e ntl y  a p pr o v e d i n t h e U nit e d St at es ( U S), E ur o p e, A u str ali a, 

C a n a d a, C hi n a, H o n g K o n g, I n d o n esi a, J a p a n, P hili p pi n es, R e p u bli c of K or e a, T a i w a n, 

T h ail a n d, a n d T ur k e y , f or v ari o us f or ms of hy p o n atr e mi a, a n d i n J a p a n als o f or v ol u m e 

o v erl o a d i n h e art f ail ur e or li v er cirr h osis .

T ol v a pt a n is als o b ei n g i n v esti g at e d f or t h e us e i n a d ults t o tr e at a ut os o m al d o mi n a nt 

p ol y c y sti c ki d n e y dis e as e ( A D P K D), a n i n h erit e d c o n diti o n w hi c h l e a ds t o pr o gr essi v e 

d estr u cti o n of n or m al ki d n e y  str u ct ur e l e a di n g t o e n d-st a g e r e n al dis e as e ( E S R D).  T h e 

dis e as e aff e cts t h e str u ct ur e of t h e ki d n e y s t hr o u g h pr olif er ati o n a n d gr o wt h of n u m er o us 

fl ui d-fill e d c ysts.  T h e e x p a n di n g c ysts c o m pr ess n or m al tiss u e a n d bl o o d v ess els 

r es ulti n g i n is c h e mi a, i nfl a m m ati o n a n d fi br osis l e a di n g t o pr o gr essi v e n e p hr o n l oss.  T h e 

r e m ai ni n g n e p hr o ns ar e i niti all y a bl e t o c o m p e ns at e t hr o u g h gl o m er ul ar h yp erfiltr ati o n u p 

t o a p oi nt w h e n n e p hr o n l oss is s o gr e at t h at c o m p e ns ati o n is n o l o n g er a d e q u at e a n d 

r e n al f u n cti o n b e gi ns t o d e cli n e.  Cli ni c al m a nif est ati o ns of ki d n e y dis e as e m a y b e 

s p or a di c ( h e m at uri a, i nf e cti o ns, p ai n) or c hr o ni c ( h y p ert e nsi o n, al b u m i n uri a, r e n al 

i ns uffi ci e n c y) a n d i n di c at e o n g oi n g a n d c u m ul ati v e d a m a g e t o t h e ki d n e y.

T h e n u m b er of di a g n os e d A D P K D c as es w as esti m at e d at 1 1 6, 2 2 8 i n t h e U S i n 2 0 0 9. 

T h e esti m at e d pr e v al e n c e of di a g n os e d A D P K D is si mil ar i n E ur o p e a n d esti m at e d t o b e 

< 5 p er 1 0, 0 0 0.
1

T h o u g h a r ar e g e n eti c dis e as e, it r a n ks as t h e 6
t h

l e a di n g c a us e of E S R D 

i n t h e U S ( 2. 3 % of t h e n e w E S R D c as es).
2
  A n esti m at e d 4 5 % t o 7 0 % of p ati e nts wit h 

A D P K D pr o gr ess t o E S R D b y  a g e 6 5.
3
  O v er t h e p ast 3 0 y e ars, t h e a g e of o ns et f or 

E S R D a m o n g A D P K D p ati e nts h as r e m ai n e d t h e s a m e ( m e di a n a g e of 5 4).  I n c o ntr ast, 

eff e cti v e t h er a p y h as d el a y e d t h e o ns et of E S R D i n p ati e nts wit h n e p hr o p at h y  d u e t o 

h y p ert e nsi o n, di a b et es , a n d gl o m er ul o n e p hritis.

T h er e ar e c urr e ntl y  n o t h er a pi es w hi c h c a n sl o w c y st gr o wt h or t h e d et eri or ati o n of 

ki d n e y  f u n cti o n i n A D P K D.  C urr e nt m a n a g e m e nt f o c us es o n a m eli or ati n g s y m pt o ms of 

p ai n, c o ntr ol of bl o o d pr ess ur e, a n d tr e at m e nt of i nf e cti o ns wit h a nti bi oti cs.  N o n e of 

t h es e tr e at m e nts t ar g et t h e u n d erlyi n g c a us e of t h e dis e as e.   Oft e n, t h e o nl y  d efi niti v e 

i nt er v e nti o n f or r e n al c o m pli c ati o ns i n A D P K D is ki d n ey tr a ns pl a nt ati o n, w hi c h t y pi c all y 

o c c urs aft er y e ars of h e m o di al y sis .

I n t h e U S, t h e d e v el o p m e nt pr o gr a m f or tol v a pt a n f or A D P K D w as gr a nt e d F ast -tr a c k 

d esi g n ati o n o n 2 0 J a n 2 0 0 6 a n d or p h a n dr u g d esi g n ati o n o n 0 6 A pr 2 0 1 2.  T ol v a pt a n w as 

d esi g n at e d as a n or p h a n dr u g f or pr e v e nti o n of t h e pr o gr essi o n of A D P K D i n J a p a n o n 
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1 1 A u g 2 0 0 6.  T h e E ur o p e a n M e di ci n es A g e n c y  ( E M A) gr a nt e d or p h a n desi g n ati o n f or 

t h e us e of t ol v a pt a n f or t he tr e at m e nt of A D P K D o n 5 A u g 2 0 1 3.

If a p pr o v e d, t ol v a pt a n w o ul d b e t h e first a v ail a bl e t h er a p y t o sl o w ki d n e y dis e as e 

pr o gr essi o n i n a d ults wit h A D P K D.
4, 5

  R ef er t o t h e T ol v a pt a n I n v esti g at or’s Br o c h ur e 

(I B) f or m or e i nf or m ati o n.
4

1. 1 N o n cli ni c al D at a

R o d e nt m o d els of A D P K D a n d e x -vi v o h u m a n A D P K D c ell a n d tiss u e c ult ur es h a v e 

i m pli c at e d A V P as a pr o m ot er of ki d n e y c yst gr o wt h.
6 ,7

  A V P -i n d u c e d c y cli c a d e n osi n e 

m o n o p h os p h at e ( c A M P) i n cr e as es pr olif er ati o n of A D P K D r e n al t u b ul ar e pit h eli u m a n d 

c hl ori d e -m e di at e d, i ntr a -c y sti c, fl ui d s e cr eti o n.  T his l e a ds t o c y st e x p a nsi o n w hi c h 

disr u pts r e n al ar c hit e ct ur e l e a di n g t o is c h e mi a, ki d n e y  fi br osis, a n d irr e v ersi bl e d a m a g e 

t o t h e ki d n e y, ulti m at ely i m p airi n g its f u n cti o n.  T ol v a pt a n i n hi bits c A M P pr o d u cti o n b y 

bl o c ki n g A V P bi n di n g t o t h e r e n al A V P - V2 r e c e pt or.  F or i nf or m ati o n o n no n cli ni c al 

t o xi c ol o g y a n d a bs orp ti o n, distri b uti o n a n d m et a b olis m d at a o n tol v a pt a n pl e as e r ef er t o 

t h e m ost c urr e nt v ersi o n of t h e I n v esti g at or's Br o c h ur e.
4

1. 2 Cli ni c al D at a

T ol v a pt a n w as cli ni c all y  eff e cti v e i n d el a yi n g d e cli n e of r e n al f u n cti o n, as d et er mi n e d b y 

c h a n g es i n s er u m cr e ati ni n e c o n c e ntr ati o ns o v er 3 y e ars, i n a n i nt er n ati o n al, m ulti c e nt er, 

cli ni c al tri al i n s u bj e cts wit h c hr o ni c ki d n e y  dis e as e ( C K D) st a g e 1 t o 3 d u e t o A D P K D.
8
  

T h es e eff e cts w er e c o nsist e nt a cr oss e a c h of t h es e C K D st a g es, s u p p orti n g t ol v a pt a n’s 

p ot e nti al utilit y  i n e arly t o mi d -st a g e dis e as e ( T a bl e 1. 2- 1 ), a n d cr e ati n g a c o m p elli n g 

ar g u m e nt f or l o n g -t er m eff e cti v e n ess i n t h os e initi ati n g t h er a p y at a n e arl y st a g e a n d 

a d h eri n g t o t h er a p y as t h e dis e as e pr o gr ess es.  T his tri al als o d e m o nstr at e d a n a c ut e a n d 

p ersist e nt r e d u cti o n o n r at e of ki d n e y  c ysti c gr o wt h.  T h e r e d u cti o ns i n r at e of ki d n e y 

gr o wt h c orr el at e d wit h r e d u cti o ns i n k i d n e y p ai n a n d wit h pr es er v ati o n of r e n al f u n cti o n.  

Si mil ar c orr el ati o ns w er e o bs er v e d i n a s m all er, m at c h e d -c o ntr ol st u d y (St u d y 1 5 6- 0 9-

2 8 3).
9
  T h us, t h e cli ni c al d at a h a v e c o nfir m e d t h e n o n- cli ni c al eff e cts s e e n i n a ni m als (s e e

S e cti o n 1. 1 ) a n d s u p p ort a p pr o v al of t ol v a pt a n as t h e first a g e nt t o sl o w t h e pr o gr essi o n 

of A D P K D.
9
  T his tri al will s er v e t o c o nfir m pri or r es ults a n d e xt e n d o ur u n d erst a n di n g 

of t h e s af et y a n d effi c a c y of t ol v a pt a n i nt o l at er st a g es of dis e as e, s p e cifi c all y  C K D 

st a g es 3 b a n d 4.
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T a bl e 1. 2 - 1 V as o p r essi n Bl o c k a d e A c r oss Diff e ri n g S e v e riti es of 
A D P K D: Eff e ct o n R at e of Esti m at e d Gl o m e r ul a r Filt r ati o n 
D e cli n e i n C h r o ni c Ki d n e y Dis e as e St a g es 1 - 3

C K D S t a g e
b y e G F R C K D- E PI

( mL/ mi n/ 1. 7 3 m 2 )

N
( T ol v a pt a n/

Pl a c e b o )
e G F R Sl o p e
T ol v a pt a n

e G F R Sl o p e
Pl a c e b o Eff e ct Si z e

R el ati v e 
Eff e ct Si z e

St a g e 1 (  9 0) 3 3 0/ 1 7 3 -1. 9 3 -2. 8 6 0. 9 4 a 3 3 %

St a g e 2 ( 6 0 -9 0) 4 6 5/ 2 2 4 -2. 6 4 -3. 8 5 1. 2 1 a 3 1 %
St a g e 3 b

( 3 0-6 0 )
3 a ( 4 5 -6 0) 1 3 5/ 7 0 -3. 5 1 -5. 2 3 1. 7 2 3 3 %
3 b ( 3 0 -4 5) 2 8/ 1 4 -3. 9 2 -5. 9 9 2. 0 7 3 5 %

e G F R C K D- E PI = esti m at e d gl o m er ul ar filtr ati o n r at e c al c ul at e d b y t h e C hr o ni c Ki d n e y Dis e as e -
E pi d e mi ol o g y ( C K D -E PI) f or m ul a 

a
All p < 0. 0 0 5

b
C K D St a g e 3: r el ati v e eff e ct si z e ( 3 3 %); N (t ol v a pt a n/ pl a c e b o; 1 6 3/ 8 4)

S o ur c e:  Tri al cli ni c al st u d y r e p ort ( C S R ); D at a o n fil e

1. 3 P h ar m a c o ki n eti c s/ P h ar m a c o d y n a mi c s

F oll o wi n g si n gl e or al d os es t o h e alt h y  s u bj e cts, t ol v a pt a n m a xi m u m ( p e a k) pl as m a 

c o n c e ntr ati o n ( C m a x ) v al u es s h o w l ess t h a n d os e -pr o p orti o n al i n cr e as e s fr o m 3 0 t o 

2 4 0 m g wit h m e a n v al u es i n cr e asi n g fr o m a b o ut 2 3 5 t o 1 0 0 0 n g/ m L ; v al u es pl at e a u at 

d os es r a n gi n g fr o m 2 4 0 t o 4 8 0 m g. Foll o wi n g m ulti pl e o n c e -d ail y ( Q D) d osi n g, 

t ol v a pt a n p h ar m a c o ki n eti c ( P K) v al u es w er e als o n o nli n e ar.  M e a n C m a x a n d ar e a u n d er 

t h e c o n c e ntr ati o n-ti m e c ur v e c al c ul at e d t o t h e l ast o bs er v a bl e c o n c e ntr ati o n ( A U C  ) 

v al u es w er e 4. 2 - a n d 6. 4 -f ol d hi g h er f or t h e 3 0 0 m g  d os e c o m p ar e d wit h t h e 3 0 m g d os e.  

A cr oss all d os es, t h e m e di a n ti m e t o m e di a n ( p e a k) pl as m a c o n c e ntr ati o n (tm a x ) v al u e w as 

2 h o urs (r a n g e 1 t o 1 2 h o urs).   F or 6 0 - a n d 9 0 -m g  t a bl ets, d osi n g wit h a hi g h-f at m e al 

i n cr e as es t ol v a pt a n Cm a x b ut h as n o eff e ct o n t ol v a pt a n ar e a u n d er t h e c o n c e ntr ati o n -ti m e 

c ur v e ( A U C) .

T ol v a pt a n c o n c e ntr ati o ns d o n ot si g nifi c a ntl y a c c u m ul at e f oll o wi n g Q D d osi n g, 

i n di c ati n g t h at t ol v a pt a n h as a s h ort eli mi n ati o n h alf-lif e (t1 / 2, z).  F oll o wi n g si n gl e or al 

d os es, t h e t1 / 2, z of t ol v a pt a n i n cr e as e s wit h i n cr e asi n g d os e , wit h m e a n v al u es ar o u n d 

3 h o urs f or a 1 5 m g d os e a n d 1 2 ho urs f or 1 2 0 t o 4 8 0 m g d os es.

T ol v a pt a n e x cr eti o n i n uri n e is < 1 % of t h e d os e a n d i n f e c es a b o ut 1 9 % of t h e d os e.  

T ol v a pt a n is eli mi n at e d pri m aril y  b y c y t o c hr o m e P 4 5 0 (C Y P ) 3 A-m e di at e d m et a b olis m 

a n d is c o nsi d er e d t o b e a w e a k s u bstr at e as t h e t ol v a pt a n A U C w as i n cr e as e d a b o ut 

3. 5- f ol d a n d t h e a p p ar e nt cl e ar a n c e of dr u g fr o m pl as m a aft er e xtr a v as c ul ar 

a d mi nistr ati o n ( C L / F) w as d e cr e as e d b y 8 7 % w h e n c o - a d mi nist er e d wit h k et o c o n a z ol e.  
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M e a n C m a x a n d A U C v al u es i n s u bj e cts wit h A D P K D a n d pr es er v e d r e n al f u n cti o n 

 r a n g e fr o m 1 5 t o 6 0 % hi g h er w h e n 

c o m p ar e d wit h h e alt h y  s u bj e ct v al u es, b ut r at es of C L/ F r a n g e fr o m 1 4 % sl o w er t o 2 7 % 

f ast er, i n di c ati n g t h at t ol v a pt a n P K i n A D P K D s u bj e cts wit h pr es er v e d r e n al f u n cti o n is 

si mil ar t o t h at i n h e alt h y  s u bj e cts.  F oll o wi n g m ulti pl e Q D a n d s plit -d os e r e gi m e ns 

r a n gi n g fr o m 3 0 t o 1 2 0 m g/ d a y, a c c u m ul ati o n of t ol v a pt a n c o n c e ntr ati o ns is n e gli gi bl e. 

F or s plit -d os e r e gi m e ns of 3 0, 6 0 a n d 1 2 0 m g/ d a y , t ol v a pt a n P K a p p e ars t o b e li n e ar as 

m e a n v al u es of A U C fr o m ti m e z er o t o 2 4 h o urs p ost -d os e ( A U C 0- 2 4 h ) a p pr o xi m at el y  

d o u bl e wit h a d o u bli n g of d ail y  d os e.

R e n al i m p air m e nt r e d u c es t ol v a pt a n cl e ar a n c e a n d c o ns e q u e ntly pl as m a c o n c e ntr ati o ns 

i n cr e as e.  F oll o wi n g a si n gl e 6 0 m g d os e, t ol v a pt a n A U C i n s u bj e cts wit h  

 hi g h er c o m p ar e d t o s u bj e cts wit h   

T ol v a pt a n is hi g hl y b o u n d t o pl as m a pr ot ei ns ( > 9 8 %) a n d bi n di n g w as u n aff e ct e d b y  

r e n al i m p air m e nt.

P h ar m a c o d y n a mi c ( P D) r es p o ns es t o t ol v a pt a n w er e o bs er v e d f or s u bj e cts wit h A D P K D 

at C K D st a g es 1 t o 4. At t h e r e c o m m e n d e d s plit-d os e r e gi m e ns of 4 5/ 1 5 m g  t o 9 0/ 3 0 m g 

d ail y , t ol v a pt a n bl o c k e d A V P a cti o n at t h e V 2 r e c e pt or (i e, i n cr e as e d uri n e e x cr eti o n r at es 

a n d s u p pr ess e d U os m ) f or al m ost t h e e ntir e 2 4- h o ur d a y  i n s u bj e cts wit h A D P K D ( C K D 

St a g e 1 t o 2).  T h e l ar g e i n cr e as e i n uri n e o ut p ut t h at r es ult e d fr o m t his i n hi biti o n w as 

ass o ci at e d wit h t h e 5 m ost fr e q u e ntl y r e p ort e d a d v ers e e v e nts ( A Es; p ol y u ri a, p oll a ki uri a, 

n o ct uri a, t hirst, a n d dr y  m o ut h) i n cli ni c al p h ar m a c ol o g y or cli ni c al effi ca c y  tri als.  I n 

2 cli ni c al p h ar m a c ol o g y  tri als i n s u bj e cts wit h A D P K D a n d esti m at e d gl o m er ul ar 

filtr ati o n r at es (e G F R ) > 6 0 m L / mi n/ 1. 7 3 m2 a d mi nist er e d a 9 0/ 3 0 m g  d os e r e gi m e n f or at 

l e ast 7 d a y s, m e a n ( st a n d ar d d e vi ati o n [ S D ]) 2 4-h o ur uri n e v ol u m es w er e 7 .4 6 4 ( 2 . 1 0 3) L 

a n d 6 .5 3 2 ( 2 .0 3 6) L. As r e n al f u n cti o n d e cli n e d, t h e v ol u m e of uri n e pr o d u c e d f or a 

gi v e n d os e of t ol v a pt a n d e cr e as e d ; f oll o wi n g a 9 0/ 3 0 m g s plit -d os e r e gi m e n, m e a n ( S D) 

2 4- h o ur uri n e v ol u m es f or s u bj e cts wit h A D P K D a n d e G F R 3 0 t o 6 0 a n d 

< 3 0 m L / mi n/ 1. 7 3 m2 w er e 6 .2 3 3 ( 1 .3 0 7) L a n d 5 .0 2 4 ( 1 .7 6 7) L, r es p e cti v el y .  T h er ef or e, 

d es pit e a n i n cr e as e i n t ol v a pt a n c o n c e ntr ati o n, t h e cli ni c al eff e cts of t ol v a pt a n o n t h e 

m ost c o m m o n a d v ers e e v e nts ar e di mi nis h e d. Ot h er a d v ers e r e a cti o ns, s u c h as i di o p at hi c 

li v er i nj ur y, d o n ot a p p e ar t o b e c o n c e ntr ati o n-d e p e n d e nt.

S u bj e cts wit h A D P K D ar e a bl e t o m ai nt ai n a n e utr al fl ui d b al a n c e s o i n cr e as es i n s er u m 

s o di u m a n d pl as m a os m ol alit y w er e s m all, f oll o wi n g t ol v a pt a n tr e at m e nt. S er u m 

c o n c e ntr ati o ns of cr e ati ni n e, c y st ati n C, a n d uri c a ci d w er e hi g h er f oll o wi n g t ol v a pt a n 

tr e at m e nt as t ol v a pt a n r e d u c e d t h e e G F R a p pr o xi m at el y  6 t o 8 %, Cr C L a p pr o xi m at el y  

8 t o 1 0 %, a n d uri c a ci d cl e ar a n c e a p pr o xi m at el y  2 0 t o 2 5 %; t h e c h a n g es a p p e ar e d t o 
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i n d e p e n d e nt of bas eli n e r e n al f u n cti o n f or C K D st a g es 1 t o 4. Uri n ar y  e x cr eti o n of 

a q u a p ori n 2 a n d c A M P w er e l o w er f oll o wi n g t ol v a pt a n tr e at m e nt, s u p p orti n g t h e 

h y p ot h esis t h at t ol v a pt a n i n hi biti o n of t h e V 2 r e c e pt or is s u c c essf ul i n r e d u ci n g c ell ul ar 

c A M P c o n c e ntr ati o ns. 

F oll o wi n g m ulti pl e or al d os es, t h e t ol v a pt a n m et a b olit e D M- 4 1 0 3 a c c u m ul at es , as its 

h alf -lif e is a p pr o xi m at el y 1 8 0 h o urs. T his m et a b olit e h as n o p h ar m a c ol o gi c al a cti vit y  at 

t h e c o n c e ntr ati o ns e x p e ct e d t o b e a c hi e v e d f oll o wi n g t h e d os es us e d i n t his tri al a n d h as 

s h o w n a n a c c e pt a bl e t o xi cit y  pr ofil e. T h e m et a b olit e h as n ot b e e n s h o w n t o a c c u m ul at e 

i n n o n cli ni c al t o xi c o ki n eti c tri als; h o w e v er, i n a 2 6-w e e k tri al i n r ats, D M -4 1 0 3 pl as m a 

c o n c e ntr ati o ns at a b o ut 8 0 % of t h os e e x p e ct e d t o b e a c hi e v e d i n t his tri al r e v e al e d n o 

e vi d e n c e of ti m e- d e p e n d e nt t o xi c ol o gi c al eff e cts. 

F or a d diti o n al i nf or m ati o n o n P K/ P D r es p o ns es fr o m t ol v a pt a n tr e at m e nt, pl e as e r ef er t o 

t h e In v esti g at or's Br o c h ur e.
4

1. 4 K n o w n a n d P ot e nti al Ri s k s a n d B e n efit s

A D P K D is a d e v ast ati n g, pr o gr essi v e dis e as e t h at pl a c es a tr e m e n d o us b ur d e n o n p ati e nts 

a n d t h eir f a mili es.  T h e ris k a p ati e nt is willi n g t o a c c e pt is a p ers o n al d e cisi o n b as e d o n 

his/ h er i n di vi d u al a n d f a mili al e x p eri e n c e wit h t h e dis e as e.  T ol v a pt a n is p ot e nti all y  t h e 

first t h er a py t h at off ers p ati e nts a tr e at m e nt o pti o n t o sl o w t h eir dis e as e pr o gr essi o n ; 

h o w e v er, as of J a n u ar y 2 0 1 4, it h as n ot y et b e e n a p pr o v e d f or t his i n di c ati o n .  T h e 

tr e at m e nt ris ks ar e w ell c h ar a ct eri z e d, m a n a g e a bl e, a n d m ust b e w eig h e d a g ai nst t h e 

c o ns e q u e n c es of n o tr e at m e nt.

T h e m ost c o m m o n o bs er v e d ris ks of t ol v a pt a n t h er a p y i n cl u d e t h os e arisi n g fr o m 

a q u ar esis ( e g, p oly uri a, p oll a ki uri a, n o ct uri a, t hirst, dr y m o ut h) , d e h ydr ati o n, el e ctr ol yt e 

a b n or m aliti es, a n d g o ut.  W hil e a q u ar eti c e v e nts di d n ot c o ntri b ut e t o si g nifi c a nt p ati e nt 

m or bi dit y  o v er 3 ye ars of st u d y  i n t h e pi v ot al pl a c e b o-c o ntr oll e d tri al ( Tri al ), 

t h e y d o r e pr es e nt a d v ers e dr u g r e a cti o ns ( A D Rs) w hi c h o c c ur e arl y  ( wit hi n d a ys t o 

w e e ks) a n d ar e m ost li k el y  to li mit a s u bj e ct ’s a bilit y t o c o nti n u e t h er a p y o v er a d ur ati o n 

of tr e at m e nt t h at is li k el y t o pr o vi d e b e n efit.   Aq u ar eti c A D Rs ar e als o li k el y  t o li mit t h e 

effi c a c y  of a n u n pr o v e n, yet oft e n r e c o m m e n d e d , t h er a p e uti c str at e g y of i n cr e asi n g w at er 

i n g esti o n.

W hil e t h e pr o p os al of i n cr e as e d w at er i n g esti o n as a m e c h a nis m of a m eli or ati n g C K D
1 0

h as n ot r e a c h e d m e di c al e q ui p ois e, i n t his tri al w e b eli e v e a g e n er al r e c o m m e n d ati o n t o 

d o s o is r e as o n a bl e a n d w o ul d r e c o m m e n d i n g esti o n o f w at er a d e q u at e t o a v oi d t hirst. 

T y pi c all y , t his w o ul d r e pr es e nt a mi ni m u m of 2 t o 3 lit ers of w at er p er d a y  i n s u bj e ct s 

wit h r el ati v el y  i nt a ct r e n al f u n cti o n, a n d l ess er a m o u nts i n t h os e wit h m or e i m p air e d 
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f u n cti o n. S er u m s o di u m s h o ul d b e m o nit or e d d ur i n g t h e tri al t o e ns ur e a t e n d e n c y 

t o w ar d hy p o n atr e mi a (s y m pt o m ati c or as y m pt o m ati c) is n ot pr o d u c e d.

T h e m ost n ot a bl e s af et y i ss u e ass o ci at e d wit h c hr o ni c t ol v a pt a n us e, n e wl y i d e ntifi e d i n 

Tri al  is t h e p ot e nti al f or i di os yn cr ati c h e p ati c t o xi cit y .  Wit h a o n c e e v er y  4-

m o nt h m o nit ori n g s c h e m e , a n i m b al a n c e i n t h e pr o p orti o n of s u bj e cts wit h el e v at e d 

tr a ns a mi n as es (t ol v a pt a n > pl a c e b o) l e d t o i d e ntifi c ati o n of 3 s u bj e cts (t ot al fr o m b ot h 

Tri al  a n d its o p e n-l a b el e xt e nsi o n tri al, 1 5 6- 0 8- 2 7 1) wit h l a b or at or y a n d 

cli ni c al e vi d e n c e of p ot e nti all y  s eri o us dr u g -i n d u c e d li v er i nj ur y ( DI LI). B as e d o n t h e 

a v ail a bl e d at a fr o m t h e af or e- m e nti o n e d tri als, t h e s p o ns or pr o p os es t h at a p pr o pri at e 

p ati e nt m o nit ori n g a n d m a n a g e m e nt b e i m pl e m e nt e d t o miti g at e t his p ot e nti al ris k i n t h e 

A D P K D p o p ul ati o n .  F or t his tri al, st a n d ar d li v er p ar a m et ers will b e m e as ur e d at b as eli n e 

a n d t h e n m o nt hl y  t h ere aft er .

S i g nifi c a nt e v e nts r el at e d t o gl a u c o m a a n d s ki n n e o pl as ms w er e als o o bs er v e d; h o w e v er 

t h e c a us al r el ati o ns hi p t o t ol v a pt a n r e m ai ns u n c ert ai n.  T h es e a d v ers e e v e nts a n d t h e 

a b o v e attri b ut a bl e a d v ers e r e a cti o ns s h o ul d b e c o nsi d er e d i n li g ht of t h e b e n efits of a 

r e d u c e d ris k of A D P K D ki d n e y  c o m pli c ati o ns, i n cl u di n g r e n al p ai n, uri n ar y  tr a ct 

i nf e cti o n, h em at uri a, a n e mi a, a n d n e p hr olit hi asis .
5

T h e tr e at m e nt ris ks of t ol v a pt a n ar e w ell c h ar a ct eri z e d, m a n a g e a bl e, a n d m ust b e 

w ei g h e d a g ai nst t h e c o ns e q u e n c es of n o a d e q u at e tr e at m e nt.  Wit h s uffi ci e nt k n o wl e d g e 

of t h e b e n ef its a n d ris ks a n d ris k miti g ati o n str at e gi es, p ati e nts a n d t h eir p h ysi ci a ns m a y 

m a k e i nf or m e d d e cisi o ns a b o ut t ol v a pt a n tr e at m e nt.  I n t h e fi n al ass ess m e nt, t h e o v er all 

b e n efit -ris k pr ofil e of t ol v a pt a n f or t h e tr e at m e nt of A D P K D a p p e ars f a v or a bl e, off eri ng 

a r e al o p p ort u nit y  t o fill a l o n gst a n di n g u n m et m e di c al n e e d.

2 Tri al R ati o n al e a n d O bj e cti v e s

2. 1 Tri al R ati o n al e

T h e c urr e nt tri al will e xt e n d t h e u n d erst a n di n g of t h e effi c a c y  a n d s af ety of t ol v a pt a n 

tr e at m e nt i n A D P K D p ati e nts wit h l at e st a g e 2 t o e arly st a g e 4 C K D.  F o c usi n g o n t h e 

e G F R c al c ul at e d b y t h e C hr o ni c Ki d n e y  Dis e as e-E pi d e mi ol o g y  ( C K D-E PI) f or m ul a

(e G F R C K D -E PI , h er e aft er r ef err e d t o as “ e G F R ”)
1 1

, t his tri al is e x p e ct e d t o pr o vi d e ki d n e y  

f u n cti o n d at a t h at ar e c o m pl e m e nt ar y  t o t h e d at a d e m o nstr ati n g t h e b e n efits pr e vi o usl y 

o bs er v e d pri m aril y  i n A D P K D s u bj e cts wit h e arli er st a g es of dis e as e.

Tri al utili z e d a p ost -r a n d o mi z ati o n b as eli n e t o a c c o u nt f or t ol v a pt a n’s a c ut e 

h e m o d y n a mi c eff e ct o n e G F R.  T his h e m o d y n a mi c eff e ct h as b e e n w ell c h ar a ct eri z e d i n 

pri or tri als of u p t o 3 -y e ars d ur ati o n.  It h as als o b e e n e x a mi n e d i n s u bj e cts wit h ki d n e y  



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 2 8 2 6 M ar 2 0 1 5 

f u n cti o n r a n gi n g fr o m n or m al t o s e v er ely d ys f u n cti o n al d u e t o A D P K D or ot h er 

dis or d ers.
1 2 ,1 3

  T h e o ns et of h e m o d y n a mi c eff e ct is a c ut e, it p ersists as l o n g as tr e at m e nt 

c o nti n u es a n d is r a pi dl y r e v ersi bl e u p o n dis c o nti n u ati o n of tr e at m e nt. A c o m p aris o n of 

t ol v a pt a n a n d pl a c e b o s u bj e cts a bl e t o c o m pl et e T ri al  i n di c at e d t h at t h e 

r el ati v e pr es er v ati o n of e G F R d uri n g tr e at m e nt w as s ust ai n e d i n t h e p ost- tr e at m e nt 

f oll o w-u p p h as e a n d at b as eli n e f or Tri al 1 5 6- 0 8- 2 7 1 ( e xt e n di n g t o at l e ast 3 m o nt hs). I n 

a n i nt eri m a n al ys is of e G F R i n t h e e xt e nsi o n tri al, b ot h t h e pri or-pl a c e b o a n d 

pri or -t ol v a pt a n gr o u ps e x hi bit e d t his h e m o d yn a mi c eff e ct wit h o p e n- l a b el tr e at m e nt wit h 

diff er e n c es b et w e e n gr o u ps b ei n g s ust ai n e d f or a f urt h er 2 y e ars of tr e at m e nt. ( D at a o n 

fil e).

H o w e v er, i n Tri al , a n e arly a n d i m b al a n c e d wit h dr a w al of t ol v a pt a n s u bj e cts 

l e d t o missi n g b as eli n e d at a f or ~ 5 % of t ol v a pt a n s u bj e cts, c o m pli c ati n g t h e i nt er pr et ati o n 

of t h es e r es ults .  T h e c urr e nt tri al will utili z e t ol v a pt a n tr e at m e nt titr ati o n a n d t ol er a bilit y 

r u n-i n p eri o ds t o e x cl u d e, pri or t o r a n d o mi z ati o n, t h os e s u bj e cts w h o r e p ort t h e y  ar e 

u nli k el y  t o b e a bl e t o t ol er at e t ol v a pt a n’s a q u ar eti c eff e cts d uri n g l o n g -t er m tr e at m e nt.  

T his , a n d a pl a c e b o r u n -i n p eri o d, will b e us e d t o est a blis h a pr e -r a n d o mi z ati o n b as eli n e 

e G F R f or e a c h p ot e nti al tr e at m e nt assi g n m e nt, t h er e b y  f a cilit ati n g a str ai g htf or w ar d 

c al c ul ati o n of t h e k e y s e c o n d ar y e n d p oi nt of e G F R sl o p e f or all s u bj e cts.

T h e tri al’s pri m ar y  e n d p oi nt is d efi n e d as t h e a bs ol ut e c h a n g e i n e G F R fr o m 

pr e -tr e at m e nt t o p ost-tre at m e nt, n or m ali z e d b y  t h e s u bj e ct’s d ur ati o n of tr e at m e nt.  T o 

d e cr e as e v ari a bilit y , m ulti ple s er u m cr e ati ni n e m e as ur e m e nts (is ot o p e dil uti o n m ass 

s p e ctr o m etr y [ID M S] -tr a c e a bl e) will b e t a k e n b ot h pr e - a n d p ost -tr e at m e nt f or e a c h 

s u bj e ct, a n d t h e e G F R v alu es will t h e n b e a v er a g e d.   A d diti o n all y , st a n d ar di z ati o n of 

di et, e x er cis e , a n d ti mi n g of s er u m c oll e cti o n a n d a n al ys is of s a m pl es f or s er u m 

cr e ati ni n e ar e e x p e ct e d t o r e d u c e i ntr a -s u bj e ct v ari a bilit y.

I n t his tri al, e v er y eff ort will b e m a d e t o a v oi d mis si n g d at a b y e n c o ur a gi n g c o m pli a n c e 

a n d c o nti n u ati o n of I M P. F urt h er m or e, all s u bj e cts w h o d o n ot s p e cifi c ally wit h dr a w 

t h eir c o ns e nt will b e f oll o w e d as c o m pl et el y as p ossi bl e f or l a b or at or y , h e alt h a n d vit al 

st at us. T his eff ort will b e gi n d uri n g t h e i nf or m e d c o ns e nt pr o c ess.  I n v esti g at ors, sit e 

p ers o n n el , a n d s u bj e cts will b e pr o vi d e d wit h i nf or m ati o n al t o ols a n d e d u c at e d r e g ar di n g 

t h e i m p ort a n c e of p arti ci p ati o n i n cli ni c al tri als a n d a d h er e n c e t o all pr ot o c ol s p e cifi e d 

visits a n d ass ess m e nts.  T his will i n cl u d e tr ai ni n g o n r el e v a nt c o n c e pts fr o m t h e N ati o n al 

A c a d e m y of S ci e n c es N ati o n al R es e ar c h C o u n cil (N R C ) g ui d eli n e o n pr e v e nti o n a n d 

h a n dli n g of missi n g d at a.
1 4

  T h e i nf or m e d c o ns e nt f or m (I C F) will i n cl u d e a s e cti o n 

c o dif y i n g t his u n d erst a n di n g b et w e e n t h e pri n ci p al i n v esti g at or a n d t h e pr os p e cti v e 

s u bj e ct a n d c a n b e wit h dr a w n i n st a g es a c c o m m o d ati n g e a c h s u bj e ct ’s willi n g n ess t o 
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pr o vi d e f oll o w - u p of t h eir m e di c al i nf or m ati o n. H o m e n ursi n g vis its or l o c al l a b or at or y  

visits will als o b e a v ail a bl e at m ost sit es f or c oll e cti o n of f oll o w- u p bl o o d s a m pl es a n d t o 

c o nti n u e h e alt h -st at us f oll o w -u p e v e n if I MP is p er m a n e ntl y  dis c o nti n u e d.

T hr o u g h m or e fr e q u e nt (e g, m o nt hl y ) m o nit ori n g of li v er tr a ns a mi nas es ( as p art at e 

a mi n otr a nsf er as e [ A S T] , al a ni n e a mi n otr a nsf er as e [ A L T] ), al k ali n e p h os p h at as e ( A L P),

a n d bilir u bi n (t ot al; B T), t h e c urr e nt tri al will m or e pr e cis el y  d efi n e t h e p ot e nti al f or DI LI 

pr e vi o usl y  o bs er v e d i n Tri al .  Fr e q u e nt m o nit ori n g will als o d et e ct s m all er 

el e v ati o ns e arli er p er mitti n g cl os er a n d m or e t h or o u g h e v al u ati o n a n d i nt er v e nti o n 

(i n cl u di n g dr u g i nt err u pti o n or dis c o nti n u ati o n). T his is e x p e ct e d t o miti g at e t h e ris k of 

s eri o us or irr e v ersi bl e i nj ur y .

Uri n e a n d pl as m a s a m pl es f or p ot e nti al bi o m ar k er t esti n g a n d a n o pti o n al bl o o d s a m pl e 

f or g e n eti c d e o x y ri b o n u cl ei c a ci d ( D N A) t esti n g will b e c oll e ct e d a n d st or e d f or a 

m a xi m u m of 1 5 y e ars aft er t h e tri al h as e n d e d .  P ot e nti al a n al ysi s m a y i n cl u d e 

dis e as e -r el at e d g e n es a n d g e n es i n v ol v e d i n h o w t ol v a pt a n is pr o c ess e d wit hi n t h e b o d y.  

T h er ef or e, t h e i nf or m ati o n g at h er e d t hr o u g h g e n eti c / bi o m ar k er a n al ys is s h o ul d i m pr o v e 

t h e s p o ns or’s u n d erst a n di n g of t h e dis e as e , its di a g n osis, pr o g n osis, a n d p ossi bl y  

tr e at m e nt o ut c o m e.  T his c a n b e a c c o m plis h e d b y  i d e ntif yi n g w hi c h s u bj e ct s ar e m or e 

li k el y t o r es p o n d t o t ol v a pt a n, a n d/ or pr e di cti n g w hi c h s u bj e cts ar e li k ely t o pr o gr ess t o 

m or e s e v er e dis e as e st at es, a n d/ or pr e di cti n g w hi c h s u bj e cts m a y  h a v e a n a d v ers e e v e nt 

s u c h as DI LI, a n d/ or l e a d t o n e w o p p ort u niti es f or t h er a pi es. T h e ai m of t h e 

g e n eti c / bi o m ar k er t esti n g is t o f urt h er u n d erst a n d t h e c a us es a n d pr o c ess es of A D P K D 

a n d t h e i m p a ct tr e at m e nt wit h t ol v a pt a n h as o n t h e pr o gr essi o n of t h e dis e as e a n d s af et y 

of t h e s u bj e ct a n d f ut ur e g e n er ati o ns of p ati e nts .

2. 2 D o si n g R ati o n al e

S u c c essf ul tr e at m e nt of A D P K D a p p e ars t o r e q uir e e arly, c o nst a nt i n hi biti o n of t h e 

v as o pr essi n V 2 r e c e pt or.  T his tr e at m e nt p ar a di g m pr o d u c e d d e cr e as e d r at es of gr o wt h i n 

ki d n e y  si z e i n a ni m al m o d els.  T h e cli ni c al f or m ul ati o n of t ol v a pt a n w as o pti mi z e d t o 

i n cr e as e bi o a v ail a bilit y w hi c h n e c essit at es s plit d osi n g t o m ai nt ai n s u p pr essi o n of A V P 

a cti o n a cr oss 2 4 h o urs .  A hi g h er d os e is us e d e arl y i n t h e d a y, wit h a l o w er d os e 

a p pr o xi m at el y  8 t o 9 h o urs l at er i n or d er t o pr o d u c e a m a xi m al i n hi biti o n o n w a ki n g wit h 

a gr a d u al f all -off of eff e ct d uri n g t h e ni g ht w h e n fr e q u e nt uri n ati o n c o ul d l e a d t o 

i nt err u pti o n of sl e e p.

Uri n e os m ol alit y  ( Uos m ) h as b e e n us e d as a s urr o g at e of v as o pr essi n V 2 r e c e pt or 

i n hi biti o n i n Tri als 1 5 6-0 3 -2 4 8 a n d 1 5 6 - 0 3- 2 4 9 t o r efi n e t h es e d os es.  N or m all y, Uos m

o nl y  i n cr e as es a b o v e pl as m a os m ol alit y ( a p pr o xi m at el y 2 9 0 m Os m/ L) w h e n v as o pr essi n 
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is a cti n g at t h e ki d n e y’s dist al c oll e cti n g d u cts.  W h e n tr o u g h s p ot U os m r e m ai ns b el o w 

3 0 0 m Os m, eff e cti v e V 2 r e c e pt or i n hi biti o n c a n b e ass u m e d.  T h es e tri als als o c o nfir m e d 

a p h e n o m e n o n w h er e t h e first d a y’s t h er a p y pr o d u c es t h e m ost r o b ust a q u ar esis, w hi c h 

t h e n d e cr e as es a p pr o xi m at el y 2 0 % b y  t h e 5
t h

d a y  of r e p e at e d d osi n g.
1 5

S plit d os e r e gi m e ns of 3 0/ 1 5, 4 5/ 1 5, 6 0/ 3 0 , a n d 9 0/ 3 0 m g w er e a v ail a bl e i n t h e titr ati o n 

p h as e of t h e o n g oi n g o p e n -l a b el e xt e nsi o n tri al i n A D P K D (Tri al 1 5 6- 0 4- 2 5 0).  D uri n g 

t his tri al, b ot h t h e t ol er a bilit y of t ol v a pt a n r e gi m e ns a n d effi c a c y ( as m e as ur e d b y 

s u p pr essi o n of U os m ) w er e d et er mi n e d i n 4 6 s u bj e cts.  R es ults of t his tri al c o nfir m t h at 

s u p pr essi o n of tr o u g h U o s m i m pr o v es wit h e a c h hi g h er d os e of t ol v a pt a n, a n d t h at 

“ br e a kt hr o u g h ” o c c urr e d l ess fr e q u e ntl y wit h e a c h r e gi m e n ( br e a kt hr o u g h of 6 1 %, 3 9 %, 

2 6 %, 1 5 % f or 3 0/ 1 5, 4 5/ 1 5, 6 0/ 3 0 , a n d 9 0/ 3 0 m g d os es, r es p e cti v el y ).
1 6

W hil e o pti m al effi c a c y  ( 0 % br e a kt hr o u g h at tr o u g h ) c o ul d n ot b e a c hi e v e d at a n y of t h e 

d os e r e gi m e ns us e d i n t h e titr ati o n f or Tri al 1 5 6 -0 4 -2 5 0, t h e li mit of t ol er a bilit y  w as 

r e a c h e d wit h o nl y 4 1 % of s u bj e cts st ati n g t h at t h e y  c o ul d t ol er at e a 9 0/ 3 0 m g d os e.
1 6

T his tr i al will als o i m pl e m e nt a titr ati o n str at e g y i n t h e pr e-r a n d o mi z ati o n p eri o d t o 

est a blis h , b y s elf-r e p ort, a m a xi m all y  t ol er at e d d os e of t olv a pt a n f or e a c h s u bj e ct .

I n t h e t ol v a pt a n titr ati o n p eri o d, all s u bj e cts will b e giv e n a s plit d os e of 3 0/ 1 5 m g 

t ol v a pt a n wit h u p w ar d titr ati o n e v er y 3 t o 4 d a y s t o 4 5/ 1 5 m g, 6 0/ 3 0 m g, u p t o a 

m a xi m u m d os e of 9 0/ 3 0 m g p er d a y  o v er 2 w e e ks.  All s u bj e cts will b e e n c o ur a g e d t o 

pr o gr ess t o 9 0/ 3 0 m g p er d a y , as a hi g h er d os e is li k el y t o b e m ost eff e cti v e.  All s u bj e cts

w h o t ol er at e t ol v a pt a n at t h e 6 0/ 3 0 m g or 9 0/ 3 0 m g d ail y d os e r e gi m e n m a y e nt er t h e 

t ol v a pt a n r u n-i n p eri o d at o n e of t h es e d os es f or 3 a d diti o n al w e e ks.  E x c e pt f or 

m a n a g e m e nt of A Es, n o d os e a dj ust m e nt will b e p er mitt e d d uri n g t h e t ol v a pt a n r u n -i n 

p eri o d .  S u bj e cts u n a bl e t o t ol er at e at l e ast 3 w e e ks of d ail y  t ol v a pt a n tr e at m e nt at 

6 0/ 3 0 m g or 9 0/ 3 0 m g  d uri n g t h e t ol v a pt a n r u n -i n p eri o d will n ot b e eli gi bl e f or 

r a n d o mi z ati o n.  T his is e x p e ct e d t o mi ni mi z e p ost -r a n d o mi z ati o n wit h dr a w al d u e t o 

i n a bilit y t o t ol er at e a cut e si d e eff e cts of t ol v a pt a n.

D uri n g t h e d o u bl e -bli n d r a n d o mi z e d tr e at m e nt p eri o d, s u bj e cts will eit h er b e m ai nt ai n e d 

o n t h eir m a xi m all y  t ol er at e d s plit d os e of t ol v a pt a n at 6 0/ 3 0 m g or 9 0/ 3 0 m g or 

r a n d o mi z e d t o pl a c e b o.  T o m a n a g e a d diti o n al t ol er a bilit y iss u es d uri n g t his p eri o d, 

s u bj e cts m a y d o w n-titr at e bli n d e d tr e at m e nt t o 4 5/ 1 5 m g or e v e n 3 0/ 1 5 m g wit h m e di c al 

m o nit or a p pr o v al.  S u bj e cts will b e e n c o ur a g e d t o m ai nt ai n m a xi m all y  t ol er at e d d os e t o 

o pti mi z e a n d m ai nt ai n d esir e d s u p pr essi o n. If d o w n-titr ati o n o c c urs, s u bj e cts will b e 

e n c o ur a g e d t o r et ur n t o pr e vi o us m a xi m al t ol er at e d d os e, if p ossi bl e.
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2. 3 Tri al O bj e cti v e s

Pri m ar y :

 T o c o m p ar e t h e effi c a c y  of t ol v a pt a n tr e at m e nt i n r e d u ci n g t h e c h a n g e i n e G F R fr o m 
pr e -tr e at m e nt b as eli n e t o p ost-tre at m e nt f oll o w - u p, as c o m p ar e d wit h pl a c e b o, i n 
s u bj e cts wit h l at e -st a g e C K D d u e t o A D P K D w h o t ol er at e t ol v a pt a n d uri n g a n i niti al 
r u n-i n p eri o d.

S e c o n d ar y :

 T o c o m p ar e t h e effi c a c y of t ol v a pt a n tr e at m e nt i n r e d u ci n g t h e d e cli n e of a n n u ali z e d 
e G F R sl o p e, a s c o m p ar e d wit h pl a c e b o, i n s u bj e cts wit h l at e -st a g e C K D d u e t o 
A D P K D w h o t ol er at e t ol v a pt a n d uri n g a n i niti al r u n- i n p eri o d.

 T o c o m p ar e o v er all a n d h e p ati c s af et y of t ol v a pt a n wit h t h at of pl a c e b o a n d t o 
c o m p ar e i n ci d e n c e of A D P K D c o m pli c ati o ns ( o ut c o m es) d uri n g t h e tri al .

3 Tri al D e si g n

3. 1 T y p e/ D e si g n of Tri al

T his is a p h as e 3 b , m ulti-c e nt er, r a n d o mi z e d -wit h dr a w al, pl a c e b o -c o ntr oll e d, 

d o u bl e -bli n d, p ar all el -gr o u p tri al t o c o m p ar e t h e effi c a c y  a n d s af ety of t ol v a pt a n i n 

s u bj e cts wit h A D P K D a n d b as eli n e ki d n e y f u n cti o n as d o c u m e nt e d by a n e G F R b et w e e n 

2 5 - 6 5 m L / mi n/ 1. 7 3 m
2
, i n cl usi v e. T h e o v er all d esi g n is ill ustr at e d i n Fi g ur e 3. 1- 1 .
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Fi g u r e 3. 1- 1 T ri al D esi g n S c h e m ati c

3. 2 Tr e at m e nt s

All s u bj e cts will b e gi v e n i n v esti g ati o n al m e di ci n al pr o d u ct (I M P; t ol v a pt a n a n d/ or 

pl a c e b o, a c c or di n g t o tri al p eri o d a n d r a n d o mi z ati o n gr o u p) i n a d ail y s plit d os e, o n c e 

u p o n a w a k e ni n g a n d a n ot h er a p pr o xi m at el y  8 t o 9 h o urs l at er.  E x a ct ti mi n g of d osi n g 

m a y  b e a dj ust e d b as e d o n w a k e/sl e e p h a bits ( e g, st a n d ar d 8 A M a n d 5 P M m a y  b e 

s wit c h e d t o 1 0 P M a n d 7 A M if w or ki n g a ni g ht s hift).  H o w e v er, d osi n g ti m es s h o ul d b e 

c o nsist e nt f or e a c h i n di vi d u al’s d ail y d os e t o m a xi mi z e r e c e pt or s u p pr essi o n.  D os es will 

b e e x pr ess e d as e arl y d os e/ l at e d os e ( e g, 6 0/ 3 0 m g ).  Pl a c e b o will b e a d mi nist er e d t o 

s u bj e cts r a n d o mi z e d t o t h at tr e at m e nt i n a f or m i d e nti c al t o t h e c orr es p o n d i n g d os e of 

t ol va pt a n t a bl ets.

U p o n c o ns e nt, all s u bj e cts s h o ul d r e c ei v e t h e r e c o m m e n d ati o n f or i n g esti o n of at l e ast

2 t o 3 lit ers of fl ui d (i n cl u di n g i n s oli d, s e mi -s oli d , a n d li q ui d f o o ds) p er d a y , u nl ess 

ot h er wis e dir e ct e d b y t h e i n v esti g at or. T his r e c o m m e n d ati o n s h o ul d st art d uri n g 

s cr e e ni n g a n d c o nti n u e t hr o u g h t h e e n d of t h e tri al.
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W hil e t a ki n g I M P, all s u bj e cts s h o ul d b e i nstr u ct e d t o i n g est fl ui ds i n a nti ci p ati o n of, or 

at t h e first si g n of t hirst i n or d er t o a v oi d e x c essi v e t hirst or d e h y dr ati o n.  A d diti o n all y , 

s u bj e cts s h o ul d i n g est 1 t o 2 c u ps of w at er b ef or e b e dti m e r e g ar dl ess of p er c ei v e d t hirst 

a n d r e pl e nis h fl ui ds o v er ni g ht wit h e a c h e pis o d e of n o ct uri a.

3. 2. 1 Pr e -r a n d o mi z ati o n

S u bj e cts w h o pr o vi d e i nf or m e d c o ns e nt a n d f or w h o m pr eli mi n ar y  eli gi bilit y is 

est a blis h e d will e nt er a n 8 -w e e k r u n -i n p eri o d .  T his r e pr es e nts “ pr e-r a n d o mi z ati o n ”.  

T his p r e-r a n d o mi z ati o n p eri o d c o nsists of a s cr e e ni n g p eri o d (t ypi c all y 1- 2 w e e k s;

h o w e v er, l o n g er p eri o ds u p t o 8 a d diti o n al w e e ks ar e a c c e pt a bl e f or s u bj e cts n e e di n g 

st a bili z a ti o n aft er c h a n gi n g ot h er tr e at m e nts, es p e ci all y a nti-h y p ert e nsi v es a n d di ur eti cs ,

or w h o r e q uir e a d diti o n al ass ess m e nts f or q u alifi c ati o n); a pl a c e b o r u n -i n p eri o d

( 1 w e e k), a t ol v a pt a n titr ati o n p eri o d ( 2 w e e ks), a n d a tol v a pt a n r u n -i n p eri o d ( 3 w e e ks) .

D uri n g t his p eri o d, s u bj e cts s h o ul d b e t ol d “ Y o u will r e c ei v e pl a c e b o or a cti v e tr e at m e nt 

(t ol v a pt a n) d uri n g t h e tr e at m e nt p h as e, b ut yo u will n ot k n o w w hi c h. ”  T h e s u bj e cts 

s h o ul d n ot b e t ol d t h at t h er e is a s e p ar at e r u n -i n p h as e a n d r a n d o mi z ati o n p h as e, a n d t h e y  

s h o ul d n ot b e t ol d w h e n f or m al r a n d o mi z ati o n will o c c ur.  T h e y s h o ul d als o b e t ol d 

“ Y o ur eli gi bilit y  f or c o nti n u e d p arti ci p ati o n will b e ass ess e d i nt er mitt e ntl y d uri n g t h e 

tr e at m e nt p eri o d. ”

3. 2. 1. 1 S cr e e ni n g P eri o d ( u p t o D a y -4 3)

N o i n v esti g ati o n al tr e at m e nts will b e a d mi nist er e d d uri n g t h e s cr e e ni n g p eri o d.  D uri n g 

t his p eri o d, t h e s u bj e ct’s eli gi bilit y f or t h e tri al will b e c o nfir m e d usi n g hist ori c al i m a gi n g 

d at a t o s u p p ort a di a g n osis of A D P K D a n d t o v erif y  t h e l e v el of C K D pri m aril y d u e t o 

A D P K D a n d n ot t o ot h er r e n al ( h y p o pl asi a) or m et a b oli c ( di a b eti c or h y p ert e nsi v e 

n e p hr o p at h y) dis or d ers.   I n a d diti o n, eli gi bilit y will b e c o nfir m e d b y t h e m e a n of e G F R 

c al c ul at e d fr o m t h e s u bj e cts’ 2 pr e -tr e at m e nt, c e ntr al-l a b, s er u m cr e ati ni n e ass ess m e nts .  

S u bj e cts will b e t ol d t h at t h e y will r e c ei v e t ol v a pt a n or pl a c e b o d uri n g v ari o us 

s u bs e q u e nt p eri o ds of t h e tri al a n d t h at t h e n e xt p eri o d i n v ol v es a d os e es c al ati o n wit h 

m ulti pl e effi c a c y , s af ety, a n d t ol er a bilit y ass ess m e nts. Tri al m e di c ati o n will b e dis p e ns e d 

o n D a y  -4 3 aft er s u bj e ct eli gi bilit y  is c o nfir m e d.  I n e x c e pti o n al cir c u mst a n c es, tri al 

m e di c ati o n m a y  b e pr o vi d e d at t h e s e c o n d s cr e e ni n g visit wit h i nstr u cti o n n ot t o t a k e a n y  

m e di c ati o n u ntil c o nfir m ati o n o n D a y  -4 3 b y  t h e i n v esti g at or.  If tri al me di c ati o n is

dis p e ns e d at t h e s e c o n d s cr e e ni n g visit, c o nfir m ati o n of eli gi bilit y a n d i nstr u cti o ns t o t a k e 

m e di c ati o n will b e pr o vi d e d b y  t el e p h o n e o n D a y - 4 3.
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3. 2. 1. 2 Pl a c e b o R u n -i n P eri o d ( D a y -4 2 t o D a y  -3 6)

I n t h e first w e e k aft er t h e s cr e e ni n g p eri o d, all s u b j e cts will b e gi n t h e si n gl e -bli n d, 

p l a c e b o r u n-i n p eri o d w it h pl a c e b o i n a d ail y  s plit d os e of 0 m g ( a b br e vi at e d 0/ 0 m g), i n a 

f or m i d e nti c al t o t ol v a pt a n t a bl ets at t h e 1 5/ 1 5 m g d os e .  T h e s u bj e ct will r e m ai n bli n d e d 

t o tr e at m e nt, h a vi n g r e c ei v ed a b ottl e of tri al dr u g d uri n g t h e s cr e e ni n g p eri o d w hi c h t h e y  

u n d erst o o d c o ul d b e eit h er t ol v a pt a n or pl a c e b o. T h os e s u bj e cts u n a bl e t o t ol er at e t h e 

pl a c e b o d os e r e gi m e n wi ll b e c o nsi d er e d “ R u n-i n f ail ur es ”, t h e y will c o m pl et e e n d of 

tr e at m e nt ( E o T x) visit ass ess m e nts a n d b e f oll o w e d u p aft er 7 d a y s b y p h o n e c all t o 

ass ess a n y o n g oi n g A Es.

3. 2. 1. 3 T ol v a pt a n Titr ati o n P eri o d ( D a y -3 5 t o D a y -2 2)

D uri n g t h e si n gl e -bli n d , tol v a pt a n titr ati o n p eri o d ( 2 w e e k d ur ati o n) , all s u bj e cts will 

r e c ei v e 2 c art o ns of t ol v a pt a n, 1 c art o n c o nt ai ni n g 2 b ottl es of 1 5 m g t a bl ets a n d t h e ot h er 

c art o n c o nt ai ni n g 2 b ottl es of 3 0 m g t a bl ets. T h e t ol v a pt a n t a bl ets will a p p e ar i d e nti c al t o 

t h e pl a c e b o t a bl ets dis p e ns e d i n t h e pri or p eri o d, a n d s u bj e cts will b e t ol d t h at t h e y  c o ul d 

b e eit h er t ol v a pt a n or pl a c e b o.  S u bj e cts will b e i nstr u ct e d t o t a k e t ol v a pt a n st arti n g at a 

s plit d os e of 3 0/ 1 5 m g ( as 2 t a bl ets u p o n w a ki n g a n d 1 t a bl et a p pr o xi m at el y  8 t o 9 h o urs 

l at er) a n d t o titr at e u p e v er y  3 t o 4 d a y s; first t o 4 5/ 1 5 m g, t h e n 6 0/3 0 m g, t h e n u p t o t h e 

m a xi m u m d os e of 9 0/ 3 0 m g.  Titr ati o n will b e a c c o m plis h e d b y  i n cr e asi n g t h e n u m b er of 

t a bl ets/ d os e a n d/ or s wit c hi n g fr o m 1 5 m g t a bl ets t o 3 0 m g t a bl ets, as d et ail e d i n 

T a bl e 3. 2. 2- 1 , b el o w.  Pri or t o e a c h u p w ar d titr ati o n, t h e s u bj e ct’s t ol er a bilit y  t o t h e 

c urr e nt d os e will b e ass ess e d b y  as ki n g, “ C o ul d yo u t ol er at e t his d os e of tri al m e di c ati o n 

f or t h e r est of y o ur lif e ? ”  T h os e s u bj e cts u n a bl e t o r e a c h a n d t ol er at e at l e ast a 6 0/ 3 0 m g 

t ol v a pt a n d os e r e gi m e n wi ll b e c o nsi d er e d “ R u n -i n f ail ur es ”, t h e y will c o m pl et e e n d of 

E o T x visit ass ess m e nts a n d b e f oll o w e d u p aft er 7 d a y s b y p h o n e c all t o assess a n y 

o n g oi n g A Es .

3. 2. 1. 4 T ol v a pt a n R u n -i n P eri o d ( D a y -2 1 t o D a y  -1)

S u bj e cts t ol er ati n g at l e ast 6 0/ 3 0 m g t ol v a pt a n m a y e nt er t h e si n gl e-bli n d, tol v a pt a n r u n -

i n p eri o d ( 3 w e e k d ur ati o n).  S u bj e cts will c o nti n u e o n a st a bl e 6 0/ 3 0 m g or 9 0/ 3 0 m g 

t ol v a pt a n d os e t o c o nfir m t ol er a bilit y o v er a l o n g er p eri o d a n d t o est a blis h a t ol v a pt a n 

pr e -r a n d o mi z ati o n b as eli n e.

At t h e e n d of t h e tol v a pt a n r u n -i n p eri o d, s u bj e cts n ot t ol er ati n g at l e ast 6 0/ 3 0 m g 

t ol v a pt a n will b e c o nsi d er e d “ R u n -i n f ail ur es ”. T h e y  will c o m pl et e E o T x visit

ass ess m e nts a n d b e f oll o w e d u p aft er 7 d a y s b y p h o n e c all t o assess a n y o n g oi n g A Es.
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3. 2. 2 D o u bl e -bli n d R a n d o mi z e d Tr e at m e nt P eri o d ( D a y 0 t o M o nt h 1 2)

S u bj e cts c o m pl eti n g t h e t ol v a pt a n r u n -i n p eri o d t ol er ati n g at l e ast 6 0/ 3 0 m g of t ol v a pt a n 

will b e r a n d o mi z e d u p o n e ntr y  t o t his d o u bl e-bli n d p er i o d. Asi d e fr o m t h e first r e q uir e d 

cli ni c visit a n d dis p e nsi n g n e w b ottl e s of I M P, n o disti n cti o n b et w e e n t h e pri or r u n -i n 

p eri o d a n d t h e r a n d o mi z ati o n p eri o d s h o ul d b e m a d e f or t h e s u bj e ct.

Aft er str atifi e d r a n d o mi z ati o n, b y  b as eli n e  

, a n d by t hr e e T K V crit eri a 

, s u bj e cts will e nt er t h e d o u bl e-bli n d, r a n d o mi z e d 

tr e at m e nt p eri o d r e c ei vi n g eit h er t ol v a pt a n or pl a c e b o i n a 1: 1 r ati o.  T ol v a pt a n, or 

m at c hi n g pl a c e b o , will b e a d mi nist er e d at 6 0/ 3 0 or 9 0/ 3 0 m g , as s plit d os es, wit h d o w n-

titr ati o ns t o 4 5/ 1 5 m g a n d 3 0/ 1 5 m g as n e e d e d f or t ol er a bili t y. Pl a n n e d d o w n titr ati o n t o 

3 0/ 1 5 m g r e q uir es c o ns ult a ti o n wit h t h e m e di c al m o nit or.

S u bj e cts r a n d o mi z e d t o t ol v a pt a n will c o nti n u e t o t a k e t h e s a m e d os e t h at t h e y r e c ei v e d 

d uri n g t h e t ol v a pt a n r u n-i n p eri o d .  S u bj e cts r a n d o mi z e d t o pl a c e b o will r e c ei v e pl a c e b o 

t a bl ets m at c hi n g t h eir t ol er at e d t ol v a pt a n d os e d uri n g t h e t ol v a pt a n r u n-i n p eri o d.

T h e tr e at m e nt d ur ati o n of t h es e s u bj e cts will b e 1 2 m o nt hs fr o m t h eir d at e of 

r a n d o mi z ati o n.  S u bj e c ts n ot c o nti n ui n g i n t his tri al will c o m pl et e E o T x visit ass ess m e nts 

a n d b e f oll o w e d f or 2 1 d a y s t o ass ess a n y o n g oi n g A Es.

T a bl e 3. 2. 2- 1 D osi n g S c h e d ul e

T ri al D a y N o m i n al Ti m e D os e
1 t o 2 w e e k s
(t o D a y − 4 3 )

S c r e e ni n g
1- 2 w e e k s ( N o dr u g)

D a y  − 4 2 t o -3 6 8: 0 0 a m/
4: 0 0 t o 5: 0 0 p m

Pl a c e b o r u n -i n
Pl a c e b o ( m at c hi n g e q ui v al e nt t o t ol v a pt a n ) 0 m g

D a y  −3 5 t o − 2 2 8: 0 0 a m/
4: 0 0 t o 5: 0 0 p m

T ol v a pt a n t it r ati o n
T ol v a pt a n s plit -d os e titr ati o n ( u si n g 1 5 or 3 0 m g t a bl ets)

3 0/ 1 5, 4 5/ 1 5, 6 0/ 3 0 t h e n 9 0/ 3 0 m g 
( gi v e n as 2 x 1 5/ 1 x 1 5; 3 x 1 5/ 1 x 1 5; 2 x 3 0/ 1 x 3 0 or 

3 x 3 0/ 1 x 3 0 m g t a bl ets, r es p e cti v el y)
D a y  − 2 1 t o − 1 8: 0 0 a m/

4: 0 0 t o 5: 0 0 p m
T ol v a pt a n r u n -i n

T ol v a pt a n st a bl e d os e (s a m e as m a xi m u m t ol er at e d d os e 
fr o m t ol v a pt a n titr ati o n, eit h er 6 0/ 3 0 or 9 0/ 3 0 m g ) f or 

3 w e e k s , usi n g 3 0 m g t a bl ets
R a n d o mi z ati o n 1: 1 - t ol v a pt a n: pl a c e b o ( D a y -1)
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T a bl e 3. 2. 2 - 1 D osi n g S c h e d ul e

T ri al D a y N o m i n al Ti m e D os e
D a y  1 t o M o nt h 1 2 8: 0 0 a m/

4: 0 0 t o 5: 0 0 p m
D o u bl e -bli n d r a n d o mi z e d t r e at m e nt

T ol v a pt a n or p l a c e b o at a n e q ui v al e nt d os e gi v e n at l ast 
d a y of t ol v a pt a n r u n-i n (i e, D a y − 1, eit h er 6 0/ 3 0 or 

9 0/ 3 0 m g) usi n g 3 0 m g or m at c hi n g pl a c e b o 0 m g t a bl ets.

3 0 m g or m at c hi n g pl a c e b o 0 m g t a bl ets gi v e n 2 u p o n 
w a ki n g / 1 at 8 -9 h o urs l at er or 3 u p o n w a ki n g / 1 at 8 -9 

h o urs l at er.

T ol v a pt a n (s u bj e ct c o nti n u e d at s a m e d os e as D a y − 1, b ut 
m a y d o w n -titr at e t o 4 5/ 1 5 [or 3 0/ 1 5 m g , wit h m e di c al 
m o nit or a p pr o v al] usi n g 1 5 m g t a bl ets a n d r et ur n t o 

pr e vi o us m a xi m al t ol er at e d d o s e , if p ossi bl e)

Pl a c e b o (s u bj e ct c o nti n u e d at s a m e d os e as D a y − 1, b ut
usi n g m at c hi n g pl a c e b o 0 m g t a bl ets)

3. 2. 3 F oll o w - u p P eri o d ( D a y + 7 t o D a y + 2 1)

F or r a n d o mi z e d s u bj e cts, a 3- w e e k f oll o w -u p p eri o d will b e gi n i m m e di at el y  aft er 

tr e at m ent c ess ati o n ( e arl y  or pl a n n e d). N o I M P will b e a d mi nist er e d d uri n g t his p eri o d.

3. 3 Tri al P o p ul ati o n

T his tri al will c o ns e nt a n d s cr e e n t ol v a pt a n n aï v e s u bj e cts wit h A D P K D di a g n os e d b y t h e 

pr es e n c e of bil at er al c y sts p er t h e P ei- R a vi n e crit eri a
1 8 ,1 9

( m o difi e d f or c o m p ut e d 

t o m o gr a p hy [ C T ] or m a g n eti c r es o n a n c e i m a gi n g [ M RI ], if n e e d e d). I n or d er t o 

m a xi mi z e p o w er a n d mi ni mi z e t h e p ossi bilit y  of T yp e 2 err or, tri al e nr oll m e nt will 

c o nti n u e u ntil a p pr o xi m at el y 1 3 0 0 s u bj e cts ar e r a n d o mi z e d.

A d ult s u bj e cts wit h m or e a d v a n c e d A D P K D -r e n al d ysf u n cti o n p h e n ot yp e will b e 

e nr oll e d. S u bj e cts w h o h a v e a d v a n c e d t o a n e G F R < 6 0 m L / mi n/ 1. 7 3 m
2

b y a g e 5 5 or 

< 4 5 m L / mi n/ 1. 7 3 m
2

b y  a g e 6 5 r e m ai n at a si g nifi c a nt ris k of pr o gr essi o n t o E S R D 

b ef or e r e a c hi n g a v er a g e lif e e x p e ct a n c y .  R e n al f u n cti o n will b e c o nfir m e d d uri n g 

s cr e e ni n g b y  t h e m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ first 2 pr etr e at m e nt, 

c e ntr al -l a b s er u m cr e ati ni n e ass ess m e nts.   S e e T a bl e 3. 4. 2- 1 f or a d diti o n al i n cl usi o n 

crit eri a.

C o nsist e nt wit h t his tri al’s pr e -s p e cifi e d effi c a c y esti m a n d, onl y  s u bj e cts t ol er ati n g t h e

si n gl e-bli n d r u n -i n p eri o d of t ol v a pt a n ( 6 0/ 3 0 or 9 0/ 3 0 m g p er d a y ) will b e r a n d o mi z e d t o 

t h e d o u bl e-bli n d tr e at m e nt p eri o d , t o li mit s u bs e q u e nt wit h dr a w al d u e t o l a c k of 

t ol er a bilit y.
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3. 4 Eli gi bilit y  Crit eri a

3. 4. 1 I nf or m e d C o n s e nt

E a c h i n v esti g at or h as b ot h et hi c al a n d l e g al r es p o nsi bilit y  t o e ns ur e t h at s u bj e cts b ei n g 

c o nsi d er e d f or i n cl usi o n i n t his tri al ar e gi v e n a f ull e x pl a n ati o n of t h e pr ot o c ol ( wit h o ut 

r e v e ali n g d et ails of its i niti al si n gl e-bli n d n at ur e) a n d of t h eir r ol e a n d r es p o nsi biliti es i n 

t h e pr o p os e d r es e ar c h .  T his s h all b e d o c u m e nt e d o n a writt e n I C F t h at s h all b e a p pr o v e d 

b y  t h e s a m e i nstit uti o n al r e vi e w b o ar d/i n d e p e n d e nt et hi cs c o m mitt e e (IR B/I E C) 

r es p o nsi bl e f or a p pr o v al of t his pr ot o c ol.  I n a d diti o n, t h e pr ot o c ol e x pl a n ati o n m a y 

i n cl u d e r e c or d e d or el e ctr o ni c m e a ns of e d u c ati o n, w hi c h will als o m e et IR B/I R C 

a p pr o v al.  E a c h I C F s h all i n cl u d e t h e el e m e nts r e q uir e d b y  t h e I nt er n ati o n al C o nf er e n c e 

o n H ar m o ni z ati o n ( I CH) G o o d Cli ni c al Pr a cti c e ( G C P) G ui d eli n e
2 0

a n d l o c al r e g ul at or y  

r e q uir e m e nts a n d m ust a d h er e t o t h e et hi c al pri n ci pl es t h at h a v e t h eir ori gi n i n t h e 

D e cl ar ati o n of H elsi n ki.  T h e i n v esti g at or a gr e es t o o bt ai n a p pr o v al fr o m t h e s p o ns or of 

a n y  writt e n I C F us e d i n t h e tri al, pri or t o s u b missi o n t o t h e I R B/I E C. Tr a nsl ati o ns of t h e 

I CF i nt o t h e s u bj e ct p o p ul ati o ns’ n ati v e l a n g u a g e s h o ul d b e c ertifi e d a n d h a v e b e e n b a c k 

tr a nsl at e d wit h s p o ns or a p pr o v al of t h e b a c k tr a nsl ati o n.

Writt e n i nf or m e d c o ns e nt will b e o bt ai n e d fr o m all s u bj e cts ( or t h eir g u ar di a n or l e g al 

r e pr es e nt ati v e, as a p pli c a bl e f or l o c al l a ws).  I n v esti g at ors m a y dis c uss t h e a v ail a bilit y of 

t h e tri al a n d t h e p ossi bilit y f or e ntr y wit h a p ot e nti al s u bj e ct wit h o ut first o bt ai ni n g 

c o ns e nt.  H o w e v er , i nf or m e d c o ns e nt m ust b e o bt ai n e d a n d d o c u m e nt e d pri or t o i niti ati o n 

of a n y pr o c e d ur es t h at ar e p erf or m e d s ol el y f or t h e p ur p os e of d et er mi ni n g eli gi bilit y  f or 

t his tri al, i n cl u di n g wit h dr a w al fr o m c urr e nt m e di c ati o n(s).  W h e n t his is d o n e i n 

a nti ci p ati o n of, or i n pr e p ar ati o n f or, t h e r es e ar c h, it is c o nsi d e r e d t o b e p art of t h e 

r es e ar c h.

O n c e t h e a p pr o pri at e ess e nti al i nf or m ati o n h as b e e n pr o vi d e d t o t h e s u bj e ct a n d f ull y  

e x pl ai n e d i n l a y m a n’s l a n g u a g e b y t h e i n v esti g at or ( or a q u alifi e d d esi g n e e) a n d i t is f elt 

t h at t h e s u bj e ct u n d erst a n ds t h e i m pli c ati o ns of p arti ci p ati n g, t h e I R B/I E C-a p pr o v e d 

writt e n I C F s h all b e si g n e d a n d d at e d b y  all s u bj e ct s ( or t h eir g u ar di a n or l e g al 

r e pr es e nt ati v e, as a p pli c a bl e f or l o c al l a ws), a n d t h e p ers o n o bt ai ni n g c o ns e nt

(i n v esti g at or or d esi g n e e), a n d b y a n y ot h er p arti es r e q uir e d by t h e I RB/I E C.  T h e s u bj e ct 

s h all b e gi v e n a c o p y of t h e si g n e d I C F; t h e ori gi n al s h all b e k e pt o n fil e b y t h e 

i n v esti g at or.  All of t h e a b o v e m e nti o n e d a cti viti es m ust b e c o m pl et e d pri or t o th e 

s u bj e ct ’s p arti ci p ati n g i n t h e tri al.

S u bj e cts will h a v e t h e o pti o n of c o ns e nti n g o n t h e writt e n I C F f or c oll e cti o n of D N A 

s a m pl es.   S u bj e cts d o n ot n e e d t o c o ns e nt t o t h e D N A s a m pl e c oll e cti o n i n or d er t o b e 
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c o nsi d er e d as a p ot e nti al s u bj e ct i n t h e tri al.  S u bj e cts w h o c o ns e nt t o t h e D N A s a m pl e 

c oll e cti o n m a y  wit h dr a w t h eir c o ns e nt t o t h e s p o ns or’s f ut ur e a n alys is of t h at s a m pl e ( b y 

writt e n r e q u est, as d et ail e d i n t h e I C F) .

3. 4. 2 I n cl u si o n Crit eri a

S u bj e cts ar e r e q uir e d t o m e et t h e f oll o wi n g i n cl usi o n crit eria:

T a bl e 3. 4. 2 - 1 I n cl usi o n C rit e ri a

1. M al e a n d f e m al e s u bj e cts a g e 1 8 t o 5 5 y e ars of a g e (i n cl usi v e) wit h e G F R b et w e e n 2 5 a n d 

6 5 m L / mi n/ 1. 7 3 m
2

-O R -

2. M al e a n d f e m al e s u bj e ct s a g e 5 6 t o < 6 6 y e ars of a g e wit h e G F R b et w e e n 2 5 a n d 

4 4 m L / mi n/ 1. 7 3 m
2

wit h e vi d e n c e of A D P K D p r o g r essi o n , i e, e G F R d e cli n e of 

> 2. 0 m L/ mi n/ 1. 7 3 m 2 p e r y e a r , b as e d o n hist o ri c al e G F R d at a a n d me di c al m o nit o r 
dis c r eti o n .

3. M al e a n d f e m al e s u bj e cts w h o ar e t ol v a pt a n n aï v e .
4. Di a g n osis of A D P K D b y m o difi e d P ei -R a vi n e crit eri a

1 8 1 9
:

 Wit h f a mil y hist or y: s e v er al c ysts p er ki d n e y ( 3 if b y s o n o gr a p h y, 5 if b y C T or M RI )

 Wit h o ut f a mil y hist or y: 1 0 c ysts p er ki d n e y ( b y a n y r a di ol o gi c m et h o d, a b o v e ) a n d e x cl usi o n 
of ot h er c ysti c ki d n e y dis e as es. C o n diti o ns t o b e e x cl u d e d i n cl u d e: m ulti pl e si m pl e r e n al 
c y sts, r e n al t u b ul ar a ci d osis, c ysti c d ys pl asi a of t h e ki d n e y, m ulti c ysti c ki d n e y, m ultil o c ul ar 
c y sts of t h e ki d n e y, m e d ull ar y c ysti c ki d n e y a n d a c q uir e d c ysti c dis e as e of t h e ki d n e y .

 Distri b uti o n a n d n u m b er of c ysts c o nsist e nt wit h t h e o bs er v e d l e v el of r e n al f u n cti o n d efi cit.

3. 4. 3 E x cl u si o n Crit eri a

S u bj e cts will b e e x cl u d e d if t h e y  m e et a n y of t h e f oll o wi n g e x cl usi o n crit eri a d uri n g t h e 

pr e -r a n d o mi z ati o n p eri o d.
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T a bl e 3. 4. 3 - 1  E x cl usi o n C rit e ri a

1. W o m e n of c hil d b e ari n g p ot e nti al ( W O C B P) w h o d o n ot a gr e e t o pr a cti c e 2 diff er e nt m et h o ds of 
birt h c o ntr ol or r e m ai n a bst i n e nt d uri n g t h e tri al a n d f or 3 0 d a y s aft er t h e l ast d os e of I M P. If 
e m pl o y i n g birt h c o ntr ol, 2 of t h e f oll o wi n g pr e c a uti o ns m ust b e us e d: v as e ct o m y of  p art n er, t u b al 
li g ati o n, v a gi n al di a p hr a g m, i ntr a ut eri n e d e vi c e, birt h c o ntr ol pill, birt h c o ntr ol i m pl a nt, birt h 
c o ntr ol d e p ot i nj e cti o n, c o n d o m, or s p o n g e wit h s p er mi ci d e.

2. W o m e n w h o ar e br e ast -f e e di n g a n d/ or w h o h a v e a p ositi v e pr e g n a n c y t est r es ult pri or t o r e c ei vi n g

I M P.
3. N e e d f or c hr o ni c di ur eti c us e .
4. H e p ati c i m p air m e nt or li v er f u n cti o n a b n or m aliti es ot h er t h a n t h at e x p e ct e d f or A D P K D wit h 

t ypi c al c ysti c li v er dis e as e d uri n g t h e pr e-r a n d o mi z ati o n p eri o d.
5. S u bj e cts wit h a d v a n c e d di a b et es ( e g, gl y c os yl at e d h e m o gl o bi n [H g b A 1 c ] > 7. 5 , a n d/ or gl y c os uri a 

b y di psti c k, si g nifi c a nt pr ot ei n uri a, r eti n o p at h y ), e vi d e n c e of a d diti o n al si g nifi c a nt r e n al 
dis e as e(s) (i e, c urr e ntl y a cti v e gl o m er ul ar n e p hriti d es ), r e n al c a n c er, si n gl e ki d n e y, or r e c e nt 
( wit hi n l ast 6 m o nt hs ) r e n al s ur g er y or a c ut e ki d n e y i nj ur y .

6. S u bj e cts wit h c o ntr ai n di c ati o ns t o r e q uir e d tri al ass ess m e nts. 
7. S u bj e cts w h o, i n t h e o pi ni o n of t h e tri al i n v esti g at or or m e di c al m o nit or, h a v e a m e di c al hist or y or 

m e di c al fi n di n gs i n c o nsist e nt wit h s af et y or c o m pli a n c e wit h tri al ass ess m e nts .
8. T ol v a pt a n is c o ntr ai n di c at e d i n p ati e nts w h o: ar e k n o w n t o h a v e h y p ers e nsiti vit y t o t ol v a pt a n or 

o n e of t h e e x ci pi e nts, ar e h y p o v ol e mi c ( v ol u m e d e pl eti o n), c a n n ot p er c ei v e t hirst.  A d diti o n all y, 
s u bj e cts wit h b as eli n e s cr e e ni n g a b n or m aliti es of s er u m s o di u m c o n c e ntr ati o ns ( h y p o n atr e mi a or 
h y p er n atr e mi a) m a y n ot b e e nr oll e d i n t h e tri al u ntil t h es e a b n or m aliti es r es ol v e a n d t h e n m ust b e 
m o nit or e d a c c or di n gl y.  

N o n -c h il d b e ari n g p ot e nti al i n w o m e n is d efi n e d as f e m al e s u bj e cts w h o ar e s ur gi c all y 

st eril e (i e, h a v e u n d er g o n e bil at er al o o p h or e ct o m y or h y st er e ct o m y) or f e m al e s u bj e cts 

w h o h a v e b e e n p ost m e n o p a us al f or at l e ast 1 2 c o ns e c uti v e m o nt hs.

S u bj e cts m a y  b e r e-s cr e e n e d, at t h e dis cr eti o n of t h e m e di c al m o nit or, if t h e e x cl usi o n 

c h ar a ct eristi c h as c h a n g e d or r es ol v e d.  I n t h e e v e nt t h at a s u bj e ct is r e- s cr e e n e d, a n e w 

I CF m ust b e si g n e d a n d a n e w s cr e e ni n g n u m b er assi g n e d a n d s cr e e ni n g pr o c e d ur es 

r e p e at e d.

3. 5 O ut c o m e E n d p oi nt s

3. 5. 1 Pri m ar y  O ut c o m e E n d p oi nt

3. 5. 1. 1 Pri m ar y  Effi c a c y  E n d p oi nt

Tr e at m e nt diff er e n c e i n t h e c h a n g e of e G F R fr o m pr e-tr e at m e nt b as eli n e t o p ost-

tr e at m e nt f oll o w- u p, a n n u ali z e d ( di vi d e d) b y e a c h s u bj e ct ’s I M P tr e at m e nt d ur ati o n .

3. 5. 2 S e c o n d ar y  O ut c o m e E n d p oi nt s

3. 5. 2. 1 K e y  S e c o n d a r y Effi c a c y E n d p oi nt

Tr e at m e nt diff er e n c e i n a n n u ali z e d sl o p e of e G F R c al c ul at e d f or i n di vi d u al s u bj e cts 

usi n g e G F R d at a o bs er v e d i n t h e pl a c e b o r u n -i n, t ol v a pt a n r u n-i n ( n ot i n cl u di n g t ol v a pt a n 
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titr ati o n), d o u bl e-bli n d tr e at m e nt, a n d p ost -tr e at m e nt f oll o w-u p ( n ot i n cl u di n g d at a 

c oll e ct e d i n t h e first w e e k aft er t h e l ast I M P d os e) p eri o d s.

3. 5. 2. 2 S af et y  E n d p oi nt s

S af et y  e n d p oi nts t o b e a n al yz e d will i n cl u d e a d es cri pti v e s u m m ar y  of:

1) A E s

2) Vit al si g ns

3) Cli ni c al l a b or at or y  t ests, i n cl u di n g s er u m tr a ns a mi n as es, B T, A LP, a n d s er u m 
s o di u m

3. 5. 2. 3 P h ar m a c o ki n eti c/ P h ar m a c o d y n a mi c E n d p oi nt s

P K E n d p oi nts :  Det er mi n ati o n of pl as m a t ol v a pt a n a n d m et a b olit e (s), i n cl u di n g D M - 4 1 0 3 

c o n c e ntr ati o ns.

P D E n d p oi nts :  U os m a n d uri n e s p e cifi c gr a vit y

3. 5. 3 E x pl or at or y O ut c o m e E n d p oi nt s

3. 5. 3. 1 E x pl or at or y  Effi c a c y E n d p oi nt

 

 

 

3. 5. 3. 2 E x pl or at or y  S af et y E n d p oi nt s


 

 

 
 

 

3. 6 M e a s ur e s t o Mi ni mi z e/ A v oi d Bi a s

O nl y  s u bj e cts w h o r e a c h D a y - 1 a n d ar e w h o h a v e i n di c at e d t h at t h e y  w o ul d li k el y b e 

a bl e t o t ol er at e a d os e of t ol v a pt a n “ f or t h e r est of t h eir li v es” at a l e v el of 6 0/ 3 0 m g or 

9 0/ 3 0 m g will b e eli gi bl e t o e nt er t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt peri o d.  I n t his 
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p eri o d, n eit h er t h e s u bj e ct n or t h e i n v esti g at or or his/ h er st aff will k n o w w hi c h tr e at m e nt 

is assi g n e d.  I m m e di at ely pri or t o r a n d o mi z ati o n, a n d at all s u bs e q u e nt visits or sit e -

s u bj e ct c o nt a cts, t h e s u bj e ct will b e r e mi n d e d of t h e i m p ort a n c e of t h eir c o m mit m e nt t o 

c o nti n u e p arti ci p ati o n i n t h e tri al, h o w e v er t h e s u bj e ct will n ot b e t ol d t h at t his d a y is t h e 

p oi nt at w hi c h r a n d o mi z ati o n t o l o n g -t er m t h er a py o c c urs.

R a n d o mi z ati o n will b e 1: 1, t ol v a pt a n ( 6 0/ 3 0 m g or 9 0/ 3 0 m g) t o pl a c e b o, a n d will utili z e 

a n i nt er a cti v e v oi c e r es p o ns e s y st e m (I VR S) t o e ns ur e a p pr o pri at e str atifi c ati o n .  

Esti m at e d G F R is a n i m p ort a nt pr e di ct or of t h e r a t e of r e n al f u n cti o n d e cli n e; th er ef or e, 

s u bj e cts will b e str atifi e d b y  t h eir b as eli n e e G F R at a t hr es h ol d of  

a n d b y  a g e ( 5 5 or > 5 5 y e ars ol d).  S u bj e cts will als o b e str atifi e d 

b y  t hr e e T K V crit eri a .

T h e p r es cri pti o n of a d diti o n al fl ui d t o s u bj e cts i n t his tri al m a y  s er v e t o c o nf o un d s u bj e ct 

u n bli n di n g, b ut it is a c k n o wl e d g e d t h at, wit h a r a n d o mi z e d wi t h dr a w al d esi g n, a 

li mit ati o n of t h e m ai n a n d e x pl or at or y a n alys e s mi g ht i n cl u d e t h e s u bj e ct ’s p er c e pti o n of 

t h eir tr e at m e nt assi g n m e nt. N ot e, h o w e v er , t h at c al c ul ati o n of e G F R is a n o bj e cti v e 

m e as ur e a n d is e x p e ct e d t o b e u n aff e ct e d b y s u c h p er c e pti o ns.

3. 7 Tri al Pr o c e d ur e s

Tri al ass ess m e nt ti m e p oi nts ar e s u m m ari z e d i n T a bl e 3. 7- 1 .
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T a bl e 3. 7- 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 
d a ys)

M o nt h 
1 2/ E o T x

visit

3 w e e ks

p ost -t r e at me nt
a

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x D a ys + 8 t o + 2 1 

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1 V 1  V 2  V 3
I nf o r m e d c o ns e nt X

I n cl usi o n/ E x cl usi o n X

D e m o g r a p hi c/ M e di c al hi st o r y X

Vit al si g ns
c X X X X X ( X)

c X X

P h ysi c al e x a mi n ati o n
d X ( X)

d X

U ri n e p r e g n a n c y t est ( W O C B P 

o nl y)
e

X X ( X)
e X X

C h e mist r y Bl o o d S a m pl e
c,f

:

   S er u m C h e mistr y P a n el X X X

   Li v er F u n cti o n P a n el X  X X X  X X  X X

   Cr e ati ni n e X X X X  X  X X  X  X  X  X

   S o di u m X  X X X X X  X X

H e m at ol o g y a n d c o a g ul ati o n X

P K pl a s m a s a m pl e X ( X)
g X X
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T a bl e 3. 7- 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 
d a ys)

M o nt h 
1 2/ E o T x

visit

3 w e e ks

p ost -t r e at me nt
a

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x D a ys + 8 t o + 2 1 

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1 V 1  V 2  V 3
Bi o m a r k e r pl a s m a s a m pl e X X X X ( X)

g X X

D N A bl o o d s a m pl e
h X

U ri n al ysis X X X X X

P D a n d Bi o m a r k e r u ri n e 
s a m pl e

X
g

X
g

X
g

X
g

( X)
g

X
g

X
g

St a rt n e wl y dis p e ns e d I M P X  X X X

T ol e r a bilit y/ D osi n g r e vi e w X  X  X  X  X X X  X

R a n d o mi z ati o n X

D r u g dis p e ns ati o n
i X  X X X X

D r u g r e c o n cili ati o n
i X X X X  X

I V R S e nt r y
j X  X  X X X X  X X

E x pl o r at o r y P K D o ut c o m es
k X X X  X

A d v e rs e e v e nts X < ----------------------------------------------------------------------------------------------------------------------------- ------------>

C o n c o m it a nt m e di c ati o ns X < ----------------------------------------------------------------------------------------------------------------------------- ------------>
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a
T h e s cr e e ni n g p eri o d s h o ul d b e c o m pl et e d wit hi n 1 -2 w e e ks b ef or e t h e st art of t h e pl a c e b o r u n -i n p eri o d.  T h e s cr e e ni n g p eri o d m a y b e e xt e n d e d u p t o a n 

a d diti o n al 8 w e e ks f or s u bj e cts w h o r e q uir e m o difi c ati o n of m e di c al c ar e s p e cifi c all y f or t his tri al. V isits d uri n g t h e s cr e e ni n g a n d f oll o w-u p p eri o ds m ust 
b e s c h e d ul e d at l e ast 2 4 h o urs ( 1 d a y) a p art.  T h e D a y -4 3 visit c a n n ot o c c ur u ntil l a b or at or y v al u es fr o m V 2 ar e r e c ei v e d.  F or t w o visits ( V 1, V 2) d uri n g 
t h e s cr e e ni n g p eri o d, bl o o d will b e c oll e ct e d a n d a n al y z e d c e ntr all y f or s er u m cr e ati ni n e c o n c e ntr ati o ns, i n a d diti o n t o a n y ot h er ass ess m e nts list e d.  A 
visiti n g n urs e h o us e c all or l o c al l a b or at or y visit m a y b e s u bstit ut e d f or visits w h er e o nl y bl o o d/ uri n e will b e c oll e ct e d d u ri n g t h e f oll o w- u p ( F/ U) p eri o d.  
T hr e e visits i n t h e F/ U p eri o d s h o ul d b e s c h e d ul e d b et w e e n D a y 8 a n d D a y 2 1 (i n cl usi v e) aft er t h e l ast d os e of I M P .  N o F/ U ass ess m e nts will b e t a k e n 
d uri n g t h e first w e e k of t his p eri o d.  Bl o o d s a m pl es will b e dr a w n at e a c h visit f or s er u m cr e a ti ni n e ( V 1, V 2) a n d s er u m cr e at i ni n e a n d ot h er s af et y, 
effi c a c y, P K a n d P D m e as ur e m e nt s ( V 3).  

b
If I M P tr e at m e nt is i nt err u pt e d f or  7 d a ys d uri n g t his p eri o d, pr o c e d ur es s h o ul d b e f oll o w e d as d et ail e d i n S e cti o n 3. 8. 3. 2 .

c
T h e f oll o w i n g visits ( a n d all ass ess m e nts r e q uir e d d uri n g t h os e visits) s h o ul d b e p erf or m e d i n-cli ni c: s cr e e ni n g ( V 1, V 2, D a y -4 3), e n d of pl a c e b o r u n -i n, e n d 

of t ol v a pt a n titr ati o n, e n d of t ol v a pt a n r u n-i n, q u art erl y visits d uri n g t h e r a n d o mi z e d, d o u bl e-bli n d tr e at m e nt p eri o d ( e g, M o nt hs 3, 6, 9), M o nt h 1 2/ e n d of 
tr e at m e nt ( E o T x) visit, a n d t h e l ast f oll o w-u p visit.  Vit al si g ns at e a c h of t h e a b o v e visits i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e.  P ost -v oi d b o d y 
w ei g ht s h o ul d b e m e as ur e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit o nl y.  H ei g ht s h o ul d b e ass ess e d at t h e fi rst s cr e e ni n g visit o nl y.  Eit h er 
h ei g ht or w ei g ht m a y b e c oll e ct e d as a n u ns c h e d ul e d m e as ur e m e nt if th e pl a n n e d ass ess m e nt w as miss e d .  W ei g ht m a y b e ass ess e d as n e c ess ar y t o ass ess 
c h a n g es i n b o d y w ei g ht.

d
A f ull p h ysi c al e x a mi n ati o n i s r e q uir e d at s cr e e ni n g ( V 1) a n d t h e M o nt h 1 2/ E o T x visit.  A “ dir e ct e d p h ysi c al e x a mi n ati o n ” is p erf or m e d at t h e q u art erl y visits 

( e g, M o nt hs 3, 6, 9) f or ass ess m e nt of si g ns or s y m pt o ms r e p ort e d b y t h e s u bj e ct t h at mi g ht r e q uir e f urt h er e v al u ati o n.
e
D uri n g t h e tri al, a pr e g n a n c y t est s h o ul d b e c o m pl et e d at s cr e e ni n g, e n d of pl a c e b o r u n -i n a n d at t h e q u art erl y visits.  O n s us pi ci o n of pr e g n a n c y, 

u ns c h e d ul e d uri n e or s er u m pr e g n a n c y t esti n g will b e p erf or m e d.  P ositi v e uri n e pr e g n a n c y t ests s h o ul d b e c o nfir m e d wit h a s e r u m pr e g n a n c y t est.
f
All s er u m cr e ati ni n e s a m pl es will b e a n al y z e d b y t h e c e ntr al l a b or at or y.  T h e s p e cifi cs a n d ti mi n g f or all cli ni c al l a b or at or y s a m pl es f or c e ntr al a n d l o c al 

l a b or at or y a n al ys es ar e as f oll o ws:
All visits: O n e or m or e t u b es of bl o o d m a y b e c oll e ct e d t o a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 1 -2 w e e ks of t h e s cr e e ni n g p e ri o d, bl o o d will b e dr a w n 2 ti m es o n s e p ar at e d a ys ( V 1, V 2) at l e ast 2 4 h o urs a p art.  T h e 
s u bj e ct’s eli gi bilit y will b e c o nfir m e d b y t h e m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ 2 pr e -tr e at m e nt ( V 1, V 2), c e ntr al l a b or at or y s er u m cr e ati ni n e 
ass ess m e nts a n d e nt er e d i n I V R S o n D a y -4 3.
Pl a c e b o r u n -i n p e ri o d:  S u bj e cts will h a v e 1 bl o o d dr a w  at t h e e n d of 1 w e e k wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   S u bj e cts will h a v e 1 bl o o d dr a w at t h e e n d of 2 w e e ks wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -2 2.
T ol v a pt a n r u n -i n p e ri o d:  D uri n g t h e l ast 2 w e e ks of t his p eri o d, bl o o d w ill b e dr a w n 2 ti m es o n s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art) wit h t h e l ast 
s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt p e ri o d:   S a m pl es will b e c oll e ct e d f or c e ntr al l a b a n al ysis m o nt hl y a n d at t h e M o nt h 1 2/ E o T x visit.  L o c al st a n d ar d of c ar e 
l a b or at or y t ests will b e p erf or m e d m o nt hl y p er t h e s u bj e ct’s i n di vi d u al cli ni c al m a n a g e m e nt n e e ds.  L o c al li v er f u n cti o n p a n el a n al ys es will al s o b e 
p erf or m e d m or e fr e q u e ntl y, if n e c ess ar y.
F oll o w -u p p e ri o d:   S u bj e cts will h a v e bl o o d dr a w n o n 3 visits at l e ast 2 4 h o urs a p art d uri n g t h e 3 -w e e k F/ U p eri o d , w hi c h st arts aft er t h e l ast d os e of I M P .  
Visits s h o ul d b e s c h e d ul e d b et w e e n D a ys 8 a n d 2 1 , i n cl usi v e.

    F ull C h e mistr y p a n el will b e o bt ai n e d d uri n g t h e f oll o wi n g visits: S cr e e ni n g ( V 1), q u art erl y visit ( M 3, M 6, M 9, M 1 2/ E o T x, F/ U p eri o d ( V 3). 
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    S er u m cr e ati ni n e, s er u m s o di u m: S cr e e ni n g ( V 2) , e n d of pl a c e b o p eri o d, e n d of t ol v a pt an tit r ati o n, 2 ti m es d uri n g t ol v a pt a n r u n-i n, m o nt hl y d uri n g 
d o u bl e - bli n d tr e at m e nt p eri o d, 3 ti m es f or s er u m cr e ati ni n e a n d 1 ti m e f or s er u m s o di u m ( V 3) d uri n g t h e F/ U p eri o d .  N ot e t h at t h e first F/ U visit will 
o c c ur at l e ast 7 d a ys ( D a y 8) aft er t h e l ast d os e of I M P.

    Li v er f u n cti o n p a n el: S cr e e ni n g ( V 2), e n d of pl a c e b o p eri o d , e n d of t ol v a pt a n titr ati o n, 1 ti m e d uri n g t ol v a pt a n r u n-i n, m o nt hl y d uri n g d o u bl e bli n d 
tr e at m e nt p eri o d, F/ U p eri o d ( V 3).

g
D uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d, P K pl as m a s a m pl es, P D uri n e s a m pl es, a n d bi o m ar k er uri n e/ pl as m a s a m pl es will b e c oll e ct e d 

q u art erl y ( e g, M o nt hs 3, 6, 9, 1 2/ E o T x).   Uri n e bi o m ar k er s a m pl es s h o ul d b e c oll e ct e d as a mi d -str e a m, cl e a n -c at c h s a m pl e d uri n g t h e s e c o n d m or ni n g v oi d 
pri or t o t h e s u bj e ct e ati n g br e a kf a st .  W h er e n e c ess ar y, s u p pli es f or c oll e cti o n s h o ul d b e dis p e ns e d pri or t o t h e visit wit h i nstr u cti o ns t o c oll e ct t h e uri n e 
s a m pl e o n t h e d a y of t h e visit .

h
D N A s a m pl es ar e o pti o n al a n d m a y b e c oll e ct e d at s u bs e q u e nt visits wit h s u bj e ct ’s c o ns e nt .

i
Dr u g dis p e nsi n g a n d r e c o n cili ati o n will b e d o n e m o nt hl y ( e x c e pti o ns t o all o w dis p e nsi n g/r e c o n cili ati o n at e a c h 3 -m o nt h cli ni c visit m a y b e m a d e b y t h e 

m e di c al m o nit or i n e x c e pti o n al cir c u mst a n c es, wit h i nstr u cti o ns t o t a k e o nl y o n e m o nt h’s s u p pl y a n d st art t h e n e xt m o nt h o nl y aft er a c c e pt a bl e s af et y l a b 
r es ults ar e c o nfir m e d b y t h e i n v esti g at or).  I nstr u cti o ns t o b e gi n t a ki n g t h e n e xt m o nt h’s tri al m e di c ati o n will b e gi v e n d uri n g t h e ti m e of I M P dis p e ns at io n 
at e a c h m o nt hl y visit or b y t el e p h o n e c o nt a ct aft er t h e m o nt hl y L F T s a m pl e s ar e c oll e ct e d.  If L F T r es u lts ar e a b n or m al, t h e sit e will c o n d u ct a t el e p h o n e 
c o nt a ct wit h t h e tri al s u bj e ct t o i nf or m t h e m t h at pr o m pt i m m e di at e r et esti n g (i e, w it hi n 7 2 h o urs) m a y b e n e c e s s ar y ( s e e S e cti o n 3. 7. 3. 4 f or g ui d a n c e) a n d
to arr a n g e f or f oll o w -u p a n d a dj ust m e nt of m e di c ati o n ( as n e e d e d) ; if a d o w n titr ati o n is r e q uir e d, t h e s u bj e ct m a y n e e d t o r et ur n t o t h e sit e or h a v e n e w 
dr u g d eli v er e d.   S u bj e cts will b e r e mi n d e d of t h e i m p ort a n c e of t h eir c o m mit m e nt t o c o nti n u e p arti ci p ati o n i n t h e tri al.  At t h e c o m pl eti o n of t h e s cr e e ni n g 
p eri o d, tri al m e di c ati o n wi ll b e dis p e ns e d at D a y -4 3 aft er s u bj e ct eli gi bilit y is c o nfir m e d.  I n e x c e pti o n al cir c u mst a n c es, tri al m e di c ati o n m a y b e dis p e ns e d 
at V 2, w it h t h e i nstr u cti o n n ot t o t a k e a n y tri al m e di c ati o n u ntil eli gi bilit y is c o nfir m e d b y t h e i n v esti g at or.  I n t h es e c as es, c o nfir m ati o n of eli gi bilit y a n d 
i nstr u cti o ns f or t a ki n g tri al m e di c ati o n will b e pr o vi d e d b y t el e p h o n e o n D a y -4 3.

j
At t h e e n d of t h e titr ati o n p eri o d, t h e s u bj e ct’s hi g h est t ol er at e d d os e will b e utili z e d f or t h e 3 -w e e k t ol v a pt a n r u n -i n p eri o d.
k
E x p l or at or y P K D o ut c o m es will b e c o m pl et e d eit h er m o nt hl y o v er t h e p h o n e or i n p ers o n d uri n g q u art erl y cli ni c visits.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 4 6 2 6 M ar 2 0 1 5 

3. 7. 1 S c h e d ul e of A s s e s s m e nt s

3. 7. 1. 1 Pr e -r a n d o mi z ati o n P eri o d

Aft er o bt ai ni n g c o ns e nt a n d u p o n est a blis hi n g i niti al eli gi bilit y usi n g i n cl usi o n/ e x cl usi o n 

crit eri a , s u bj e cts will e nt er a n i niti al 8 -w e e k, si n gl e -bli n d, pr e -r a n d o mi z ati o n p eri o d pri or 

t o a ct u al r a n d o mi z ati o n w hi c h will c o nsist of:

 s cr e e ni n g p eri o d ( 1- 2 w e e ks; l o n g er d ur ati o ns of u p t o 8 a d diti o n al w e e ks m a y  b e 
r e q uir e d a c c ordi n g t o t h e i n v esti g at or’s j u d g m e nt, as d es cri b e d b el o w )

 pl a c e b o r u n -i n p eri o d ( 1 w e e k) 

 t ol v a pt a n titr ati o n p eri o d ( 2 w e e ks)

 t ol v a pt a n r u n-i n p eri o d ( 3 w e e ks)

T h er e ar e 2 g o als of t his pr e -r a n d o mi z ati o n p eri o d: 1) t o est a blis h t h e d e gr e e t o w hi c h a 

h e m o d y n a mi c e G F R s hift m a y  o c c ur f or e a c h p ot e nti al tr e at m e nt assi g n m e nt ( pl a c e b o 

a n d t ol v a pt a n); a n d 2) t o d et er mi n e t h e m a xi m all y t ol er at e d d os e of t ol v a pt a n f o r e a c h 

s u bj e ct b y s elf-r e p ort.

Pr e -r a n d o mi z ati o n e G F R v al u e(s) will b e cal c ul at e d b y  C K D-E PI f or e a c h p ot e nti al 

tr e at m e nt assi g n m e nt f or all s u bj e cts.  H a vi n g t h es e d at a pr e -r a n d o mi z ati o n will all o w f or 

t h e f oll o wi n g:  e q ui v al e nt e v al u ati o n of b as eli n e c h ar a ct eristi cs, i n cl u di n g t h e a c ut e 

h e m o d y n a mi c r es p o ns e t o t ol v a pt a n i n all s u bj e cts w h o will c o ntri b ut e t o t h e pri m ar y  a n d 

k e y  s e c o n d ar y e n d p oi nt; f a cilit at e b as eli n e ass ess m e nts w hi c h a p pr o pri at el y a c c o u nts f or 

pl a c e b o eff e ct a n d t ol v a pt a n h e m o d y n a mi c o ns et eff e ct of all r a n d o mi z e d s u bj e cts w h o 

h a v e a p ost -r a n d o mi z ati o n e G F R.  It als o all o ws f or c o m p aris o n of r a n d o mi z e d, 

c o m pl et er a n d n o n -c o m pl et er p o p ul ati o ns i n t er ms of t h eir h e m o d y n a mi c r es p o ns e t o 

t ol v a pt a n.

T o est a blis h t h e pr e -r a n d o mi z ati o n e G F R, m ulti pl e s er u m cr e ati ni n e v al u es 

(I D M S-tr a c e a bl e) will b e o bt ai n e d u n d er st a n d ar di z e d c o n diti o ns (s e e S e cti o n 3. 7. 2. 1 ), 

e a c h s e p ar at e d b y o n e ( mi ni m u m of 2 4 h o urs) t o s e v er al d a y s d uri n g t h e s cr e e ni n g p eri o d 

a n d pl a c e b o r u n -i n f or t h e pri m ar y e n d p oi nt, a n d d uri n g e a c h tr e at m e nt’s r u n-i n p eri o d 

f or t h e k e y s e c o n d ar y e n d p oi nt.  T h e e G F R f or e a c h s er u m cr e ati ni n e ass ess m e nt will b e 

c al c ul at e d a n d t h e n a v er a g e d , wit h t h e m e di a n of ass ess m e nt d at es b ei n g s et as t h e 

s u bj e ct’s e G F R v al u e’s d at e .

3. 7. 1. 1. 1 S cr e e ni n g P eri o d ( u p t o D a y -4 3)

T h e s cr e e ni n g p eri o d will b e f or 1- 2 w e e ks, b ut m a y  b e e xt e n d e d u p t o a n a d diti o n al 

8 w e e ks f or s u bj e ct s w h o r e q uir e m o difi c ati o n of m e di c al c ar e or f urt h er m e di c al 

e v al u ati o n s p e cifi c all y f or t his tri al.  T his m a y i n cl u d e, f or e x a m pl e, st a bili zi n g 
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a nti -h y p ert e nsi v e r e gi m e ns f or s u bj e cts dis c o nti n ui n g di ur eti cs or “ w as h - o ut ” of ot h er 

i n v esti g ati o n al a g e nts. As p art of t his st a bili z ati o n or w as h -o ut p eri o d, li v er f u n cti o n 

a n d/ or ot h er l a b s af et y t ests m a y b e p erf or m e d , as n e e d e d.

T h e s cr e e ni n g p eri o d s h o ul d b e c o m pl et e d wit hi n 1 -2 w e e ks of t h e pl a c e b o r u n -i n p eri o d, 

( u nl ess e xt e n d e d as d es cri b e d a b o v e).  Bl o o d will b e d r a w n 2 ti m es o n s e p ar at e d a ys 

( visit 1 a n d visit 2), at l e ast 2 4 h o urs a p art.  T h e D a y  -4 3 visit will n ot b e s c h e d ul e d u ntil 

l a b or at or y r es ults fr o m t h e s e c o n d visit ar e r e c ei v e d a n d e v al u at e d, s o t h at t h e c al c ul at e d 

m e a n e G F R r es ult is a v ail a bl e f or eli gi bilit y ass ess m e nt o n D a y  - 4 3.

Ass ess m e nts d uri n g t h e s cr e e ni n g p eri o d will i n cl u d e ( S e e T a bl e 3. 7- 1 ):

1) C o nfir m di a g n osis a n d d et er mi n e w h et h er t h e s u bj e ct m e ets i n cl usi o n a n d 
e x cl usi o n crit eri a (first visit)

2) R e c or d m e di c al/ P K D hist or y , i n cl u di n g d e m o gr a p hi c i nf or m ati o n (first visit)

3) R e c or d c o n c o mit a nt m e di c ati o ns a n d e ns ur e s u bj e ct's tr e at m e nt m e ets c urr e nt 

st a n d ar d of c ar e i n cl u di n g lif est yl e a n d di et ar y  r e c o m m e n d ati o ns, es p e ci all y f or 

i n g esti o n of at l e ast 2-3 lit ers of fl ui d p er d a y  as a p pr o pri at e, u nl ess ot h er wis e 

dir e ct e d b y y o ur st u d y d o ct or. ( all visits)

4) Ass ess A Es (if r e p ort e d; all visits) 

5) P erf or m a f ull p h ys i c al e x a mi n ati o n (first visit)

6) Ass ess vit al si g ns (i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e [first a n d s e c o n d 

visits])

7) Ass ess p ost -v oi d b o d y  w ei g ht a n d h ei g ht (first visit)

8) Uri n e pr e g n a n c y  t est f or W O C B P (first visit)

9) C oll e ct uri n al y sis s a m pl es (first a n d s e c o n d visits)

1 0) C oll e ct bl o o d f or s er u m cr e ati ni n e f or e G F R c al c ul ati o n ( 2 c oll e cti o ns: first a n d 

s e c o n d visits, at l e ast 2 4 h o urs a p art)

1 1) C oll e ct bl o o d f or c e ntr al cli ni c al l a b or at or y  a n alys es (s o di u m [first a n d s e c o n d 

visits]), h e m at ol o g y , s er u m c h e mistr y, a n d li v er f u n cti o n p an el [first visit] - s e e 

S e cti o n 3. 7. 3. 2).  If s o di u m, s er u m c h e mistr y  a n d/ or li v er f u n cti o n p a n el ar e 

c oll e ct e d at t h e s a m e visit, a si n gl e t u b e of bl o o d s h o ul d b e dr a w n f or all 

ass ess m e nts.

1 2) C oll e ct P D uri n e s a m pl e (s e c o n d visit)

1 3) C oll e ct bi o m ar k er pl as m a a n d uri n e s a m pl es (s e c o n d visit, s e e S e cti o n 3. 7. 3. 5)

1 4) C o m pl et e P K D hist or y  a n d o ut c o m es s ur v e ys

1 5) R e gist er s u bj e ct st at us i n I V R S

1 6) C oll e ct bl o o d f or D N A s a m pl e (s e c o n d visit, f or c o ns e nti n g s u bj e cts o nl y) .  D N A 

s a m pl es m a y b e c oll e ct e d at a s u bs e q u e nt visit if s u bj e cts c o ns e nt at a l at er d at e.
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1 7) Dis p e ns e I M P f or n e xt p eri o d (l ast visit)

Pr eli mi n ar y  eli gi bilit y f or t h e tri al will b e i niti all y ass ess e d usi n g t h e s u bj e cts’ hist ori c al 

l a b or at or y or i m a gi n g d at a.  Eli gi bilit y will b e c o nfir m e d b y t h e m e a n of e G F R c alc ul at e d 

fr o m t h e s u bj e cts’ 2 pr e-tr e at m e nt, c e ntr al-l a b s er u m cr e ati ni n e ass ess m e nts.

C o nfir m ati o n of A D P K D di a g n osis ( usi n g t h e m o difi e d P ei- R a vi n e crit eri a) m a y  r e q uir e 

c o nfir m at or y  i m a gi n g.  S u bj e cts will b e t ol d t h at t h e y will r e c ei v e b ot h t ol v a pt a n a n d 

pl a c e b o d uri n g v ari o us s u bs e q u e nt p eri o ds of t h e tri al a n d t h at t h e n e xt p eri o d i n v ol v es a 

d os e es c al ati o n wit h m ulti pl e effi c a c y , s af ety, a n d t ol er a bilit y  ass ess m e nts.  Tri al 

m e di c ati o n will b e dis p e ns e d at D a y  -4 3 aft er s u bj e ct eli gi bilit y  is c o nfir me d.  I n 

e x c e pti o n al cir c u mst a n c es, tri al m e di c ati o n m a y b e dis p e ns e d at t h e s e c o n d visit, wit h t h e 

i nstr u cti o n n ot t o t a k e a n y tri al m e di c ati o n u ntil eli gi bilit y is co nfir m e d b y t h e 

i n v esti g at or.  I n t h es e c as es, co nfir m ati o n of eli gi bilit y  a n d i nstr u cti o ns f or t a ki n g tri al 

m e di c ati o n will b e pr o vi d e d b y  t el e p h o n e o n D a y - 4 3.

3. 7. 1. 1. 2 Pl a c e b o R u n -i n P eri o d ( D a ys -4 2 t o -3 6)

T h e pl a c e b o r u n -i n p eri o d will b e 1 w e e k ( 1 d a y) a n d will b e c o n d u ct e d i n a 

si n gl e-bli n d e d f as hi o n . Su bj e cts will b e gi v e n pl a c e b o i n a d ail y s plit d os e of a si n gl e 

0 m g t a bl et u p o n a w a k e ni n g a n d a n ot h er 0 m g t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er 

( a b br e vi at e d 0/ 0 m g), i n a f or m i d e nti c al t o 1 5/ 1 5 m g t ol v a pt a n t a bl ets.

Ass ess m e nts d uri n g t h e pl a c e b o r u n -i n p eri o d will i n cl u d e ( S e e T a bl e 3. 7- 1 ):

1) R e c or d c o n c o mit a nt m e di c ati o ns at all visits

2) Ass ess A Es at all visits

3) Ass ess vit al si g ns ( i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e ) o n D a y  - 3 6

4) C oll e ct uri n al y sis s a m pl e o n D a y  - 3 6

5) Uri n e pr e g n a n c y  t est f or W O C B P ( D a y - 3 6)

6) C oll e ct bl o o d f or s er u m cr e ati ni n e f or e G F R c al c ul ati o n a n d f or ass ess m e nt of 

s o di u m a n d li v er f u n cti o n p a n el o n D a y  - 3 6 (s e e S e cti o n 3. 7. 3. 2 ).

7) C oll e ct P D uri n e s a m pl e o n D a y  - 3 6

8) C oll e ct bi o m ar k er pl as m a a n d uri n e s a m pl es (s e e S e cti o n 3. 7. 3. 5 ) o n D a y  - 3 6

9) As k s u bj e ct “ C a n y o u t ol er at e t his d os e of tri al m e di c ati o n f or t h e r est of y o ur 
lif e ? ” o n D a y  - 3 6

1 0) U p d at e s u bj e ct st at us i n I V R S o n D a y  - 3 6

1 1) I M P r e c o n cili ati o n o n D a y -3 6

1 2) Dis p e ns e I M P f or n e xt p eri o d o n D a y - 3 6

1 3) S u bj e cts f o u n d t o b e i n eli gi bl e t o c o nti n u e i n t his tri al aft er r e c ei vi n g I M P m ust 
h a v e a 7 -d a y  f oll o w-u p visit (s e e S e cti o n 3. 8. 3. 1 ).



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 4 9 2 6 M ar 2 0 1 5 

3. 7. 1. 1. 3  T ol v a pt a n Titr ati o n P eri o d ( D a ys -3 5 t o -2 2 )

T h e t ol v a pt a n titr ati o n p eri o d will b e a si n gl e - bli n d p eri o d t h at will l ast f or 2 w e e ks 

( 1 d a y ).  All s u bj e cts will b e gi v e n a s plit d os e of 3 0/ 1 5 m g of t ol v a pt a n wit h u p w ar d 

titr ati o n e v er y 3 t o 4 d a ys t o 4 5/ 1 5 m g, 6 0/ 3 0 m g, u p t o a m a xi m u m d os e of 9 0/ 3 0 m g p er 

d a y  o v er 2 w e e ks.  T his titr ati o n will b e m o nit or e d wit h t el e p h o n e or cli ni c visits at e a c h 

es c al ati o n l e v el t o ass ess t ol er a bilit y .

Ass ess m e nts d uri n g t h e t ol v a pt a n titr ati o n p eri o d will i n cl u d e ( S e e T a bl e 3. 7 - 1):

1) R e c or d c o n c o mit a nt m e di c ati o ns at all visits

2) Ass ess A Es at all visits

3) Ass ess vit al si g ns ( i n cl u d e sittin g h e art r at e a n d bl o o d pr ess ur e ) o n D a y -2 2

4) C oll e ct bl o o d f or s er u m cr e ati ni n e f or e G F R c al c ul ati o n a n d f or  ass ess m e nt of 
s o di u m a n d li v er f u n cti o n p a n el o n D a y  - 2 2 (s e e S e cti o n 3. 7. 3. 2 ).  If s o di u m a n d 
li v er f u n cti o n p a n el ar e c oll e ct e d at t h e s a m e visit, a si n gl e t u b e of bl o o d s h o ul d 
b e dr a w n f or all ass ess m e nts.

5) C oll e ct P D uri n e s a m pl e o n D a y  - 2 2

6) C oll e ct bi o m ar k er pl as m a a n d uri n e s a m pl es ( s e e S e cti o n 3. 7. 3. 5 ) o n D a y  - 2 2

7) As k s u bj e ct “ C a n y o u t ol er at e t his d os e of tri al m e di c ati o n f or t h e r est of y o ur 
lif e ? ” at e a c h u p w ar d titr ati o n visit

8) U p d at e s u bj e ct st at us i n I V R S o n D a y -2 2

9) I M P r e c o n cili ati o n o n D a y  - 2 2

1 0) S u bj e cts n ot t ol er ati n g at l e ast 6 0/ 3 0 m g d os e s h o ul d b e i nf or m e d t h e y  di d n ot 

m e et eli gi bilit y crit eri a f or c o nti n u ati o n

1 1) Dis p e ns e I M P f or n e xt p eri o d o n D a y  - 2 2

1 2) S u bj e cts f o u n d t o b e i n eli gi bl e t o c o nti n u e i n t his tri al m ust h a v e a 7 -d a y  

f oll o w-u p visit (s e e S e cti o n 3. 8. 3. 1 ).

3. 7. 1. 1. 4 T ol v a pt a n R u n -I n P eri o d ( D a ys -2 1 t o -1)

All s u bj e cts w h o t ol er at e t ol v a pt a n at t h e 6 0/ 3 0 m g or 9 0/ 3 0 m g d ail y d os e r e gi m e n will 

e nt er t h e t ol v a pt a n r u n-i n peri o d at o n e of t h es e d os es f or 3 w e e ks (  1 d a y ).  E x c e pt f or 

m a n a g e m e nt of A Es , n o d os e a dj ust m e nt will b e p er mitt e d d uri n g t his p eri o d.  S u bj e cts 

u n a bl e t o t ol er at e at l e ast 3 w e e ks of d ail y t ol v a pt a n tr e at m e nt at 6 0/ 3 0 m g or 9 0/ 3 0 m g

will n ot b e eli gi bl e f or r a n d o mi z ati o n.

S u bj e cts w h o r e a c h D a y  -1 a n d ar e a bl e t o t ol er at e a gi v e n d os e of t ol v a pt a n “f or t h e r est 

of t h eir li v es ” at a l e v el of 6 0/ 3 0 m g or 9 0/ 3 0 m g will b e eli gi bl e t o e nt er t h e 

d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d. R a n d o mi z ati o n ( D a y -1) will b e str atifi e d b y 

m e a n e G F R s er u m cr e ati ni n e m e as ur e m e nts t a k e n d uri n g t h e s cr e e n i n g p eri o d a n d 
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pl a c e b o r u n -i n p eri o d .  S u bj e cts will b e str atifi e d i n a 1: 1 r ati o t o e a c h tr e at m e nt gr o u p as 

f oll o ws:

 C K D 2 t o 3 a st a g es [ > 4 5 m L / mi n/ 1. 7 3 m
2
] or

 C K D 3 b t o 4 st a g es [  4 5 m L / mi n/ 1. 7 3 m
2
]

I de all y, a distri b uti o n of h alf of s u bj e cts b ei n g a b o v e or b e l o w t his c ut-off will b e 

t ar g ete d. T h er ef or e , e nr ol lm e nt m a y  b e a dj ust e d if t his r ati o b e gi ns t o v ar y b y m or e t h a n 

a 6 0: 4 0 r ati o.    

Ass ess m e nts d uri n g t h e t ol v a pt a n r u n-i n p eri o d will i n cl u d e ( S e e T a bl e 3. 7- 1 ):

1) R e c or d c o n c o mit a nt m e di c ati o ns at all visits

2) Ass ess A Es a t all visits

3) Ass ess vit al si g ns ( i n cl u d e sitti n g h e art r at e a n d c ali br at e d bl o o d pr ess ur e ) o n 
D a y - 1

4) C oll e ct uri n al y sis s a m pl e o n D a y - 1

5) C oll e ct bl o o d ( 2 ti m es o n s e p ar at e d a y s d uri n g t h e l ast 2 w e e ks of t h e p eri o d, wit h 
t h e l ast s a m pl e dr a w n o n D a y  -1) f or s er u m cr e ati ni n e f or e G F R c al c ul ati o n a n d 
f or 1 ass ess m e nt of s o di u m a n d li v er f u n cti o n p a n el (s e e S e cti o n 3. 7. 3. 2 ).  If 
s o di u m a n d li v er f u n cti o n p a n el ar e c oll e ct e d at t h e s a m e visit, a si n gl e t u b e of 
bl o o d s h o ul d b e dr a w n f or all ass ess m e nts.

6) C oll e ct P K pl as m a s a m pl e a n d P D uri n e s a m pl e o n D a y  - 1 

7) C oll e ct bi o m ar k er pl as m a a n d uri n e s a m pl es (s e e S e cti o n 3. 7. 3. 5 ) o n D a y  - 1

8) C o m pl et e P K D o ut c o m es s ur v e y o n D a y  - 1

9) As k s u bj e ct “ C a n y o u t ol er at e t his d os e of tri al m e di c ati o n f or t h e r est of y o ur 
lif e ? ” o n D a y  - 1

1 0) U p d at e s u bj e ct st at us i n I V R S o n D a y  - 1

1 1) I M P r e c o n cili ati o n o n D a y  - 1

1 2) R e mi n d t h e s u bj e ct of t h e i m p ort a n c e of t h eir c o m mit m e nt t o c o nti n u e 
p arti ci p ati o n i n t h e tri al o n D a y  - 1

1 3) R a n d o mi z ati o n o n D a y  - 1

1 4) Dis p e ns e I M P f or n e xt p eri o d o n D a y -1

1 5) S u bj e cts f o u n d i n eli gi bl e t o b e r a n d o mi z e d a n d c o nt i n ue i n t his tri al m ust h a v e a 

7- d a y  f ollo w -u p visit (s e e S e cti o n 3. 8. 3. 1 ).

3. 7. 1. 2 D o u bl e -bli n d, R a n d o mi z e d Tr e at m e nt P eri o d ( D a y 0 t o 
M o nt h 1 2 )

D a y  0 is t h e b e gi n ni n g of t h e d o u bl e-bli n d, r a n d o mi z e d tr e at m e nt p eri o d.  O nl y  s u bj e cts 

w h o r e a c h D a y - 1 a n d ar e a bl e t o t ol er at e a gi v e n d os e of t ol v a pt a n “ f or t h e r est of t h eir 
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li v es” at a l e v el of 6 0/ 3 0 m g or 9 0/ 3 0 m g will b e eli gi bl e t o e nt er t his p eri o d.  I n t his 

p eri o d, n eit h er t h e s u bj e ct n or t h e i n v esti g at or or his/ h er st aff will k n o w wit h c ert ai nt y 

w hi c h tr e at m e nt is ass i gn e d.  I m m e di at el y pri or t o r a n d o mi z ati o n, a n d at e a c h s u bs e q u e nt 

visit or sit e c o nt a ct, t h e s u bj e ct will b e r e mi n d e d of t h e i m p ort a n c e of t h eir c o m mit m e nt 

t o c o nti n u e p arti ci p ati o n i n t h e tri al; h o w e v er , t h e s u bj e ct will n ot b e t ol d t h at t his d a y is 

t h e p oi nt at w hi c h r a n d o mi z ati o n t o l o n g -t er m t h er a py o c c urs.

P ost -r a n d o mi z ati o n, th e m a xi m all y -t ol er at e d d os e of t ol v a pt a n est a blis h e d d uri n g t h e 

r u n-i n p eri o d, or t h e e q ui v al e nt as m at c hi n g pl a c e b o t a bl ets, will b e dis p e ns e d a c c or di n g 

t o t h e s u bj e ct’s r a n d o mi z ati o n o ut c o m e .  S u bj e cts m ust r et ur n a n y u n us e d I M P fr o m t h e 

pr e -r a n d o mi z ati o n p eri o d b ef or e c o nti n ui n g i n t h e d o u bl e - bli n d, r a n d o mi z e d tr e at m e nt 

p eri o d.

Fr o m t his p oi nt f or w ar d, e v er y  eff ort t o m ai nt ai n a d h er e n c e a n d c o nti n u ati o n of t h e 

s u bj e cts u ntil t h e e n d of t h e tri al s h o ul d b e u n d ert a k e n.  If c o nti n u e d t ol er a bilit y  b e c o m es 

a n iss u e, s u bj e cts m a y  titr at e d o w n w ar d t o 4 5/ 1 5 m g or 3 0/ 1 5 m g ( wit h m e di c al m o nit or 

a p pr o v al) or t e m p or aril y i nt err u pt tr e at m e nt as n e e d e d. R et ur n t o hi g h er d os es is als o 

all o w e d.

Ass ess m e nts d uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d will i n cl u d e ( S e e

T a bl e 3. 7- 1 ):

1) R e mi n d t h e s u bj e ct of t h e i m p ort a n c e of t h e ir c o m mit m e nt t o c o nti n u e 
p arti ci p ati o n i n t h e tri al at all visits

2) R e c or d c o n c o mit a nt m e di c ati o ns at all visits

3) Ass ess A Es at all visits

4) Ass ess vit al si g ns ( i n cl u di n g sitti n g h e art r at e a n d bl o o d pr ess ur e ) at M o nt h 3, 6, 
9, 1 2/ E o T x visits ; i n cl u d e ass ess m e nt of p ost -v oi d b o d y  w ei g ht at t h e 
M o nt h 1 2/ E o T x visit o nl y

5) P erf or m a f ull p h ys i c al e x a mi n ati o n at M o nt h 1 2 / Eo T x visit o nl y ( dir e ct e d 
p h y si c al e x a m m a y b e p erf or m e d at M o nt h 3, 6, 9 visits, if d e e m e d n e c ess ar y b y 
t h e i n v esti g at or)

6) Uri n e p r e g n a n c y t est f or W O C B P at M o nt h 3, 6, 9, 1 2/ E o T x visits ( or if 
i n di c at e d)

7) C oll e ct uri n al y sis s a m pl e at t h e M o nt h 1 2/ E o T x visit

8) C oll e ct bl o o d f or s er u m cr e ati ni n e f or e G F R c al c ul ati o n a n d f or ass ess m e nt of 
s o di u m a n d li v er f u n cti o n p a n el (s e e S e cti o n 3. 7. 3. 2 ) m o nt hl y  a n d at t h e 
M o nt h 1 2 / Eo T x visit .  S er u m s o di u m a n d li v er f u n cti o n p a n el s h o ul d b e 
d et er mi n e d fr o m t h e s a m e bl o o d s a m pl e.

9) C oll e ct bl o o d f or s er u m c h e mistr y  ass ess m e nt at t h e M o nt h 1 2/ E o T x visit. T h e 
s o di u m, s er u m c h e mistr y a n d li v er f u n cti o n p a n el s h o ul d b e d et er mi n e d fr o m a 
si n gl e t u b e of bl o o d .
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1 0) C oll e ct pl as m a s a m pl es f or P K a n al ys is a n d P D uri n e s a m pl es at M o nt h 3, 6, 9, 
1 2 / Eo T x visits

1 1) C oll e ct pl as m a a n d uri n e s a m pl es f or p ot e nti al bi o m ar k er a n al ys is at M o nt h 3, 6, 
9, 1 2/ E o T x visits (s e e S e cti o n 3. 7. 3. 5 )

1 2) C o m pl et e P K D o ut c o m es s ur v e y ( m o nt hl y a n d at t h e M o nt h 1 2 / Eo T x visit)

1 3) As k s u bj e ct “ C a n y o u t ol er at e t his d os e of tri al m e di c ati o n f or t h e r est of y o ur 
lif e ? ” at e a c h visit

1 4) U p d at e s u bj e ct st at us i n I V R S ( m o nt hl y a n d at t h e M o nt h 1 2 / Eo T x visit)

1 5) Dis p e ns e I M P at m o nt hl y vi sits u p t o a n d i n cl u di n g M o nt h 1 1 .  I n c ert ai n 
cir c u mst a n c es, wit h m e di c al m o nit or a p pr o v al, a 3 -m o nt h dr u g s u p pl y m a y b e 
pr o vi d e d; h o w e v er, i niti ati o n of t h e n e xt m o nt h’s s u p pl y m ust b e dir e ct e d b y t h e 
sit e.

1 6) I M P r e c o n cili ati o n ( m o nt hl y a n d at t h e M o nt h 1 2 / Eo T x visit)

1 7) S u bj e cts n ot c o nti n u i n g i n t his tri al m ust h a v e a 2 1-d a y  f oll o w-u p p eri o d (s e e 
S e cti o n 3. 8. 3. 3 ).

Visits d uri n g t h e tr e at m e nt p eri o d will b e s c h e d ul e d m o nt hl y  ( 2 d a y s), wit h a fi n al visit 

at M o nt h 1 2 / Eo T x.

R e g ar dl ess of dis c o nti n u ati o n of I M P, t h e s u bj e cts ar e e x p e ct e d t o c o m pl et e all m o nt hl y  

visits a n d ass ess m e nts i n cl u di n g t h e M o nt h 1 2 visit (s e e S e cti o n 3. 8. 3. 3 ).

All s u bj e cts h a v e t h e ri g ht t o wit h dr a w t h eir c o ns e nt fr o m f urt h er p arti ci p ati o n i n t h e tri al 

at a n y ti m e wit h o ut pr ej u di c e.   I n all c as es of i m p e n di n g I M P dis c o nti n u ati o n or c ons e nt 

wit h dr a w al, t h e i n v esti g at or s h o ul d f oll o w t h e pr o c e d ur es o utli n e d i n S e cti o n 3. 8. 3. 5. 1 t o 

d et er mi n e if t h e s u bj e ct c a n c o nti n u e p arti ci p ati o n i n t h e tri al if m o difi c ati o ns t o his/ h er 

tr e at m e nt a n d/ or s c h e d ul e of ass ess m e nts c a n b e a c c o m m o d at e d.

3. 7. 1. 3 F oll o w - u p P eri o d (M o nt h 1 2/ E n d of Tr e at m e nt t o D a y  2 1 
P o st -tr e at m e nt)

F or all r a n d o mi z e d s u bj e cts, t h e 3- w e e k f oll o w -u p p eri o d st arts i m m e di at el y  aft er t h e l ast 

d os e of I M P.  N o f oll o w - u p ass ess m e nts will b e t a k e n d uri n g t h e first w e e k of t his p eri o d.  

D uri n g t h e l ast 2 w e e ks, D a y s 8 t hr o u g h 2 1, i n cl usi v e, 3 f oll o w-u p visits will b e 

s c h e d ul e d.  T h e visits m ust o c c ur at l e ast 2 4 h o urs a p art.  Bl o o d s a m pl es will b e c oll e ct e d 

at e a c h visit f or s er u m cr e ati ni n e m e as ur e m e nts.  T h e bl o o d s a m pl e c oll e ct e d at t h e l ast 

f oll o w- u p visit will al s o i n cl u d e m e as ur e m e nt s of p ost -tr e at m e nt effi c a c y a n d s af ety .

T h e s e visit s m a y  b e visiti n g n urs e h o us e c all s or l o c al l a b or at or y  visits w h e n o nl y  bl o o d 

s a m pl es will b e c oll e ct e d , wit h t h e e x c e pti o n of t h e l ast visit, w hi c h will b e a cli ni c visit.
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Ass ess m e nts d uri n g t h e l ast 2 w e e ks of t h e f oll o w-u p p eri o d will i n cl u d e

( S e e T a bl e 3. 7- 1 ):

1) R e c or d c o n c o mit a nt m e di c ati o ns at e a c h visit

2) Ass ess A Es at e a c h visit

3) Ass ess vit al si g ns ( i n cl u di n g sitti n g h e art r at e a n d bl o o d pr ess ur e ) at t h e l ast visit

4) Uri n e pr e g n a n c y  t est f or W O C B P at t h e l ast visit

5) C oll e ct bl o o d f or c e ntr al l a b or at or y  a n alys is of s er u m cr e ati ni n e f or e G F R 
c al c ul ati o n s at e a c h visit

6) C oll e ct bl o o d f or ass ess m e nt of s o di u m l e v els at t h e l ast visit (s e e S e cti o n 3. 7. 3. 2 )

7) C o ll e ct bl o o d f or li v er f u n cti o n p a n el ass ess m e nts at t h e l ast visit (s e e 
S e cti o n 3. 7. 3. 2 )

8) C oll e ct pl as m a s a m pl es f or P K a n al ys is a n d P D uri n e s a m pl es at t h e l ast visit

9) C oll e ct pl as m a a n d uri n e s a m pl es f or p ot e nti al bi o m ar k er a n al ys is at t h e l ast visit 
(s e e S e cti o n 3. 7. 3. 5 )

1 0) U p d at e s u bj e ct st at us i n I V R S at t h e l ast visit

T h e a b o v e f oll o w- u p ass ess m e nts will als o b e p erf or m e d f or a s u bj e ct w h o i nt err u pts 

I M P f or  7 d a y s, i n or d er t o c oll e ct t h eir d at a i n t h e e v e nt t h at t h e y n e v er r est art I M P 

tr e at m e nt (s e e S e cti o n 3. 8. 3. 2 ).

3. 7. 2 Effi c a c y  As s e s s m e nt s

3. 7. 2. 1 S er u m Cr e ati ni n e f or E sti m at e d Gl o m er ul ar Filtr ati o n R at e

T h e s er u m cr e ati ni n e c o n c e ntr ati o n is r el at e d t o e G F R a n d is c o m m o nl y  us e d t o esti m at e 

r e n al f u n cti o n i n cli ni c al pr a cti c e.  Alt er ati o n i n m et a b olis m of cr e ati ni n e a n d 

m et h o d ol o gi c al i nt erf er e n c e i n its m e as ur e m e nts m a y i m p a ct a c c ur a c y  of t h e s er u m 

cr e ati ni n e a n d r e n al f u n cti o n esti m ati o n.  B el o w ar e s u g g est e d m e as ur es t o d e cr e as e 

s er u m cr e ati ni n e v ari a bilit y  pri or t o t h e m o nt hly bl o o d dr a ws r e q uir e d b y t his pr ot o c ol.  

All tri al s u bj e cts s h o ul d:

 M ai nt ai n a st a bl e di et ar y pr ot ei n i nt a k e a n d a v oi d v er y  diff er e nt or hi g h c o o k e d m e at 
pr ot ei n m e als t h e d a y  b ef or e e a c h s c h e d ul e d s er u m cr e ati ni n e ass ess m e nt.

 M ai nt ai n a st a bl e e x er cis e r o uti n e a n d a v oi d v er y diff er e nt or h e a vy p h ys i c al 
a cti vit y / e x er cis e t h e d a y b ef or e e a c h s c h e d ul e d s er u m cr e ati ni n e ass ess m e nt.

 M ai nt ai n a st a bl e w at er i nt a k e, ai m e d at a v oi di n g t hirst c o nsist e ntl y  t hr o u g h o ut t h e 
tri al - r e c o m m e n d e d i n g esti o n of at l e ast 2 -3 lit ers of fl ui d (i n cl u di n g i n s oli d, 
s e mi -s oli d, a n d li q ui d f o o ds) p er d a y , u nl ess ot h er wis e dir e ct e d b y  yo ur st u d y  d o ct or.

 Pl a n t o arri v e at t h e s a m e ti m e f or e a c h bl o o d- dr a w a n d cli ni c visit t o b ett er
st a n d ar di z e ti m e of t h e s a m pl e c oll e cti o n t hr o u g h o ut t h e tri al.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 5 4 2 6 M ar 2 0 1 5 

 S o m e m e di c ati o ns m a y i n cr e as e s er u m cr e ati ni n e l e v els ( e g, ci m eti di n e, n o n -st er oi d al 
a nti -i nfl a m m at or y dr u gs [N S AI D] m e di c ati o ns li k e as piri n or i b u pr of e n, 
c h e m ot h er a p y dr u gs, c e p h al os p ori n ). S u bj e cts s h o ul d a l ert t h eir tri al d o ct or, a n d a n y
ot h er h e alt h -c ar e pr o vi d ers, t o t a k e t his i nt o c o nsi d er ati o n w h e n c o nsi d eri n g c h a n g es
i n t h eir pr es cri b e d or o v er -t h e-c o u nt er m e di c ati o ns , a n d all m e di c ati o n c h a n g es 
s h o ul d b e r e p ort e d t o t h eir tri al d o ct or or his/ h er st aff.

S er u m cr e ati ni n e is st a bl e w h e n st or e d fr o z e n ; t h er ef or e, t w o s a m pl es/ ali q u ots of bl o o d 

will b e c oll e ct e d f or its a n al y sis. W hil e o n e bl o o d s a m pl e will b e a n al y z e d b y  t h e c e ntr al 

l a b or at or y as s o o n as it is r e c ei v e d a n d a c c essi o n e d, t h e f or m al effi c a c y a n al ys es will b e 

b as e d o n d u pli c at e s a m pl es/ ali q u ots w hi c h ar e c oll e ct e d c o nt e m p or a n e o usl y a n d fr o z e n 

f or l at er b at c he d a n al ys is t o eli mi n at e i nt er- d a y v ari a bilit y  of t h e ass a y . O n g oi n g, 

b at c h e d a n al ys is will b e c o n d u ct e d f or e a c h s u bj e ct u p o n his/ h er i n di vi d u al c o m pl eti o n of 

all t h eir ass ess m e nts wit hi n t h e tri al ( n ot at t h e e n d of t h e tri al).

T h e e G F R v al u es will b e c al c ul at e d b y  C K D- E PI fr o m t h e ce ntr al -l a b or at or y s er u m 

cr e ati ni n e c o n c e ntr ati o ns t a k e n at s cr e e ni n g a n d d uri n g e v er y  tri al visit.  I n t h e scr e e ni n g 

p eri o d, s er u m cr e ati ni n e ass ess m e nts m a y  n ot b e r e p e at e d; t h e first t w o ass ess m e nts m ust 

b e us e d t o d et er mi n e t h e e G F R v al u es t h at will b e a v er a g e d f or d et er mi n ati o n of m e eti n g 

i n cl usi o n crit eri a.  F urt h er d et ail r e g ar di n g e G F R c al c ul ati o ns will b e pr o vi d e d i n t h e 

st atisti c al a n al ysis pl a n ( S A P).

3. 7. 2. 2 P ol y c y sti c Ki d n e y Di s e a s e Hi st or y  a n d O ut c o m e s S ur v e ys

A s h ort P K D hist or y  sur v e y  will b e c o m pl et e d o n c e d uri n g s cr e e ni n g t o c a pt ur e 

i nf or m ati o n fr o m t h e s u bj e ct’s r e c oll e cti o n, a n d d o c u m e nt e d p ast m e di c al hist or y w h er e 

a v ail a bl e. T h e s ur v e y s h o ul d b e u p d at e d at e a c h visit if n e w i nf or m ati o n r e g ar di n g p ast 

hist or y  b e c om es a v ail a bl e .

T h e P K D o ut c o m es s ur v e y  will c oll e ct i nf or m ati o n r el e v a nt t o t h e m e di c al, s o ci al a n d 

e c o n o mi c c o ns e q u e n c es of n e w a n d o n g oi n g P K D -r el at e d m or bi diti es. N e w cli ni c all y  

r el e v a nt i nf or m ati o n a n d s p e cifi c q u esti o ns a b o ut o ut c o m es will b e c oll e ct e d at t h e 

f oll o wi n g visits : s cr e e ni n g, e n d of t ol v a pt a n r u n -i n, a n d d uri n g t h e d o u bl e -bli n d 

r a n d o mi z e d tr e at m e nt p eri o d eit h er m o nt hl y  (o v er t h e p h o n e or i n p ers o n ) or d uri n g 

q u art erl y cli ni c visits (i n p ers o n).

If a s u bj e ct w h o h as b e e n r a n d o mi z e d dis c o nti n u es t h e us e of I M P, P K D o ut c o m es will 

b e c oll e ct e d at t h e n or m all y  s c h e d ul e d tri al visits, or b y t el e p h o n e c o nt a ct, t o t h e d at e of 

t h e ori gi n ally pl a n n e d M o nt h 1 2 visit , if t h e s u bj e ct a gr e es.
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3. 7. 3 S af et y  As s e s s m e nt s

3. 7. 3. 1 A d v er s e E v e nt s

R ef er t o S e cti o n 5 , R e p orti n g of A d v ers e E v e nts .

3. 7. 3. 2 Cli ni c al L a b or at or y  As s e s s m e nt s

Bl o o d a n d/ or uri n e s a m pl es will b e c oll e ct e d as i n di c at e d i n t h e s c h e d ul e of ass ess m e nts,

(T a bl e 3. 7- 1 ). It is pr ef er a bl e t o c oll e ct t h e cli ni c al l a b or at or y s a m pl es fr o m e a c h s u bj e ct 

at a c o nsist e nt ti m e of d a y t hr o u g h o ut t h e tri al , a n d t o r e c o m m e n d t h at t h e s u bj e ct h a v e a 

si mil ar di et, a v oi d i n g v ari ati o n i n pr ot ei n i nt a k e (es p e ci all y  c o o k e d m e at pr ot ei n ), a n d 

e x er cis e p att er n d uri n g t h es e p eri o ds , i n or d er t o r e d u c e v ari a bilit y i n t h e s a m pl es o v er 

ti m e (s e e S e cti o n 3. 7. 2. 1 ).

A list of t h e s p e cifi c cli ni c al l a b or at or y  ass ess m e nts is pr es e nt e d i n T a bl e 3. 7. 3. 2 -1 .

C li ni c al l a bor at or y  s a m pl es f or a n al ysi s b y t h e c e ntr al l a b or at or y will b e c oll e ct e d at t h e 

f oll o wi n g visits:

 d uri n g s cr e e ni n g ( 2 visits at l e ast 2 4 h o urs a p art t h at o c c ur d uri n g t h e 1- 2 w e e ks pri or 
t o pl a c e b o r u n-i n) - cr e ati ni n e ( first a n d s e c o n d visits), s o di u m a n d uri n al y si s (first 
a n d s e c o n d visits), h e m at ol o g y  a n d c o a g ul ati o n p a n el, s er u m c h e mistr y p a n el, a n d 
li v er f u n cti o n p a n el (first visit)

 d uri n g pl a c e b o r u n -i n - uri n al y sis, li v er f u n cti o n p a n el, cr e ati ni n e, a n d s o di u m o n 
D a y  - 3 6)

 d uri n g t ol v a pt a n titr ati o n - li v er f u n cti o n p a n el, cr e ati ni n e, a n d s o di u m (D a y  - 2 2)

 d uri n g t ol v a pt a n r u n-i n - li v er f u n cti o n p a n el ( D a y -8), uri n al ys is ( D a y -1), cr e ati ni n e, 
( 2 ti m es o n s e p ar at e d a ys d uri n g t h e l ast 2 w e e ks of t h e p eri o d, wit h t h e l ast s a m pl e 
dr a w n o n D a y -1), a n d s o di u m ( D a y  - 1)

 at m o nt hl y  cli ni c visits d uri n g t h e d o u bl e -bli n d , r a n d o mi z e d tr e at m e nt p eri o d - li v er 
f u n cti o n p a n el, cr e ati ni n e, a n d s o di u m

 at t h e M o nt h 1 2 / Eo T x visit - s er u m c h e m i str y p a n el, uri n al y sis , li v er f u n cti o n p a n el, 
cr e ati ni n e, a n d s o di u m

 d uri n g t h e 3- w e e k f oll o w-u p p eri o d ( 3 visits t h at o c c ur b et w e e n D a y s 8 a n d 2 1, 
i n cl usi v e, aft er t h e l ast d os e of I M P, a n d at l e ast 2 4 h o urs a p art ) - cr e ati ni n e ( 3 visits), 
s o di u m (l ast visit ), li v er f u n cti o n p a n el a n d s er u m c h e mistr y p a n el (l ast visit)
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T a bl e 3. 7. 3. 2 - 1 Cli ni c al L a b o r at o r y Ass ess m e nts

H e m at ol o g y a n d c o a g ul ati o n p a n el:
 h e m o gl o b i n,

 m e a n c or p us c ul ar h e m o gl o bi n ( M C H C)

 m e a n c or p us c ul ar v ol u m e ( M C V)

 r e d bl o o d c ell ( R B C) c o u nt

 w hit e bl o o d c ell ( W B C) c o u nt w it h diff er e nti al

 pl at el et c o u nt

 pr ot hr o m bi n ti m e ( P T) as i nt er n ati o n al 
n or m ali z e d r ati o (I N R)

 a cti v at e d p arti al t hr o m b o pl asti n ti m e

S e r u m c h e mist r y p a n el:
 al b u mi n

 bl o o d ur e a nitr o g e n ( B U N)

 s er u m c al ci u m

 s er u m c hl ori d e

 c ar b o n di o xi d e ( C O 2 )

 g a m m a -gl ut a m yl tr a ns p e pti d as e ( G G T)

 gl u c os e

 l a ct at e d e h y dr o g e n as e ( L D H)

 p h os p h or us

 p ot assi u m

 t ot al c h ol est er ol

 t ot al pr ot ei n

 uri c a ci d

Li v e r f u n cti o n p a n el:
 al k ali n e p h os p h at as e ( A L P)

 al a ni n e tr a ns a mi n as e ( A L T)

 as p art at e a mi n otr a nsf er as e ( A S T)

 dir e ct bilir u bi n

 t ot al bilir u bi n ( B T)

U ri n al ysis p a n el:
 a p p e ar a n c e

 c ol or

 bl o o d

 gl u c os e

 mi cr os c o pi c a n al ysis (i n cl u di n g W B C/ R B C 
c o u nts p er hi g h -p o w er e d fi el d)

 p H

 pr ot ei n

 o s m ol alit y

 s p e cifi c gr a vit y

 uri n e cr e ati ni n e

C r e ati ni n e S o di u m

L i v er p a n els will b e a n al yz e d m or e fr e q u e ntl y  d uri n g t h e d o u bl e -bli n d , r a n d o mi z e d 

tr e at m e nt p eri o d if A L T > t wi c e t h e u p p er li mit of n or m al ( 2 × U L N ), usi n g b ot h c e ntr al 

a n d l o c al l a b or at ori e s, as n e e d e d , a n d p er st a n d ar d of c ar e a c c or di n g t o t h e s u bj e ct’s 

i n di vi d u al m e di c al n e e ds.  If li v er f u n cti o n p a n el, s o di u m a n d/ or s er u m c h e mistr y  

ass ess m e nts ar e s c h e d ul e d at t h e s a m e visit, all v al u es s h o ul d b e d et er mi n e d fr o m t h e 

s a m e bl o o d s a m pl e.

Uri n e pr e g n a n c y  t esti n g will b e p erf or m e d wit h c o m m er ci all y a v ail a bl e, hi g h-s e n siti vit y 

kits s u p pli e d t o t h e s u bj e ct b y  t h e sit e ( a c q uir e d b y t h e s p o ns or or t hr o u g h t h e c e ntr al 

l a b or at or y f or u nif or mit y). F e m al e s u bj e cts w h o ar e c a p a bl e of b e a ri n g c hil dr e n will 

h a v e t h eir uri n e test e d i n cli ni c pri or t o tri al e ntry (s cr e e ni n g p eri o d ) a n d at visits f or 
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M o nt hs 3, 6, a n d 9 d uri n g t h e d o u bl e -bli n d r a n d o mi z e d tr e at m e nt p eri o d . O n c e e nr oll e d 

i nt o t h e tri al, th e s u bj e ct s h o ul d c o nt a ct t h e cli ni c i m m e di at el y  o n s us pi ci o n of pr e g n a n c y, 

a n d u ns c h e d ul e d uri n e or bl o o d pr e g n a n c y  t esti n g will b e p erf or m e d.  P ositi v e uri n e 

pr e g n a n c y  t ests s h o ul d b e c o nfir m e d wit h a s er u m pr e g n a n c y t est.

T h e f oll o wi n g s er u m c h e mistr y  l a b or at or y t ests m a y b e p erf or m e d b y t h e c e ntr al

l a b or at or y at th e r e q u est a n d a p pr o v al of t h e m e di c al m o nit or:  c al ci u m, p h os p h or us, 

p ar at h yr oi d h or m o n e, vit a mi n D, a n d bi c ar b o n at e l e v els. If p erf or m e d, t h e r es ults fr o m 

t h es e t ests will b e i n cl u d e d i n t h e cli ni c al d at a b as e.

3. 7. 3. 3 P h y si c al E x a mi n ati o n a n d Vit al Si g n s

A f ull p h y si c al e x a mi n ati o n will b e p erf or m e d a n d d o c u m e nt e d at t h e first s cr e e ni n g visit 

a n d t h e M o nt h 1 2 / Eo T x visit .  At ot h er visits, a dir e ct e d p hys i c al e x a mi n ati o n m a y  b e 

p erf or m e d t o f o c us o n A D P K D -r el at e d si g ns a n d s ym pt o ms .  I n s o m e g e o gr a p hi c 

r e gi o ns, m or e fr e q u e nt s u bj e ct visits m a y b e t h e n or m; h o w e v er vit al si g ns a n d cli ni c all y 

si g nifi c a nt p h ys i c al fi n di n gs will b e r e c or d e d as a n u ns c h e d ul e d visit i n t h e el e ctr o ni c 

c as e r e p ort f or m ( e C R F ) as a p pli c a bl e. A n y c h a n g es i n m e di c ati o n or A Es will b e 

r e c or d e d i n t h e e C R F.

B o d y w ei g ht will b e t a k e n p ost -v oi d.  I t is pr ef er a bl e t o us e t h e s a m e s c al e f or e a c h 

m e as ur e m e nt.  Cli ni c s c al es s h o ul d b e c ali br at e d at l e ast y e arl y. T h e i n v esti g at or or 

his/ h er a p p oi nt e d d esi g n e e is pri m aril y  r es p o nsi bl e t o p erf or m t h e p h ysi c al e x a m i n ati o n.  

If t h e a p p oi nt e d d esi g n e e is t o p erf or m t h e p hys i c al e x a mi n ati o n, h e/s h e m ust b e 

p er mitt e d t o d o s o b y  l o c al r e g ul ati o ns a n d his/ h er n a m e m ust b e i n cl u d e d o n a n y 

gl o b all y a n d l o c all y r e q uir e d d o c u m e nts ( e g, i n di vi d u al m ust b e a d d e d f or all sit e s o n a 

U S F D A F or m 1 5 7 2, w h er e l o c al r e g ul ati o ns all o w, w hil e l o c al r e g ul ati o ns d et er mi n e 

t h eir b ei n g n a m e d i n t h e I C F).  W h e n e v er p ossi bl e, t h e s a m e i n di vi d u al s h o ul d p erf or m 

all p h y si c al e x a m i n ati o ns.  A n y u n d esir a bl e c o n diti o n pr es e nt at a p ost -tr e at m e nt p h ysi c al 

e x a m i n ati o n t h at w as n ot pr es e nt at t h e b as eli n e e x a mi n ati o n s h o ul d b e d o c u m e nt e d as a n 

A E a n d f oll o w e d t o a s atisf a ct or y  c o n cl usi o n.

Vit al si g n d at a , i n cl u di n g s e at e d bl o o d pr ess ur e, h e art r at e , t e m p er at ur e, h ei g ht, a n d 

w ei g ht, will b e t a k e n at t h e visits i d e ntifi e d i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 3. 7- 1 ).

3. 7. 3. 4 A s s e s s m e nt of Li v er S y m pt o m s, Si g n s or T e st A b n or m aliti e s

T esti n g f or h e p ati c tr a ns a mi n as e ( A L T/ A S T) , al k ali n e p h os p h at as e, a n d B T will b e 

p erf or m e d d uri n g s cr e e ni n g/r u n -i n a n d at e a c h m o nt hl y visit.  M a n a g e m e nt of li v er 

a b n or m aliti es is dis c uss e d i n t h e p ar a gr a p hs b el o w. 



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 5 8 2 6 M ar 2 0 1 5 

3. 7. 3. 4. 1 R e q uir e m e nt s f or R e p e at e d Li v er T e sti n g

3. 7. 3. 4. 1. 1 R e p e at e d Li v er T e sti n g i n S u bj e ct s wit h N or m al V al u e s at 
S cr e e ni n g

T h e a p p e ar a n c e of a n y s us pi ci o us s y m pt o m or si g n s h o ul d tri g g er pr o m pt t esti n g of 

h e p ati c f u n cti o n (i e, wit hi n 7 2 h o urs). L o c al l a b or at or y  t esti n g is a c c e pt a bl e, i d e ally wit h 

a c o n c urr e nt c e ntr al l a b or at or y  s a m pl e f or c o nfir m ati o n.

A n y  tr a ns a mi n as e or bilir u bi n v al u es w hi c h e x c e e d 2 × U L N s h o ul d als o pr o m pt 

i m m e di at e r et esti n g wit hi n 7 2 h o urs.  W hil e v al u es r e m ai n i n a n a b n or m al r a n g e, t esti n g 

fr e q u e n c y s h o ul d b e i n cr e as e d t o at l e ast w e e kly f or t h e first m o nt h, gr a d u all y  r et ur ni n g 

t o m o nt hl y as i n di c at e d b y t h e r es ults.

S u bj e cts e x hi biti n g s u c h a n i n cr e as e d uri n g t h e t ol v a pt a n titr ati o n/r u n -i n p h as es will b e 

dis q u alifi e d fr o m r a n d o mi z ati o n o n s af et y  gr o u n ds a n d s h o ul d n ot b e r a n d o mi z e d. 

S h o ul d t h e c a us e of t h e a b n or m alit y  b e d et er mi n e d t o b e u nr el at e d t o t ol v a pt a n e x p os ur e 

( e g, h a vi n g i d e ntifi e d a pl a usi bl e alt er n ati v e e x pl a n ati o n) s u c h a s u bj e ct m a y b e 

r e-s cr e e n e d o nl y wit h m e di c al m o nit or a p pr o v al.

3. 7. 3. 4. 1. 2 R e p e at e d Li v er T e sti n g i n S u bj e ct s wit h A b n or m al V al u e s at 
S cr e e ni n g

S u bj e cts f o u n d t o h a v e li v er l a b or at or y  a b n or m aliti es at s cr e e ni n g or w h o h a v e a hist or y 

of n o n -A D P K D -r el at e d li v er dis e as e will r e q uir e f urt h er e v al u ati o n. T h es e s u bj e cts will 

n e e d t o h a v e t h e s p e ci al li v er e C R F ( s e e S e cti o n 3. 7. 3. 4. 3 ) c o m pl et e d a n d a d diti o n al 

t esti n g will b e r e q uir e d d uri n g s cr e e ni n g (t o c o nfir m t h e st a bilit y of t h e a b n or m alit y) a n d 

d uri n g t h e t ol v a pt a n r u n -i n p h as e at l e ast 1 w e e k pri or t o r a n d o mi z ati o n (t o c o nfir m 

eli gi bilit y  f or r a n d o mi z ati o n). M a n a g e m e nt of s u c h s u bj e cts s h o ul d b e cl os el y 

c o or di n at e d wit h t h e tri al’s M e di c al M o nit or.  I n t h es e s u bj e cts, f urt h er c h a n g es i n li v er 

t est l e v els of > 2 x u p p er li mit of t h eir hi g h est s cr e e ni n g v al u e at a n y p oi nt p ost -s cr e e ni n g 

s h o ul d pr o m pt r e -t esti n g wit hi n 7 2 h o urs. S h o ul d s u c h a n i n cr e as e o c c ur i n t h e t ol v a pt a n 

titr ati o n/r u n-i n p h as e, t h e s u bj e ct will b e dis q u alifi e d fr o m r a n d o mi z ati o n.

3. 7. 3. 4. 2 Li v er T e st A b n or m aliti e s a n d I nt err u pti o n/ Di s c o nti n u ati o n of 
I n v e sti g ati o n al M e di ci n al Pr o d u ct

Li v er tr a ns a mi n as e or bilir u bi n l e v els r e a c hi n g or e x c e e di n g 2 × U L N t h at h a v e a n 

u n c ert ai n or r a pi dl y i n cr e asi n g tr aj e ct or y s h o ul d pr o m pt at l e ast t e m p or ar y I M P 

i nt err u pti o n. I MP s h o ul d n ot b e r es u m e d u ntil m o nit ori n g i n di c at es a b n or m aliti es h a v e 

r es ol v e d, ar e st a bl e or ar e n ot r a pi dl y i n cr e asi n g, a n d t h e n o nl y wit h a n i n cre as e d 

fr e q u e n c y of m o nit ori n g.
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S u bj e cts w o ul d n ot t y pi c all y  b e all o w e d t o r es u m e tr e at m e nt wit h I M P if t h e y h a v e:

 tr a ns a mi n as e l e v els ris e a b o v e 8 × U L N, 

 tr a ns a mi n as e l e v els ar e > 5 × U L N f or m or e t h a n 2 w e e ks, or

 c o n c urr e nt el e v ati o ns of tr a ns a mi n as e > 3 × U L N a n d B T > 2 × U L N .

S u bj e cts wit h t h es e l e v els of a b n or m alit y  m a y b e r e-c h all e n g e d wit h I M P if a b n or m aliti es 

w er e a dj u di c at e d as h a vi n g a < 5 0 % li k eli h o o d of b ei n g r el at e d t o I M P ( p er DI LI n et w or k 

[ DILI N] pr o b a bilit y crit eri a
1 7

) b y  a n i n d e p e n d e nt h e p ati c a dj u di c ati o n c o m mitt e e ( H A C)

(s e e S e cti o n 3. 7. 3. 4. 3 ) a n d t h e i n v esti g at or a n d m e di c al m o nit or a gr e e t o a n i nt e nsi v e 

m o nit ori n g pl a n t o miti g at e ris k. All el e v ati o ns will b e ass ess e d b y  t h e m e di c al 

m o nit ori n g t e a m.  T h e s u bj e ct m ust als o b e willi n g t o c o m pl y wit h t h es e m o nit ori n g 

m e as ur es, b e i nf or m e d of t h e p ot e nti al ris ks , a n d c o ns e nt t o I M P r e -c h all e n g e.

3. 7. 3. 4. 3 R e q uir e m e nt s f or S p e ci al R e p orti n g U si n g t h e Li v er Di s e a s e 
El e ctr o ni c C a s e R e p ort F or m a n d I m m e di at el y  R e p ort a bl e 
E v e nt F or m

T h e p ur p os e of t h e li v er dis e as e e C R F a n d o pti o n al a d diti o n al t esti n g is t o f a cilit at e 

r e vi e w of e a c h s u bj e ct w h o pr es e nts wit h, or d e v el o ps a li v er a b n or m alit y d uri n g t h e tri al 

or a n d t o d et er mi n e t h e pr o b a bl e c a us e(s) of t h es e a b n or m aliti es. T h e r e vi e w will b e 

p erf or m e d b y a bli n d e d, i n d e p e n d e nt H A C usi n g DI LI N pr o b a bilit y  crit eri a 

( < 2 5 % = u nli k el y, 2 5 % t o 5 0 % = p ossi bl y , 5 1 % t o 7 5 % = pr o b a bl y, 7 6 % t o 9 5 % = v er y  

li k el y, > 9 5 % = d efi nit e).
1 7

  T h e H A C will i n d e p e n d e ntl y  d e ci d e attri b uti o n a n d will 

c o m m u ni c at e wit h t h e I nd e p e n d e nt D at a M o nit ori n g C o m mitt e e ( I D M C) t h at o v ers e es 

t h e tri al.  T h e r es ult of t h es e a n al ys e s m a y  b e pr es e nt e d s e p ar at ely fr o m t h e C S R.

T h e i n v esti g at or m ust c o m pl et e a s p e ci al li v er dis e a s e e C R F f or a n y s u bj e ct w h o: 

1) dis c o nti n u es tr e a t m e nt d u e t o a li v er-r el at e d A E,

2) r e p orts a s eri o us li v er-r el at e d A E, 

3) wit h n or m al s cr e e ni n g l e v els d e v el o ps A L T or A S T l e v els  3 × U L N, 

4) wit h n or m al s cr e e ni n g l e v els d e v el o ps B T l e v els  2 × U L N, or

5) wit h a n a b n or m al s cr e e ni n g li v er t est l e v el d e v el o ps a b n or m aliti es i n t h at t est t h at 

ar e > 2 × t h e u p p er li mit of t h eir hi g h est s cr e e ni n g v al u e.

All s u bj e cts m e eti n g a n y o n e of t he a b o v e crit eri a will als o b e as k e d t o pr o vi d e a n 

a d diti o n al s et of bl o o d a n d uri n e bi o m ar k er s a m pl es at t h e ti m e of t h e e v e nt.  A d diti o n al 

cli ni c al t esti n g (s u c h as t esti n g f or h e p atitis s er ol o g y ) m a y als o b e i n di c at e d a n d t h eir 

r es ults r e p ort e d a c c or di n g t o l o c al g ui d eli n es.
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T h e li v er e C R F a n d I m m e di at e l y R e p ort a bl e E v e nt (IR E) f or m (s e e S e cti o n 5. 3 ) s h o ul d 

b e u p d at e d as n e w i nf or m ati o n b e c o m es a v ail a bl e.

3. 7. 3. 5 Ot h er S af et y  As s e s s m e nt s

3. 7. 3. 5. 1 Bi o m ar k er Pl a s m a S a m pl e s

Bl o o d s a m pl es ( 1 0 m L) f or p ot e nti al bi o m ar k er a n al ysis will b e c oll e ct e d at t h e f oll o wi n g 

ti m es:

 s e c o n d visit of t h e s cr e e ni n g p eri o d

 e n d of t h e p l a c e b o r u n-i n p eri o d ( D a y - 3 6)

 e n d of t h e t ol v a pt a n titr ati o n p eri o d ( D a y - 2 2)

 e n d of t h e t ol v a pt a n r u n -i n p eri o d (D a y  - 1)

 d uri n g t h e d o u bl e -bli n d , r a n d o mi z e d tr e at m e nt p eri o d at M o nt hs 3, 6, 9, 1 2 / Eo T x

 at t h e l ast f oll o w -u p p eri o d visit

 d uri n g a n e pis o d e of i n cr e as e d li v er s ur v eill a n c e ( d u e t o A E or l a b a b n or m alit y  a b o v e 
s et t hr es h ol ds)

T h e bl o o d s a m pl e will b e t a k e n f oll o wi n g t h e P K s a m pl e at visits w h er e b ot h ar e 

c oll e ct e d, a n d pr o c ess e d si mil arl y t o t h e P K bl o o d s a m pl e. D at e a n d ti m e of t h e bl o o d 

s a m pl e, as w ell as t h e d at e a n d ti m e of t h e l ast pr e c e di n g d os e s h o ul d b e n ot e d i n t h e 

e C R F.

All pl as m a s a m pl es wi ll b e s hi p p e d t o t h e c e ntr al cli ni c al l a b or at or y f or st or a g e. D et ail e d 

h a n dli n g a n d s hi p pi n g i nstr u cti o ns ar e i n A p p e n di x 3 .

3. 7. 3. 5. 2 Bi o m ar k er Uri n e S a m pl e s

A s p ot uri n e s a m pl e will b e o bt ai n e d at t h e f oll o wi n g ti m es:

 s e c o n d visit of t h e s cr e e ni n g p eri o d

 e n d of t h e pl a c e b o r u n -i n p eri o d ( D a y - 3 6)

 e n d of t h e t ol v a pt a n titr ati o n p eri o d ( D a y - 2 2)

 e n d of t h e t ol v a pt a n r u n -i n p eri o d ( D a y - 1)

 d uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d at M o nt hs 3, 6, 9, 1 2 / Eo T x

 at t h e l ast f oll o w-u p p eri o d visit

 d uri n g a n e pis o d e of i n cr e as e d li v er s ur v eill a n c e ( d u e t o A E or l a b a b n or m alit y  a b o v e 
s et t hr es h ol ds) 

T his s a m pl e s h o ul d b e o bt ai n e d pri or t o t h e s u bj e ct e ati n g br e a kf ast , fr o m t h e uri n e v oi d 

t a k e n aft er t h e first m or ni n g’s v oi d, a n d will i d e all y  b e pr o vi d e d as a mi d -str e a m, 

cl e a n -c at c h s a m pl e. T o e ns ur e a f asti n g uri n e s a m pl e is c oll e ct e d, s u bj e cts will b e 
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pr o vi d e d wit h a st eril e uri n e c u p o n t h e visit pr e c e di n g t h e d at e of uri n e s a m pl e 

c oll e cti o n .  S u bj e cts will b e i nstr u ct e d t o c oll e ct a uri n e s a m pl e pri or t o e ati n g br e a kf ast ,

a n d t o st or e t h e s a m pl e i n t h e r efri g er at or u ntil t h eir cli ni c visit.  D at e a n d ti m e of t h e 

uri n e s a m pl e, as w ell as t h e d at e a n d ti m e of t h e l ast pr e c e di n g d os e of I M P, s h o ul d b e 

n ot e d i n t h e e C R F.  T his s a m pl e s h o ul d b e o bt ai n e d fr o m t h e s a m e v oi d as c oll e ct e d f or 

t h e P D uri n e s a m pl e, w h e n b ot h s a m pl es ar e c oll e ct e d at t h e s a m e visit.

All uri n e s a m pl es will b e s hi p p e d t o t h e c e ntr al cli ni c al l a b or at or y f or st or a g e. D et ail e d 

h a n dli n g a n d s hi p pi n g i nstr u cti o ns ar e i n A p p e n di x 3 .

3. 7. 3. 5. 3 D N A  Bl o o d S a m pl e s

A bl o o d s a m pl e f or D N A c oll e cti o n will b e o bt ai n e d fr o m e v er y  c o ns e nti n g s u bj e ct at t h e 

s e c o n d visit of t h e s cr e e ni n g p eri o d .  S a m pl es m a y b e c oll e ct e d at a s u bs e q u e nt visit if 

s u bj e cts pr o vi d e c o ns e nt aft er t h e s e c o n d visit of t h e s cr e e ni n g p eri o d.

All s a m pl es will b e s hi p p e d t o t h e c e ntr al cli ni c al l a b or at or y. D et ail e d h a n dli n g a n d 

s hi p pi n g i nstr u cti o ns ar e i n A p p e n di x 3 .

3. 7. 4 P h ar m a c o ki n eti c/ p h ar m a c o d y n a mi c A s s e s s m e nt s

3. 7. 4. 1 P h ar m a c o ki n eti c Bl o o d S a m pl e s

S p ars e s a m pl es will b e t a k e n f or d et er mi n ati o n of pl as m a t ol v a pt a n a n d m et a b olit e (s), 

i n cl u di n g D M -4 1 0 3 c o n c e ntr ati o ns. A 4 m L  s a m pl e will b e c oll e ct e d at t h e f oll o wi n g 

ti m es:

 e n d of t h e t ol v a pt a n r u n-i n p eri o d ( D a y - 1)

 d uri n g t h e d o u bl e -bli n d , r a n d o mi z e d tr e at m e nt p eri o d at M o nt hs 3, 6, 9, 1 2 / Eo T x

 at t h e l ast f oll o w -u p visit

T h e d at e a n d ti m e of c oll e cti o n of t h e P K s a m pl e a n d t h e d at e a n d ti m e of a d mi nistr ati o n 

of t h e l ast pr e c e di n g d os e of I M P m ust b e r e c or d e d o n t h e e C R F f or all o n-tr e at m e nt a n d 

E o T x s a m pl es . T h e l ast d os e ti m e f or t h e off -tr e at m e nt f oll o w-u p s a m pl e will b e 

ass u m e d t o b e t h e s a m e as f or t h e M o nt h 1 2/ E o T x s a m pl e.  T h e e x a ct ti m e of s a m pli n g 

r el ati v e t o t h e pr e vi o us I M P d os e is n ot cr iti c al a n d c a n v ar y as m u c h as is o p er ati o n ally 

pr a cti c al.

All pl as m a s a m pl es will b e s hi p p e d t o t h e c e ntr al cli ni c al l a b or at or y  f or st or a g e. D et ail e d 

h a n dli n g a n d s hi p pi n g i nstr u cti o ns ar e i n A p p e n di x 3 .
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3. 7. 4. 2 P h ar m a c o d y n a mi c Uri n e S a m pl e s 

A s p ot uri n e s a m pl e f or d et er mi n ati o n of U os m a n d s p e cifi c gr a vit y will b e o bt ai n e d at 

t h e f oll o wi n g ti m es:

 s e c o n d visit of t h e s cr e e ni n g p eri o d

 e n d of t h e pl a c e b o r u n -i n p eri o d ( D a y - 3 6)

 e n d of t h e t ol v a pt a n titr ati o n p eri o d ( D a y - 2 2)

 e n d of t h e t ol v a pt a n r u n -i n p eri o d ( D a y - 1)

 d uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d at M o nt hs 3, 6, 9, a n d 1 2 / E o T x

 at t h e l ast f oll o w -u p visit

T his s a m pl e s h o ul d b e o bt ai n e d pri or t o t h e s u bj e ct e ati n g br e a kf ast , fr o m t h e uri n e v oi d 

t a k e n aft er t h e first m or ni n g’s v oi d, a n d will i d e all y  b e pr o vi d e d as a mi d -str e a m, 

cl e a n -c at c h s a m pl e. T o e ns ur e a f asti n g uri n e s a m pl e is c oll e ct e d, s u bj e cts will b e 

pr o vi d e d wit h a st eril e uri n e c u p o n t h e visit pr e c e di n g t h e d at e of uri n e s a m pl e 

c oll e cti o n . S u bj e cts will b e i nstr u ct e d t o c oll e ct a uri n e s a m pl e pri or t o e ati n g br e a kf ast ,

a n d t o st or e t h e s a m pl e i n t h e r efri g er at or u ntil t h eir cli ni c visit.

D at e a n d ti m e of t h e uri n e s a m pl e, as w ell as t h e d at e a n d ti m e of t h e l ast pr e c e di n g d os e 

of I M P f or all o n -tr e at m e nt a n d Eo T x s a m pl es, s h o ul d b e n ot e d i n t h e e C R F. T h e l ast 

d os e d at e f or t h e off -tr e at m e nt s a m pl e will b e ass u m e d t o b e t h e s a m e as f or t h e M o nt h 

1 2/ E o T x P D uri n e s a m pl e.

All uri n e s a m pl es will b e s hi p p e d t o t h e c e ntr al cli ni c al l a b or at or y  f or a n alysis.  D et ail e d 

h a n dli n g, i n cl u di n g v ol u m e of s a m pl e n e e d e d, a n d s hi p pi n g i nstr u cti o ns is pr o vi d e d i n 

A p p e n di x 3 .

3. 7. 5 E n d of Tr e at m e nt/ E n d of Tri al

R a n d o mi z e d s u bj e cts will h a v e t h eir l ast s c h e d ul e d tr e at m e nt 1 2 m o nt hs fr o m t h e ir d at e 

of r a n d o mi z ati o n.

If a s u bj e ct dis c o nti n u es I M P b ef or e M o nt h 1 2 , t he l ast d at e t h at t h e s u bj e ct r e c ei v e d I M P 

will b e r e c or d e d as E o T x .  S e e S e cti o n 3. 8. 3 a n d S e cti o n 3. 1 0 f or m or e i nf or m ati o n o n 

E o T x r ul es f or t his tri al.

T h e e n d of trial d at e is d efi n e d as t h e l ast d at e of l a st c o nt a ct wit h t h e s u bj e ct .  T his d o es 

n ot r ef er t o o v er all tri al d ur ati o n.  T h e e n d of tri al d at e a n d ti mi n g f or f oll o w - u p 

ass ess m e nts will b e i n di vi d uali z e d f or e a c h s u bj e ct.
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3. 7. 6 I n d e p e n d e nt D at a M o nit ori n g C o m mitt e e

F or tri als i n hi g h m or bi dit y  a n d/ or hi g h m ort ality dis e as e, w h er e effi c a c y  e n d p oi nts c o ul d 

b e s u bj e ct t o e x p e dit e d r e p orti n g, t h e i nt e grit y of t h e cli ni c al tri al m a y b e c o m pr o mis e d if 

t h e bli n d is br o k e n. F or t his tri al , a n I D M C, als o k n o w n as a D at a S af et y a n d M o nit ori n g 

C o m mitt e e [ D S M C]) will b e est a blis h e d. T h e r ol e of t h e I D M C s h all b e d eli n e at e d i n a 

s e p ar at e I D M C C h art er d o c u m e nt, b ut i n g e n er al t his gr o u p w ill m e et o n a r e g ul ar b asis 

t o e ns ur e t h e s af e a n d et hi c al tr e at m e nt of tri al s u bj e cts, e ns ur e t h e s ci e ntifi c i nt e grit y  of 

t h e tri al, a n d t o e ns ur e t h e tri al is c o n d u ct e d wit hi n t h e b o u n ds of et hi c al m e di c al 

pr a cti c e. A dj u di c ati o n r es ults as d et er mi n e d b y t h e H A C will b e r e p ort e d t o t h e I D M C 

o n a q u art erl y  b asis or mor e fr e q u e ntl y as n e c ess a r y.  T his I D M C m a y  m a k e 

r e c o m m e n d ati o ns t o t h e s p o ns or a n d tri al st e eri n g c o m mitt e e t o a m e n d or t er mi n at e t h e 

tri al b as e d o n gr o u n ds of s af ety, f utilit y , or gr e at er t h a n e x p e ct e d effi c a c y  as d efi n e d b y 

t h e a c c e pt e d st atisti c al pr a cti c es a n d pr o c e d ur es d et ail e d i n t h eir C h art er.

3. 8 St o p pi n g R ul e s, Wit h dr a w al Crit eri a, a n d Pr o c e d ur e s

3. 8. 1 E ntir e Tri al or Tr e at m e nt A r m( s)

If t h e s p o ns or t er mi n at es or s us p e n ds t h e tri al f or s af ety or u n a nti ci p at e d ot h er r e as o ns, 

pr o m pt n otifi c ati o n will b e gi v e n t o i n v esti g at ors, I R Bs/ I E Cs, a n d r e g ul at or y a ut h oriti es 

i n a c c or d a n c e wit h r e g ul at or y r e q uir e m e nts.

3. 8. 2 I n di vi d u al Sit e

T h e i n v esti g at or will n otif y  t h e s p o ns or pr o m ptl y if t h e tri al is t er mi n at e d b y t h e 

i n v esti g at or or t h e I R B/I E C at t h e sit e. If t h e i n v esti g at or, I R B/I E C or s p o nsor d e ci d es t o 

t er mi n at e or s us p e n d t h e tri al’s c o n d u ct at a p arti c ul ar c e nt er f or s af ety , n o n-e nr oll m e nt 

of s u bj e cts, n o n -c o m pli a n c e wit h t h e pr ot o c ol , or u n a nti ci p at e d ot h er r e as o ns, t h e a b o v e 

a n d ot h er p arti es, as r e q uir e d b y t h e a p pli c a bl e r e g ul at or y r e q uir e m e nts, will b e pr o m ptl y  

n otifi e d.

3. 8. 3 I n di vi d u al S u bj e ct Di s c o nti n u ati o n

3. 8. 3. 1 S u bj e ct s Di s c o nti n u e d Pri or t o R a n d o mi z ati o n

S u bj e cts dis c o nti n u e d d uri n g t h e pr e -r a n d o mi z ati o n p eri o d will b e d esi g n at e d as eit h er a 

“ S cr e e n fail ur e ” or “ R u n -i n f ail ur e ”.  D uri n g t he s cr e e ni n g p eri o d, if a s u bj e ct wit h dr a ws 

t h eir c o ns e nt or f ails t o m e et all of t h e r e q uir e m e nts t o c o nti n u e i n t h e tri al, t h at s u bj e ct 

will b e c o nsi d er e d a “ S cr e e n f ail ur e ”.  S u bj e cts w h o f ail t o m e et tri al r e q uir e m e nts d uri n g 

t h e s cr e e ni n g p eri o d m a y b e r es cr e e n e d at a l at er d at e.
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S cr e e n f ail ur e s u bj e cts will b e r e c or d e d as s u c h o n t h e e C R F.  S cr e e n f ail ur e s u bj e cts d o 

n ot r e q uir e f oll o w -u p a n d c a n b e c o nsi d er e d f or r es cr e e ni n g if t h e r e as o n f or t h e s cr e e n 

f ail ur e w as n ot t h at t h e s u bj e ct wit h dr e w t h eir c o ns e nt .  If r es cr e e n e d, t h e s u bj e ct will 

si g n a n e w i nf or m e d c o ns e nt, will b e assi g n e d a n e w s cr e e ni n g n u m b er, a n d will r e p e at 

al l s cr e e ni n g pr o c e d ur es.

D u ri n g t h e r e m ai n d er of t h e pr e -r a n d o mi z ati o n p eri o d (pl a c e b o r u n -i n, t ol v a pt a n titr ati o n, 

or t ol v a pt a n r u n -i n p eri o ds), if a s u bj e ct dis c o nti n u es or is dis c o nti n u e d t h at s u bj e ct will 

b e c o nsi d er e d a “ R u n -i n f ail ur e ”.  A s u bj e ct m a y b e c o nsi d er e d a “ R u n-i n fail ur e ” f or a ny 

of t h e f oll o wi n g r e as o ns :

 S u bj e ct d o es n ot m e et e ntr y  r e q uir e m e nts (i e, s u bj e ct c a n n ot t ol er at e I M P tr e at m e nt 
as s p e cifi e d f or a p arti c ul ar pr e- r a n d o mi z ati o n p eri o d - s e e S e cti o n 3. 2. 1 ),

 S u bj e ct d e ci d es t o f or m all y wit h dr a w c o nse nt a n d/ or f ails t o r et ur n f or s u bs e q u e nt 
a p p oi nt m e nts at t h e tri al sit e, or

 I n v esti g at or c o nsi d ers t h e s u bj e ct u ns uit a bl e f or f urt h er p arti ci p ati o n.

R u n -i n f ail ur e s u bj e cts will b e r e c or d e d as s u c h o n t h e e C R F. R u n -i n f ail ur e s u bj e cts will 

c o m pl et e a n E o T x visit u p o n wit h dr a w al fr o m t h e tri al.  T h e E o T x visit ass ess m e nts will 

i n cl u d e: c oll e ct vit al si g ns, p h y si c al e x a m i n ati o n, s er u m cr e ati ni n e ass ess m e nt, cli ni c al 

l a b or at or y ass ess m e nts, c oll e ct P K/ P D s a m pl es a n d bi o m ar k er uri n e/ pl as m a s a m pl es .  

R u n -i n f ail ur e s u bj e cts will t h e n b e f oll o w e d u p aft er 7 d a y s wit h a p h o n e c all t o r e c or d 

a n y  o n g oi n g A E s ( as s p e cifi e d i n S e cti o n 5. 6 ); u nl ess t h e s u bj e ct f ully wit h dr a ws c o ns e nt 

t o a n y f urt h er f oll o w-u p b y  writt e n d o c u m e nt ati o n.

3. 8. 3. 2 Tr e at m e nt I nt err u pti o n

I n t his y e ar -l o n g tri al, it is e x p e ct e d t h at s u bj e cts m a y h a v e o n e or m o r e tr e at m e nt

i nt err u pti o ns d uri n g t h e d o u bl e- bli n d, r a n d o mi z e d tr e at m e nt p eri o d .  If a s u bj e ct’s I M P 

tr e at m e nt m ust b e i nt err u pt e d f or m e di c al or s ur gi c al r e as o ns; li v er t est a b n or m aliti es; us e 

of a pr o hi bit e d c o n c o mit a nt m e di c ati o n; or ot h er r e as o ns ( e g, h os pit al a d missi o n f or a n 

i n v asi v e pr o c e d ur e, a m aj or m e di c al c o n diti o n, s ur g er y; d e nt al w or k, or a t e m p or ar y 

sit u ati o n t h at pr e v e nts s u bj e ct c o m pli a n c e wit h t h e I M P a d mi nistr ati o n s c h e d ul e ), t h e 

s u bj e ct’s I M P s h o ul d b e r es u m e d as e arl y as t h e sit u ati o n al l o ws (s e e S e cti o n 3. 8. 3. 4 ).

A n y  I MP i nt err u pti o n of < 7 c o ns e c uti v e d a y s will b e r e c or d e d as miss e d d os es r at h er 

t h a n as a t e m p or ar y i nt err u pti o n of I MP.  T h e s u bj e ct s h o ul d i m m e di at el y i nf or m t h e 

i n v esti g at or of a ny miss e d d os es r e a c hi n g or e x p e ct e d t o b e 2 d a y s or m or e s o t h at t h e 

i n v esti g at or c a n c o nti n u e t o m o nit or t h e s u bj e ct’s tr e at m e nts a n d pr e p ar e f or a p ossi bl e 

7- d a y  I M P i nt err u pti o n.
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A n I MP i nt err u pti o n t h at l asts  7 c o ns e c uti v e d a ys will b e r e c or d e d as a “ 7 -d a y  

Tr e at m e nt I nt err u pti o n ” o n t h e e C R F a n d t h e s u bj e ct will visit t h e cli ni c t o c oll e ct vit al 

si g ns, p h ys i c al e x a m, s er u m cr e ati ni n e ass ess m e nt, cli ni c al l a b or at or y ass ess m e nts, 

P K/ P D s a m pl es, a n d bi o m ar k er uri n e/ pl as m a s a m pl es.  It is ass u m e d t h at a n i nt err u pti o n 

of t his d ur ati o n m a y  b e c o me p er m a n e nt, t h er ef or e t h e s u bj e ct will h a v e a t ot al of 

3 s a m pl es c oll e ct e d f or s er u m cr e ati ni n e m e as ur e m e nts ( i n t h e 2- w e e k p eri o d b e gi n ni n g 

o n t h e 7t h d a y  a n d i n cl u di n g t h e a b o v e-m e nti o n e d s er u m cr e ati ni n e ass ess m e nt). 

Tr e at m e nt m a y  still b e r est art e d d uri n g or aft er t h es e ass ess m e nts ar e c o m pl et e d ; a ny 

r e m ai ni n g s er u m cr e ati ni n e ass ess m e nts will n ot n e e d t o b e c o m pl et e d if tr e at m e nt is 

r est art e d d uri n g t his p eri o d.  If tr e at m e nt is r est art e d, a n d t h e s u bj e ct c o nti n u es t o 

M o nt h 1 2, t h e s u bj e ct will c o m pl et e t h e M o nt h 1 2 visit a n d s c h e d ul e d f oll o w - u p 

ass ess m e nts; t h e 7 -d a y  Int err u pti o n ass ess m e nts will b e c o nsi d er e d as u ns c h e d ul e d.   T his 

pr o c e d ur e is ai m e d at e ns uri n g d at a f or t h e pri m ar y  e n d p oi nt will b e c oll e ct e d fr o m all 

s u bj e cts.

3. 8. 3. 3 Tr e at m e nt Di s c o nti n u ati o n

Aft er r a n d o mi z ati o n, a s u bj e ct m a y st o p tr e at m e nt p er m a n e ntly b ef or e M o nt h 1 2 f or a 

v ari et y of r e as o ns.  Tr e at m e nt dis c o nti n u ati o ns m a y  b e i niti at e d b y a s u bj e ct w h o is n ot 

s atisfi e d wit h tr e at m e nt or m a y  b e c o m e m e di c all y n e c e s s ar y d u e t o A Es or ot h er iss u es, 

as d et er mi n e d b y t h e i n v esti g at or (s e e S e cti o n 3. 8. 3. 4 ).  H o w e v er, e a c h i n v esti g at or m ust 

c o m pr e h e nsi v el y r e vi e w t h e cir c u mst a n c es a n d off er t h e s u bj e ct o pti o ns f or c o nti n u e d 

tr e at m e nt t o t h e d e gr e e p ossi bl e as d es cri b e d i n S e cti o n 3. 8. 3. 5. 1 .

A s u bj e ct w h o p er m a n e ntl y  dis c o nti n u e s tr e at m e nt will b e r e c or d e d as a n I M P 

dis c o nti n u ati o n o n t h e e C R F.  T h e y  will h a v e a n E o T x v isit, w hi c h s h o ul d b e s c h e d ul e d 

as s o o n as p ossi bl e aft er t h e s u bj e ct’s l ast d os e of I M P, t o c oll e ct vit al si g ns, p h ysi c al 

e x a m, s er u m cr e ati ni n e ass ess m e nt, cli ni c al l a b or at or y ass ess m e nts, P K/ P D s a m pl es, a n d 

bi o m ar k er uri n e/ pl as m a s a m pl es.  T h e s u bj e ct ’s f oll o w-u p p eri o d will b e 3 w e e ks, a s 

t h o u g h t h e y h ad r e a c h e d t h e M o nt h 1 2 vi sit , a n d t h e f oll o w-u p p eri o d will st art aft er t h e 

l a st d a y of tr e at m e nt, w hi c h m a y b e a diff er e nt d a y fr o m t h e E o T x vi sit.  N o f oll o w -u p 

a s s e s s m e nt s will b e t a k e n d uri n g t h e fir st w e e k of t hi s p eri o d.   T h er e will b e t hr e e vi sit s 

in t h e f oll o w-u p p eri o d b et w e e n D a y 8 a n d D a y 2 1.  T h e fir st t w o will b e f or t h e 

c oll e cti o n of s er u m cr e ati ni n e m e a s ur e m e nt a n d t h e t hir d will h a v e a d diti o n al s af et y , 

effi c a c y , P K, a n d P D m e a s ur e m e nt s. Aft er t h e f oll o w -u p p eri o d, t h e s u bj e ct will 

c o nti n u e wit h all ass ess m e nts u p t o a n d i n cl u di n g t h ei r s c h e d ul e d M o nt h 1 2 vi sit, 

b ut will n ot b e r e q uir e d t o c o m pl et e f oll o w -u p b e y o n d t h at vi sit .
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3. 8. 3. 4 D o c u m e nti n g R e a s o n s f or Tr e at m e nt
I nt err u pti o n/ Di s c o nti n u ati o n

A s u bj e ct m a y  t e m p or aril y i nt err u pt or dis c o nti n u e IM P f or a n u m b er of r e as o ns 

i n cl u di n g t h os e list e d b el o w:

 R e as o ns r el at e d t o A E:

 S u bj e ct c o ul d n ot t ol er at e I M P d u e t o a n A E w hi c h is a n n o y i n g or 
u n c o mf ort a bl e b ut n ot s eri o us or h a z ar d o us

 P h y si ci a n d et er mi n e d t h at t h er e ar e p ot e nti al I M P r el at e d s af et y c o n c er n or 
S A E pl a ci n g s u bj e ct at u n d u e h a z ar d

 S eri o us a d v ers e e v e nt ( S A E )

 Pr o gr essi o n of dis e as e l e a di n g t o di al ys is, tr a ns pl a nt ati o n or e G F R d e cli n e as 
d et er mi n e d b y t h e i n v esti g at or

 Li v er t est a b n or m aliti es m e eti n g crit eri a f or p er m a n e nt dis c o nti n u ati o n (s e e 
S e cti o n 3. 7. 3. 4 )

 Cli ni c al si g ns of DI LI ( e g, j a u n di c e, ri g ht u p p er q u a dr a nt p ai n)

 D e at h

 R e as o ns u nr el at e d t o m e di c al c o n diti o n ( e g, pr e g n a n c y , tri al t o o b ur d e ns o m e)

 Wit h dr a w al of i nf or m e d c o ns e nt (p arti al r el at e d t o I M P or c o m pl et e fr o m t h e tri al )

 L ost t o f oll o w -u p ( D et ail e d pr o c e d ur es t o pr e v e nt s u bj e cts fr o m b e c o mi n g “l ost t o 
f oll o w- u p will b e pr o vi d e d i n t h e o p er ati o ns m a n u al.  T h es e pr o c e d ur es m ust b e 
f oll o w e d by t h e i n v esti g at or, t h eir st aff or ot h er d esi g n at e d tri al p ers o n n el.)

 T er mi n ati o n of all or p art of t h e tri al b y t h e s p o ns or

 T a ki n g m ar k et e d pr o d u ct f or t ol v a pt a n ( dis c o nti n u e d s u bj e cts o nl y )

If t h e s u bj e ct t e m p or arily i nt er r u pts or dis c o nti n u es IM P d u e t o a n A E, t h e i n v esti g at or , 

or ot h er tri al p ers o n n el, will m a k e e v er y  eff ort t o f oll o w t h e e v e nt u ntil it h as r es ol v e d or 

st a bili z e d.  F oll o w u p pr o c e d ur es i n S e cti o n 3. 8. 3. 2 a n d/ or S e cti o n 3. 8. 3. 3 m ust b e 

f oll o w e d.  If t h e s u bj e ct’s IM P is i nt err u pt e d f or a li v er t est a b n or m alit y or li v er 

s ym pt o ms , pr o c e d ur es o utli n e d i n S e cti o n 3. 7. 3. 4 s h o ul d b e f oll o w e d.

3. 8. 3. 5 Wit h dr a w al of C o n s e nt

All s u bj e cts h a v e t h e r i ght t o wit h dr a w t h eir c o ns e nt fr o m f urt h er p arti ci p ati o n i n t h e tri al 

at a n y ti m e wit h o ut pr ej u di c e.  T h e i n v esti g at or c a n als o dis c o nti n u e a s u bj e ct’s 

p arti ci p ati o n i n t h e tri al at a n y  ti m e if m e di c all y n e c ess ar y.  U nl ess t h e s u bj e ct pr o vi d es 

t h eir writt e n wit h dr a w al of c o ns e nt or t h er e is ot h er writt e n d o c u m e nt ati o n b y t h e 

i n v esti g at or c o nfir mi n g t h e s u bj e ct’s v er b al i nt e nt t o c o m pl et el y wit h dr a w fr o m t h e tri al,

s u bj e cts s h o ul d b e f oll o w e d f or all pr ot o c ol -s p e cifi e d e v al u ati o ns a n d ass ess m e nts .
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C o m p l et e wit h dr a w al of c o ns e nt r e q uir es a s u bj e ct’s r ef us al of A L L of t h e f oll o wi n g 

m et h o ds of f oll o w u p (t h es e m et h o ds of f oll o w u p will als o b e n ot e d i n t h e tri al I C F):

 P arti ci p ati o n i n all f oll o w - u p pr o c e d ur es s p e cifi e d i n t h e pr ot o c ol ( w h et h er i n-cli ni c, 
b y t el e p h o n e, or b y a n i n -h o m e visit).

 P arti ci p ati o n i n a s u bs et of pr ot o c ol s p e cifi e d f oll o w -u p pr o c e d ur es ( b y  a fr e q u e n c y 
s c h e d ul e a n d m et h o d as a gr e e d b y s u bj e ct a n d st aff) .

 P arti ci p ati o n i n all r e g ul arl y  s c h e d ul e d, st u d y-r el at e d f oll o w-u p visits a n d E o T x
visits .

 C o nt a ct of t h e s u bj e ct b y tri al p ers o n n el, e v e n if o nl y  b y t el e p h o n e, t o ass ess c urr e nt 
m e di c al c o n diti o n a n d o bt ai n n e c ess ar y  m e di c al or l a b or at or y r e p orts r el e v a nt t o t h e 
tri al’s o bj e cti v es.

 C o nt a ct of alt er n ati v e p ers o n(s) w h o h a v e b e e n d esi g n at e d i n s o ur c e r e c or ds as b ei n g 
a v ail a bl e t o dis c uss t h e s u bj e ct’s m e di c al c o n diti o n, e v e n if o nl y b y t el e p h o n e, m ail 
or e -m ail ( e g, f a mil y, s p o us e, p art n er, l e g al r e pr es e nt ati v e, fri e n d, n ei g h b or, 
p h y si ci a n).

 A c c ess t o m e di c al i nf or m ati o n fr o m alt er n ati v e s o ur c es ( e g, h os pit al/ cli ni c m e di c al 
r e c or ds, r ef erri n g d o ct or’s n ot es, p u bli c r e c or ds, di al ysis, tr a ns pl a nt ati o n or vit al 
r e gistri es, s o ci al m e di a s o ur c es). 

Wit h dr a w al of c o ns e nt is a criti c al tri al e v e nt a n d t h er ef or e s h o ul d b e a p pr o a c h e d wit h 

t h e s a m e d e gr e e of i m p ort a n c e a n d c ar e as is us e d i n i niti all y o bt ai ni n g i nf or m e d c o ns e nt.  

T h e r e as o ns f or a s u bj e ct’s i nt e n d e d wit h dr a w al n e e d t o b e c o m pl et el y  u n d erst o o d, 

d o c u m e nt e d a n d m a n a g e d t o pr ot e ct t h e ri g hts of t h e s u bj e ct a n d t h e i nt e grit y  of t h e tri al.  

A s u bj e ct m a y  i niti all y e x pr ess t h eir d esir e t o i nt err u pt or dis c o nti n u e I M P 

a d mi nistr ati o n, w hi c h is n ot e q ui v al e nt t o a c o m pl et e wit h dr a w al of c o ns e nt f or f urt h er 

p arti ci p ati o n (s e e S e cti o n 3. 8. 3. 2 t hr o u g h S e cti o n 3. 8. 3. 4 ).  A s u bj e ct m a y, h o w e v er, 

i n di c at e t h at f urt h er tri al p arti ci p ati o n is cr e ati n g a b ur d e n o n t h eir w or k or s o ci al 

s c h e d ul e.  T h er ef or e, t h e i n v esti g at or s h o ul d f oll o w t h e pr o c e d ur es o utli n e d i n 

S e cti o n 3. 8. 3. 5. 1 t o d et er mi n e if t h e s u bj e ct c a n c o nti n u e p arti ci p ati o n i n t h e tri al if 

m o difi c ati o ns t o his/ h er tr e at m e nt a n d/ or s c h e d ul e of ass ess m e nts c a n b e a c c o m m o d at e d.

O nl y  s u bj e cts w h o wit h dr a w t h eir p er missi o n f or all of t h e a b o v e d e gr e es of f oll o w- u p 

ar e c o nsi d er e d t o h a v e c o m pl et el y  wit h dr a w n t h eir c o ns e nt t o p arti ci p at e i n t h e st u d y.

3. 8. 3. 5. 1 Pr o c e d ur e s t o E n c o ur a g e C o nti n u e d Tri al P arti ci p ati o n

I n all c as es of i m p e n di n g I MP dis c o nti n u ati o n or c o ns e nt wit h dr a w al, i n v esti g at ors will 

b e gi v e n i nstr u cti o ns t o m e et a n d dis c uss wit h t h e s u bj e ct t h eir o pti o ns of c o nti n ui n g i n 

t h e tri al, pr ef er a bly o n t h er a p y.  T h e i n v esti g at or s h o ul d e ns ur e u n d erst a n di n g a n d 

d o c u m e nt ati o n of t h e r e as o ns f or t h e s u bj e ct’s d esir e t o wit h dr a w c o ns e nt .
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If a s u bj e ct i n t h e d o u bl e-bli n d, r a n d o mi z e d tr e at m e nt p eri o d wis h es t o wit h dr a w fr o m 

t h e tri al:

1) T h e i n v esti g at or s h o ul d first s e e k t o u n d erst a n d t h e s u bj e ct’s m oti v ati o n a n d 
w h er e v e r p ossi bl e m a k e a c c o m m o d ati o n s t o pr e v e nt tr e at m e nt dis c o nti n u ati o n or 
c o m pl et e wit h dr a w al of c o ns e nt a n d m ai nt ai n t h e f ull est c o m pli a n c e wit h t h e 
pr ot o c ol ass ess m e nts ( e g, pr o vi d e n e c ess ar y  tr a v el r ei m b urs e m e nt, i n-h o m e visits, 
alt er n at e visit s c h e d uli n g , i n cl u di n g d uri n g w e e k e n ds). If t h e s u bj e ct’s wis h is t o 
dis c o nti n u e st u d y  m e di c ati o n o nl y, pr o c e e d t o St e p 2.

2) As k t h e s u bj e ct, “ W o ul d y o u b e willi n g t o c o nti n u e if y o ur d os e of m e di c ati o n 
w as l o w er e d ? ”  I f t h e a ns w er is “ Y es ” titr at e t h e s u bj e ct’s d os e do w n 1 l e v el ( e g, 
fr o m 9 0/ 3 0 t o 6 0/ 3 0, fr o m 6 0/ 3 0 t o 4 5/ 1 5, or fr o m 4 5/ 1 5 t o 3 0/ 1 5 [ wit h m e di c al 
m o nit or a p pr o v al]).  R e p e at t his st e p if t h e s u bj e ct c o nti n u es t o r e q u est 
wit h dr a w al of c o ns e nt.  If t h e a ns w er is “ N o ” or if, o n c e t h e 3 0/ 1 5 d os e is 
r e a c h e d, th e s u bj e ct c o nti n u es t o r e q u est wit h dr a w al of c o ns e nt, g o t o St e p 3.

3) As k t h e s u bj e ct , “If w e t e m p or aril y  i nt err u pt yo ur tri al m e di c ati o n w o ul d y o u b e 
willi n g t o l at er r es u m e m e di c ati o n a n d c o nti n u e wit h all visits a n d s a m pl e 
c oll e cti o ns ? ”  If t h e a ns w er is “ Y es ”, i nt err u pt I MP b ut c o nti n u e t o f oll o w all 
ot h er tri al pr o c e d ur es f or t h e s u bj e ct u ntil t h e s u bj e ct r est arts tr e at m e nt.  If t h e 
s u bj e ct d o es n ot r es u m e tr e at m e nt wit h I M P aft er 7 d a y s, p erf or m 7- d a y  
I nt err u pti o n ass ess m e nts a n d f o ll o w-u p (s e e S e cti o n 3. 8. 3. 2 ) a n d t h e n r es u m e 
I M P a n d c o nti n u e wit h all ot h er m o nt hl y  ass ess m e nts t o t h e e n d of t h e tri al.  If t h e 
s u bj e ct still wis h es t o wit h dr a w fr o m t h e tri al, g o t o St e p 4.

4) As k t h e s u bj e ct , “If w e dis c o nti n u e y o ur tri al m e di c ati o n p er m a n e ntl y , w o ul d yo u 
c o nti n u e wit h all visits a n d s a m pl e c oll e cti o ns ? ”  If t h e a ns w er is “ Y es ”, 
dis c o nti n u e I M P, p erf or m a n E o T x visit, c o m pl et e t h e foll o w -u p p eri o d, a n d t h e n 
c o nti n u e wit h all ot h er m o nt hl y  ass ess m e nts t o t h e e n d of t h e tri al (s e e 
S e cti o n 3. 8. 3. 3 ).  If t h e a ns w er is “ N o ” g o t o St e p 5.

5) If f urt h er tri al s u p p ort or i nt err u pti o n or p er m a n e nt dis c o nti n u ati o n of st u d y 
m e di c ati o n d o es n ot r es ol v e t h e s u bj e ct’s iss u es, f urt h er a c c o m m o d ati o ns s u c h as 
l ess fr e q u e nt visits or bl o o d dr a ws m a y  b e us e d (s o l o n g as a d e q u at e s af ety 
m o nit ori n g c a n b e e ns ur e d f or t h os e c o nti n ui n g I M P).  L ess fr e q u e nt visits or 
pr o c e d ur es m ust b e off er e d o nl y  if t h e y ar e r e q uir e d t o m ai nt ai n a c c ess t o t h e 
s u bj e ct’s m e di cal i nf or m ati o n a n d / or t o e n c o ur a g e t h e s u bj e ct t o c o nti n u e i n t h e 
tri al.

3. 8. 3. 5. 2  Pr o c e d ur e s t o Pr e v e nt “ L o st t o F oll o w -u p ”

T h e i n v esti g at or m ust m a k e e v er y eff ort t o c o nt a ct s u bj e cts w h o f ail t o r et ur n f or 

s c h e d ul e d visits s o t h at t h e y  will n ot b e d e cl ar e d “l ost t o f oll o w-u p ”. T h e f oll o wi n g 

pr o c e d ur es s h o ul d b e f oll o w e d at a mi ni m u m, wit h a d diti o n al m e as ur es t a k e n if 

u ns u c c essf ul.
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 C o nt a ct all n u m b ers f or t h e s u bj e ct a n d t h eir list e d c o nt a cts (t o b e c oll e ct e d i n s o ur c e 
at t h e s u bj e ct’s e ntr y  i nt o t h e tri al). T his in cl u d es m a ki n g c alls aft er n or m al b usi n ess 
h o urs or o n h oli d a y s a n d w e e k e n ds.

 C o nt a ct t h e s u bj e ct’s pri m ar y  c ar e p h ysi ci a n, r ef erri n g s p e ci alist, p h ar m a cist or ot h er 
h e alt h -c ar e pr of essi o n al ( usi n g t h e c o nt a cts pr o vi d e d b y  t h e s u bj e ct at e ntr y t o t h e 
tri al).

 S e n d a t e xt, e -m ail a n d p ost al m ail wit h c ertifi e d (r et ur n -r e c ei pt r e q u est e d) l ett ers t o 
all t h e s u bj e ct’s a d dr ess es a n d all c o nt a cts ( as pr o vi d e d b y  t h e s u bj e ct at e ntr y  t o t h e 
tri al).

 I n-h o m e visit at l ast a d dr ess gi v e n.

 R e vi e w a v ail a bl e m e di c al r e c or ds/ n ot es f or d et ails of h os pit ali z ati o ns, cli ni c visits or 
ot h er pr o c e d ur es w hi c h m a y  i n di c at e t h e st at us of s u bj e cts ( as all o w e d t hr o u g h 
r el e as e of m e di c al r e c or d f or ms t o b e c o m pl et e d b y p ati e nt at tri al e ntr y).

 Utili z e t h e i nt er n et t o s e ar c h f or a d diti o n al c o nt a ct i nf or m ati o n ( e g, r e v ers e dir e ct or y  
f or p h o n e n u m b ers or n e w a d dr ess i nf or m ati o n; F a c e b o o k , Li n k e d-I n, or ot h er s o ci al 
m e di a f or st at us u p d at es) .

 C h e c k l o c al, r e gi o n al a n d n ati o n al p u bli c r e c or ds t o l o c at e t h e s u bj e ct or s e ar c h f or 
m ort alit y  st at us as all o w e d b y l a w.

O n c e all t h es e a cti o ns h a v e b e e n e x h a us t e d ( a n d d o c u m e nt e d), t h e n t h e s p o ns or cli ni c al 

r es e ar c h ass o ci at e or m e di c al m o nit or s h o ul d b e c o nt a ct e d f or a d diti o n al g ui d a n c e.

3. 9 S cr e e n F ail ur e s

A s cr e e n f ail ur e is a s u bj e ct fr o m w h o m i nfor m e d c o ns e nt is o bt ai n e d a n d is d o c u m e nt e d 

i n writi n g (i e, s u bj e ct si g ns a n IC F), b ut w h o wit h dr a ws c o ns e nt fr o m t h e tri al or d o es n ot 

m e et all of t h e r e q uir e m e nts, d uri n g t h e s cr e e ni n g p eri o d , t o c o nti n u e i n t h e tri al 

(i e, s u bj e ct d o es n o t e nt er t h e pl a ce b o r u n -i n p eri o d).

S cr e e n f ail ur e s u bj e cts ar e p er mitt e d t o b e r e -s cr e e n e d.  I n t h e e v e nt t h at t h e s u bj e ct is 

r e-s cr e e n e d, a n e w I C F m ust b e si g n e d.

3. 1 0 D efi niti o n of C o m pl et e d S u bj e ct s

T h e tr e at m e nt p eri o d is d efi n e d as t h e ti m e p eri o d d uri n g w hi c h s u bj e cts ar e e v al u at e d f or 

pri m ar y  a n d/ or s e c o n d ar y o bj e cti v es of t h e tri al irr es p e cti v e of w h et h er or n ot t h e s u bj e ct 

a ct u all y c o ns u m e s all d os es of t h e I M P.

F or p ur p os es of t his tri al, s u bj e cts w h o ar e r a n d o mi z e d, t a k e I MP u p t o M o nt h 1 2 

(-7/ + 2 d a y s), a n d c o m pl et e s o m e or all of t h eir r e q uir e d tri al visits/ ass ess m e nts t o t h e e n d 

of t h e tri al (i n cl u di n g t h e M o nt h 1 2 visit A N D at l e ast 1 f oll o w-u p s er u m cr e ati ni n e 

ass ess m e nt) will b e d efi n e d as “ O n -tr e at m e nt c o m pl et ers ”.
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S u bj e cts w h o ar e r a n d o mi z e d, t a k e I M P b ut dis c o nti n u e tr e at m e nt pri or t o D a y  3 5 8 ( or 

n e v er b e gi n tr e at m e nt) , a n d c o m pl et e s o m e or all of t h eir r e q uir e d tri al visits/ ass ess m e nts 

t o t h e e n d of t h e tri al (i n cl u di n g t h e M o nt h 1 2 visit A N D at l e ast 1 f oll o w-u p s er u m 

cr e ati ni n e ass ess m e nt) will b e d efi n e d as “ Off -tr e at m e nt c o m pl et ers ”.

S u bj e cts w h o ar e r a n d o mi z e d, t a k e I M P ( or n e v er b e gi n tr e at m e nt), b ut D O N O T 

c o m pl et e t h e M o nt h 1 2 visit A N D at l e ast 1 E o T x f oll o w- u p s er u m cr e ati ni n e ass ess m e nt 

will b e d efi n e d as “ N o n -c o m pl et ers ”.

B ot h O n -tr e at m e nt c o m pl et ers a n d Off -tr e at m e nt c o m pl et ers will h a v e t h e o p p ort u nit y t o 

e nr oll i n a t ol v a pt a n e xt e nsi o n tri al f oll o wi n g t h eir c o m pl eti o n of t his c urr e nt tri al.  

N o n -c o m pl et ers w h o t o o k I M P m a y  o nly e nr oll i n t h e t ol v a pt a n e xt e nsi o n tri al wit h 

m e di c al m o nit or a p pr o v al.   N o n -c o m pl et ers w h o n e v er t o o k I M P d uri n g t h e d o u bl e- bli n d, 

r a n d o mi z e d p eri o d m a y n ot e nr oll i n t h e t ol v a pt a n e xt e nsi o n tri al.

3. 1 1 D efi niti o n of S u bj e ct s L o st t o F oll o w -u p

S u bj e cts w h o c a n n ot b e c o nt a ct e d o n or b ef or e t h eir l ast tri al visit a n d w h o d o n ot h a v e a 

k n o w n r e as o n f or dis c o nti n u ati o n ( e g, wit h dr e w c o ns e nt or A E) will b e cl assifi e d as “l ost 

t o f oll o w-u p ” as t h e r e as o n f or wit h dr a w al .

E v er y  eff ort will b e m a d e b y t h e i n v esti g at or, or tri al p ers o n n el, t o c o nt a ct t h e s u bj e ct 

b ef or e t h e s u bj e ct is d e cl ar e d l ost t o f oll o w- u p (s e e S e cti o n 3. 8. 3. 5. 2 ).

3. 1 2 S u bj e ct C o m pli a n c e

Dis p e nsi n g of I M P a n d r e c o n cili ati o n will b e d o n e m o nt hl y d uri n g t h e r a n d o mi z e d 

tr e at m e nt p eri o d.  S u bj e ct c o m pli a n c e will b e m o nit or e d b y  pill c o u nts as dr u g is 

r et ur n e d.  I n a d diti o n, t ol v a pt a n m et a b olit e D M-4 1 0 3 c o n c e ntr ati o ns wil l b e d et er mi n e d 

a n d e v al u at e d f or c o nsist e n c y  wit h r e p ort e d d osi n g.

A n y  s u bj e ct w h o, wit h o ut t h e i nstr u cti o n of t h e i n v esti g at or, dis c o nti n u es i n v esti g ati o n al 

pr o d u ct f or 3 0 c o ns e c uti v e d a y s or miss es > 3 0 % of t h e d os es i nt e n d e d f or a p eri o d 

( w hi c h e v er is gr e at er) will b e d e e m e d n o n-c o m pli a nt.  D e p e n di n g o n t h e cir c u mst a n c es 

l e a di n g t o n o n-c o m pli a n c e, t h e s u bj e ct m a y  b e dis c o nti n u e d fr o m I M P a d mi nistr ati o n b y 

t h e in v esti g at or a n d/ or s p o ns or.  A s u bj e ct w h o pr o a cti v el y wis h es t o dis c o nti n u e I MP

a d mi nist r ati o n, or h as I M P dis c o nti n u e d b y  t h e in v esti g at or, will b e e n c o ur a g e d t o 

c o nti n u e li mit e d p arti ci p ati o n i n t h e tri al, as d es cri b e d i n S e cti o n 3. 8. 3. 3 .

3. 1 3 Pr ot o c ol D e vi ati o n s

I n t h e e v e nt of a si g nifi c a nt d e vi ati o n fr o m t h e pr ot o c ol d u e t o a n e m er g e n c y, a c ci d e nt, or 

mist a k e ( e g , vi ol ati o n of i nf or m e d c o ns e nt pr o c ess, IM P dis p e nsi n g or s u bj e ct d o si n g 
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err or, tr e at m e nt assi g n m e nt err or, s u bj e ct e nr oll e d i n vi ol ati o n of eli gi bilit y  crit eri a or 

c o n c o mit a nt m e di c ati o n crit eri a), t h e i n v esti g at or or d esi g n e e will c o nt a ct t h e m e di c al 

m o nit or at t h e e arli est p o ssi bl e ti m e b y t el e p h o n e.  T h e in v esti g at or a n d s p o ns or will 

c o m e as q ui c kl y as p ossi bl e t o a j oi nt d e cisi o n r e g ar di n g t h e s u bj e ct’s c o nti n u ati o n i n t h e 

tri al.  T his d e cisi o n will b e d o c u m e nt e d by t h e i n v esti g at or a n d t h e s p o ns or, a n d r e vi e w e d 

b y  t h e sit e m o nit or. 

4 R e stri cti o n s

4. 1 Pr o hi bit e d or R e stri c t e d M e di c ati o n s

M e di c ati o ns or s ur gi c al t h er a pi es us e d f or t h e p ur p os e or p ot e nti al f or m o dif y i n g t h e 

pr o gr essi o n of P K D c yst gr o wt h or d e v el o p m e nt will b e pr o hi bit e d. T h es e i n cl u d e, b ut 

ar e n ot r estri ct e d t o , s o m at ost ati n a g o nists, r a p a m u n e (sir oli m us), a nti -s e ns e ri b o n u cl ei c 

a ci d ( R N A ) t h er a pi es, t ol v a pt a n, a n d ot h er v as o pr essi n a nt a g o nists e g, O P C- 3 1 2 6 0 

( m o z a v a pt a n), V a pris ol ( c o ni v a pt a n), or a go nists ( e g, d es m o pr essi n ) a n d c yst 

d e c o m pr essi o n s ur g er y . 

C o nti n u o us or s h ort -t er m us e of ot h er m e di c ati o ns, w hil e n ot pr o hi bit e d, m a y b e 

r estri ct e d by t h e i n v esti g at or b e c a us e of t h eir p ot e nti al f or i nt erf er e n c e wit h m et a b olis m 

or effi c a c y  e n d p oi nts.  T his i n cl u d es t h e us e of di ur eti cs w hi c h m a y b e us e d 

i nt er mitt e ntl y, b ut n ot wit h i n 7 d a ys of a uri n e ass ess m e nt.  D i ur eti cs ar e n ot g e n er ally 

r e c o m m e n d e d i n A D P K D d u e t o t h eir t e n d e n c y t o i n cr e as e A V P l e v els t hr o u g h r el ati v e 

d e h y dr ati o n or v ol u m e d e pl eti o n ; t h us, chr o ni c us e of di ur eti cs ( e g, f or hy p ert e nsi o n) will

b e pr o hi bit e d d u e t o p ot e nti al e n d p oi nt i nt erf er e n c e a n d is a n e x cl usi o n ar y crit eri o n f or 

t his tri al.  S u bj e cts t a ki n g s u c h a g e nts m ust first si g n a n I CF a n d t h e n a gr e e t o b e 

s wit c h e d t o a n alt er n at e f or m of t h er a p y i n or d er t o b e eli gi bl e f or t h e tri al.  S o m e dr u gs 

ar e k n o w n t o alt er cr e ati ni n e c o n c e ntr ati o ns s o, w hil e n ot pr o hi bit e d, s u bj e cts s h o ul d al ert 

t h eir tri al d o ct or, a n d a ny ot h er h e alt h -c ar e pr o vi d ers, t o t a k e t his i nt o c o nsi d er ati o n w h e n 

c o nsi d eri n g c h a n g es i n t h eir pr es cri b e d or o v er -t h e-c o u nt er m e di c ati o ns.  A b ri ef list 

w o ul d i n cl u d e:  ci m eti di n e, N S AI D m e di c ati o ns li k e as piri n or i b u pr of e n, c h e m ot h er a p y 

dr u gs, a n d c e p h al os p ori n.

Si n c e t ol v a pt a n is a w e a k c y t o c hr o m e P 4 5 0 (C Y P ) 3 A 4 s u bstr at e, p ot e nt C Y P 3 A 4 

i n hi bit ors s h o ul d b e a v oi d e d d uri n g t h e tri al, wit h t h e ex c e pti o n of a mi o d ar o n e , w hi c h 

w as f o u n d t o h a v e n o eff e ct o n t ol v a pt a n.  A p arti al list of ot h er C Y P 3 A 4 i n hi bit ors c a n 

b e f o u n d i n T a bl e 4. 1 - 1.
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T a bl e 4. 1 - 1 C Y P 3 A 4 I n hi bit o rs ( P a rti al L ist)

b o c e pr e vir cl arit hr o m y ci n cl otri m a z ol e (if us e d 
or all y)

i n di n a vir

itr a c o n a z ol e k et o c o n a z ol e (if us e d 
or all y)

l o pi n a vir mi b efr a dil

n ef a z a d o n e n elfi n a vir p os a c o n a z ol e rit o n a vir
s a q ui n a vir t el a pr e vir t elit hr o m y ci n v ori c o n a z ol e

4. 2 Di et ar y  R e stri cti o n s a n d R e c o m m e n d ati o n s

R estri cti o n of e x c ess di et ar y  s o di u m a n d c o o k e d m e at pr ot ei n m a y  pr o v e b e n efi ci al t o 

s u bj e cts wit h a hist or y of, or pr e dis p ositi o n f or, h y p ert e nsi o n or ki d n e y dis e as e i n g e n er al 

a n d s h o ul d b e a p pli e d t o all s u bj e cts di a g n os e d wit h a d v a n c e d A D P K D, p arti c ul arl y if 

t h er e is e vi d e n c e f or a pr o p e nsit y f or r a pi d pr o gr essi o n.  In t h e a bs e n c e of alt er n at e 

r e gi o n al pr a cti c es, r estri cti o ns of di et ar y  s alt < 5 g/ d a y a n d di et ar y c o o k e d m e at pr ot ei n 

< 1 g/ k g/ d a y  a n d t o li mit c aff ei n at e d dri n ks/f o o ds s h o uld als o b e gi v e n ( n o m or e t h a n 

2 c off e e e q ui v al e nts p er d a y ). 

A d diti o n all y , fl ui d i nt a k e is g e n er ally e n c o ur a g e d i n s u bj e cts wit h P K D.  Gi v e n t h e 

p ot e nti al f or d e h y dr ati o n wit h t ol v a pt a n tr e at m e nt, all s u bj e cts s h o ul d b e i nstr u ct e d t o 

i n g est fl ui ds i n a ntici p ati o n of, or at t h e first si g n of t hirst i n or d er t o a v oi d e x c essi v e 

t hirst or d e h ydr ati o n.  U p o n c o ns e nt, all s u bj e cts s h o ul d r e c ei v e t h e r e c o m m e n d ati o n t o 

i n g esti o n of at l e ast 2- 3 lit ers of fl ui d (i n cl u di n g i n s oli d, s e mi -s oli d , a n d li q ui d f o o ds) p er

d a y , u nl ess ot h er wis e dir e ct e d b y yo ur st u d y  d o ct or.  T his r e c o m m e n d ati o n s h o ul d st art 

d uri n g s cr e e ni n g a n d c o nti n u e t hr o u g h t h e e n d of t h e tri al.  A d diti o n all y , s u bj e cts s h o ul d 

i n g est 1 t o 2 c u ps of w at er b ef or e b e dti m e r e g ar dl ess of p er c ei v e d t hirst a n d r e pl e nis h 

fl ui ds o v er ni g ht wit h e a c h e pis o d e of n o ct uri a.  D e h y dr ati o n will b e m o nit or e d b y  s u bj e ct 

s elf-ass ess m e nt of c h a n g es i n b o d y  w ei g ht a n d r e p orti n g of sy m pt o ms.  A c ut e c h a n g es of 

> 3 % of b o d y w ei g ht (i n cr e as e or d e cr e as e) o v er a n y 7 -d a y  p eri o d s h oul d b e n ot e d.  

S u bj e cts s h o ul d b e i nstr u ct e d t o r e p ort a c ut e c h a n g es i n b o d y w ei g ht t o t h e tri al p h ysi ci a n 

f or f urt h er e v al u ati o n a n d r e c o m m e n d ati o ns.

S u bj e cts s h o ul d b e a d vis e d t h at t h e i n g esti o n of p o m el o, gr a p efr uit , or S e vill e or a n g e 

pr o d u cts w o ul d b e e x p e ct e d t o i n cr e as e t ol v a pt a n c o n c e ntr ati o ns a n d t h es e s h o ul d b e 

a v oi d e d.  I n t h e e v e nt of a n u ni nt e nti o n al i n g esti o n of s u c h pr o d u cts, t h e i n v esti g at or m a y  

as k t h e s u bj e ct t o t e m p or aril y i nt err u pt I M P.  S u bj e cts s h o ul d b e i nf or m e d of r e gi o n all y 

a p pr o pri at e r e c o m m e n d ati o ns i n t h e tri al IC F .
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5 R e p orti n g of A d v er s e E v e nt s

T h e f oll o wi n g d es cri b es t h e m et h o ds a n d ti mi n g f or ass essi n g, r e c or di n g, a n d a n al y z i n g 

s af et y p ar a m et ers, as w ell as t h e pr o c e d ur es f or eli c iti n g r e p orts of a n d r e c or di n g a n d 

r e p orti n g A Es a n d i nt er c urr e nt ill n ess es a n d t h e ty p e a n d d ur ati o n of t h e f oll o w -u p of 

s u bj e cts aft er A Es.

A D P K D is a pr o gr essi v e dis or d er i n v ol vi n g t h e ki d n e y , li v er a n d o c c asi o n all y ot h er 

or g a n s ys t e ms. A n u m b er of A Es m a y  b e ass o ci at e d wit h t his dis or d er a n d ar e e n d p oi nts 

i n t his tri al, i n cl u di n g uri n e c o n c e ntr a ti o n d ef e cts, h yp ert e nsi o n, r e n al p ai n, r e n al 

i nf e cti o n, n e p hr olit hi asis, h e m at uri a, a n d E S R D . As s u c h, t h es e e v e nts ar e c o nsi d er e d 

“ e x p e ct e d ” i n t his tri al p o p ul ati o n a n d will n ot q u alif y  f or t h e p ur p os es of r e g ul at or y 

e x p e dit e d r e p orti n g ( e g, S us p e ct e d U n e x p e ct e d S eri o us A d v ers e R e a cti o n [ S U S A R] a n d 

i n v esti g ati o n al n e w dr u g [I ND ] s af et y r e p orts). 

T h es e bli n d e d e v e nts will b e e v al u at e d o n a r e g ul ar b asis b y  t he tri al’s M e di c al M o nit or 

a n d t h e s p o ns or’s S af et y  gr o u p.  T h e tri al’s I D M C will i n cl u d e a s e p ar at e st atisti c al 

s u p p ort gr o u p w h o will b e pr o vi d e d t h e r a n d o mi z ati o n c o d es s o t h at p arti all y or f ull y 

u n bli n d e d r e vi e w of d at a m a y  o c c ur i n cl os e d s essi o n t o b e tt er ass ess ris k/ b e n efit i n t h e 

tri al p o p ul ati o n.

5. 1 D efi niti o n s

A n A E is d efi n e d as a n y u nt o w ar d m e di c al o c c urr e n c e ass o ci at e d wit h t h e us e of a dr u g 

i n h u m a ns, w h et h er or n ot c o nsi d er e d dr u g r el at e d.

A s us p e ct e d a d v ers e r e a cti o n m e a ns a n y  A E f or w hi c h t h er e is a r e as o n a bl e p ossi bilit y 

t h at t h e dr u g c a us e d t h e A E. F or t h e p ur p os e of I N D s af ety r e p orti n g, “r e as o n a bl e 

p ossi bilit y ” m e a ns t h er e is e vi d e n c e t o s u g g est a c a us al r el ati o ns hi p b et w e e n t h e dr u g a n d 

t h e A E. S us p e ct e d a d v ers e r e a cti o n i m pli es a l ess er d e gr e e of c ert ai nt y  a b o ut c a us alit y.  

A S A E i n cl u d es a n y e v e nt t h at r es ults i n a n y  of t h e f oll o wi n g o ut c o m es:

1. d e at h

2. lif e-t hr e at e ni n g, i e, t h e s u bj e ct w as, i n t h e o pi ni o n of t h e i n v esti g at or, at 
i m m e di at e ris k of d e at h fr o m t h e e v e nt as it o c c urr e d.  It d oes n ot i n cl u d e a n 
e v e nt t h at, h a d it o c c urr e d i n a m or e s e v er e f or m, mi g ht h a v e c a us e d d e at h.

3. p ersist e nt or si g nifi c a nt i n c a p a cit y or s u bst a nti al disr u pti o n of t h e a bilit y t o 
c o n d u ct n or m al lif e f u n cti o ns.

4. r e q uir es i n-p ati e nt h os pit ali z ati o n or pr ol o n gs h o s pit ali z ati o n

N O T E: A pr e -s c h e d ul e d h os pit ali z ati o n is n ot c o nsi d er e d a n S A E.
5. c o n g e nit al a n o m al y/ birt h d ef e ct
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6. ot h er m e di c all y si g nifi c a nt e v e nts t h at, b as e d u p o n a p pr o pri at e m e di c al 
j u d g m e nt, m a y j e o p ar di z e t h e s u bj e ct a n d m a y r e q uir e m e di c al or s ur gi c al 
int er v e nti o n t o pr e v e nt o n e of t h e o ut c o m es list e d a b o v e, e g, all er gi c 
br o n c h os p as m r e q uiri n g i nt e nsi v e tr e at m e nt i n a n e m er g e n c y  r o o m or h o m e, 
bl o o d d y s cr asi as or c o n v ulsi o ns t h at d o n ot r es ult i n h os pit ali z ati o n, or t h e 
d e v el o p m e nt of dr u g d e p e n d e n c y  or dr u g a b us e.

N o n -s eri o us A Es ar e all A E s t h at d o n ot m e et t h e crit eri a f or a “s eri o us ” A E .

I m m e di at el y R e p ort a bl e E v e nt (I R E):

 A n y  S A E

 A n y  A E ( w h et h er s eri o us or n o n-s eri o us) t h at n e c essit at es dis c o nti n u ati o n of 
I M P.

 A n y  s u bj e ct wit h a n e w li v er t est a b n or m alit y m e eti n g t h e A E ( w h et h er s eri o us or 
n o n-s eri o us) or l a b or at or y  t hr es h ol d crit eri a ( w h et h er c o nsi d er e d a n A E or n ot) 
f or h e p ati c e C R F r e p orti n g.

 A n y  s u bj e ct r e p orti n g a n A E of s p e ci al i nt er est ( e g, s ki n n e o pl as ms or gl a u c o m a).

 Pr e g n a n ci es ar e als o d efi n e d as I R Es . A lt h o u g h n or m al pr e g n a n c y is n ot a n A E , 
it will m a n d at e IM P dis c o nti n u ati o n a n d m ust b e r e p ort e d o n a n I R E f or m t o 
Ots u k a P h ar m a c e uti c al D e v el o p m e nt & C o m m er ci ali z ati o n, I n c. (O P D C ).  
Pr e g n a n c y  will o nl y b e d o c u m e nt e d o n t h e A E e C R F if t h er e is a n a b n or m alit y or 
c o m pli c ati o n.

 A d diti o n all y , i n t h e E U r e gi o n, e v e nts i n v ol vi n g o v er d os e, mis us e a n d a b us e as 
w ell as r e p ort e d l a c k of effi c a c y  m ust als o b e r e p ort e d as I R Es.

Cli ni c al L a b or at or y  C h a n g es:  It is t h e i n v esti g at or’s r es p o nsi bilit y t o r e vi e w t h e r es ults 

of all l a b or at or y  t ests as t h e y b e c o m e a v ail a bl e.  T his r e vi e w will b e d o c u m e nt e d b y t h e 

i n v esti g at or’s d at e d si g n at ur e o n t h e l a b or at or y r e p ort.  F or e a c h a b n or m al l a b or at or y t est 

r es ult, t he i n v esti g at or n e e ds t o as c ert ai n if t his is a n a b n or m al (i e, cli ni c all y  si g nifi c a nt) 

c h a n g e fr o m b as eli n e f or t h at i n di vi d u al s u bj e ct. ( T his d et er mi n ati o n, h o w e v er, d o es n ot 

n e c ess aril y  n e e d t o b e m a d e t h e first ti m e a n a b n or m al v al u e is o bs er v e d.  T h e 

i nv esti g at or m a y  r e p e at t h e l a b or at or y t est or r e q u est a d diti o n al t ests t o v erif y t h e r es ults 

of t h e ori gi n al l a b or at or y t ests).  If t his l a b or at or y  v al u e is d et er mi n e d b y t h e i n v esti g at or 

t o b e a n a b n or m al c h a n g e fr o m b as eli n e f or t h at s u bj e ct, t his is c o nsi d er e d a n A E. 

S e v erit y :  A d v ers e e v e nts will b e gr a d e d o n a 3- p oi nt s c al e a n d r e p ort e d as i n di c at e d o n 

t h e e C R F .  T h e i nt e nsity of a n a d v ers e e x p eri e n c e is d efi n e d as f oll o ws:

1 = Mil d: Dis c o mf ort n oti c e d, b ut n o disr u pti o n t o d ail y  a cti vit y.

2 = M o d e r at e: Dis c o mf ort s uffi ci e nt t o r e d u c e or aff e ct n or m al d ail y  a cti vity.

3 = S e v e r e: I na bilit y  t o w or k or p erf or m n or m al d ail y a cti vit y.
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I M P C a us ality: Ass ess m e nt of c a us al r el ati o ns hi p of a n A E t o t h e us e of t h e I M P

R el at e d : T h er e is a r e as o n a bl e p ossi bilit y of a c a us al r el ati o ns hi p.

P ossi bl y r el at e d : T h er e is a r e as o n a bl e c a us al r el ati o ns hi p b et w e e n t h e I M P a n d t h e 
A E.  D e c h all e n g e is l a c ki n g or u n cl e ar.

U nli k el y r el at e d : T h er e is a t e m p or al r el ati o ns hi p t o I M P a d mi nistr ati o n, b ut t h er e is 
n ot a r e as o n a bl e c a us al r el ati o ns hi p b et w e e n t h e I M P a n d t h e A E.

N ot R el at e d : T h er e is n o t e m p or al or r e as o n a bl e r el ati o ns hi p t o t h e I M P 
a d mi nistr ati o n.

5. 2 Eli citi n g a n d R e p orti n g A d v er s e E v e nt s

T h e i n v esti g at or will p eri o di c all y  ass ess s u bj e cts f or t h e o c c urr e n c e of A Es.  In or d er t o 

a v oi d bi as i n eli citi n g A Es, s u bj e cts s h o ul d b e as k e d t h e f oll o wi n g n o n -l e a di n g q u esti o n: 

“ H o w h a v e y o u f elt si n c e y o ur l ast visit ? ”  All A Es (s eri o us a n d n o n -s eri o u s) r e p ort e d b y 

t h e s u bj e ct m ust b e r e c or d e d o n t h e s o ur c e d o c u m e nts a n d e C R Fs pr o vi d e d b y  t h e 

s p o ns or.

I n a d diti o n, t h e s p o ns o r m ust b e n otifi e d i m m e di at el y by t el e p h o n e or f a x of a n y 

i m m e di at el y r e p ort a bl e e v e nts a c c or di n g t o t h e pr o c e d ur e o utli n e d b el o w i n S e cti o n 5. 3 .  

S p e ci al att e nti o n s h o ul d b e p ai d t o r e c or di n g h os pit ali z ati o n a n d c o n c o mit a nt 

m e di c ati o ns.

5. 3 I m m e diat el y  R e p ort a bl e E v e nt s

T h e i n v esti g at or m ust i m m e di at el y r e p ort wit hi n 2 4 h o urs aft er eit h er t h e i n v esti g at or or 

sit e p ers o n n el b e c o m e a w ar e of a n y S A E , n e w li v er l a b a b n or m alit y  r e q uiri n g s p e ci al 

li v er e C R F c o m pl eti o n, or c o nfir m e d pr e g n a n c y , b y  t el e p h o n e or b y f a x t o Q ui ntil es dr u g 

s af et y s er vi c es as o utli n e d i n A p p e n di x 1.  A n I R E f or m m ust b e c o m pl et e d a n d s e nt by 

f a x or o v er ni g ht c o uri er t o t h e sp o ns or.  ( Pl e as e n ot e t h at t h e I R E f or m is N O T t h e A E 

e C R F .)

N o n -s eri o us e v e nts t h at r e q uir e di s c o nti n u ati o n of I M P (i n cl u di n g l a b or at or y  

a b n or m alit i es) s h o ul d b e r e p ort e d t o t h e sp o ns or wit hi n 3 w or ki n g d a y s.  T h e IR E f or m 

m ust b e c o m pl et e d a n d s e nt b y  f a x or o v er ni g ht c o uri er t o t h e s p o ns or.

S u bj e cts e x p eri e n ci n g S A E s s h o ul d b e f oll o w e d cli ni c all y u ntil t h eir h e alt h h as r et ur n e d 

t o b as eli n e st at us, or u ntil all p ar a m et ers h a v e r et ur n e d t o n or m al, or h a v e ot h er wis e b e e n 

e x pl ai n e d.  I t is e x p e ct e d t h at t h e i n v esti g at or will pr o vi d e or arr a n g e a p pr o pri at e 

s u p p orti v e c ar e f or t h e s u bj e ct.
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F or s u bj e cts dis c o nti n u e d fr o m I M P, vit al st at us a n d s c h e d ul e d l a b or at or y  d at a will 

c o nti n u e t o b e c oll e ct e d at s c h e d ul e d m o nt hl y  visits a n d at tri al t er mi n ati o n.

5. 4 Pr e g n a n c y

W o m e n of c hil d b e ari n g p ot e nti al w h o ar e s e x u all y a cti v e m ust us e a n eff e cti v e m et h o d of 

birt h c o ntr ol d uri n g t h e c o urs e of t h e tri al a n d f or 3 0 d a y s aft er t h e l ast d os e of I M P i n a 

m a n n er s u c h t h at ris k of f ail ur e is mi ni mi z e d.  U nl ess t h e s u bj e ct is st eril e (i e, w o m e n 

w h o h a v e h a d a bil at er al o o p h or e ct o m y a n d/ or h ys t er e ct o my or h a v e b e e n 

p ost m e n o p a u s al f or at l e ast 1 2 c o ns e c u ti v e m o nt hs) or r e m ai ns a bsti n e nt, 2 of t h e 

f oll o wi n g pr e c a uti o ns m ust b e us e d: v as e ct o my, t u b al li g ati o n, i ntr a ut eri n e d e vi c e, birt h 

c o ntr ol pills, birt h c o ntr ol d e p ot i nj e cti o n, birt h c o ntr ol i m pl a nt, c o n d o m or o c cl usi v e c a p 

( di a p hr a g m or c er vi c al/ v a ult c a ps) wit h s p er mi ci d e.  A n y  si n gl e m et h o d of birt h c o ntr ol, 

i n cl u di n g v as e ct o m y a n d t u b al li g ati o n, m a y f ail, l e a di n g t o pr e g n a n c y.

B ef or e e nr olli n g W O C B P i n t his cli ni c al tri al, i n v esti g at ors m ust r e vi e w g ui d eli n es a b o ut 

tri al p arti ci p ati o n f or W O C B P.  T h e t o pi cs s h o ul d g e n er all y i n cl u d e:

 G e n er al i nf or m ati o n .

 I CF.

 Pr e g n a n c y  pr e v e nti o n i nf or m ati o n.

 Dr u g i nt er a cti o ns wit h h or m o n al c o ntr a c e pti v es.

 C o ntr a c e pti v es i n c urr e nt us e.

 G ui d eli n es f or t h e f oll o w -u p of a r e p ort e d pr e g n a n c y .

Pri or t o tri al e nr oll m e nt, W O C B P m ust b e a d vis e d of t h e i m p ort a n c e of a v oi di n g 

pr e g n a n c y  d uri n g tri al p arti ci p ati o n a n d t h e p ot e nti al ris k f a ct ors f or a n u ni nt e nti o n al 

pr e g n a n c y .  T h e s u bj e ct m ust si g n a n i nf or m e d c o ns e nt f or m st ati n g t h at t h e a b o v e-

m e nti o n e d ris k f a ct ors a n d t h e c o ns e q u e n c es w er e dis c uss e d wit h h er.

D uri n g t h e tri al, all W O C B P s h o ul d b e i nstr u ct e d t o c o nt a ct t h e i n v esti g at or i m m e di at el y  

if t h e y s us p e ct t h e y mi g ht b e pr e g n a nt ( e g, miss e d or l at e m e nstr u al c ycl e).

If a s u bj e ct or i n v esti g ator s us p e cts t h at t h e s u bj e ct m a y  b e pr e g n a nt pri or t o 

a d mi nistr ati o n of t h e i n v esti g ati o n al pr o d u ct, a d mi nistr ati o n m ust b e wit h h el d u ntil t h e 

r es ults of bl o o d s er u m pr e g n a n c y t ests ar e a v ail a bl e.  If t h e pr e g n a n c y is c o nfir m e d, t h e 

s u bj e ct m ust n ot r e c ei v e I M P or b e e nr oll e d i n t h e tri al.  If pr e g n a n c y  is s us p e ct e d w hil e 

t h e s u bj e ct is r e c ei vi n g tr e at m e nt, I M P m ust b e wit h h el d i m m e di at el y  (if r e as o n a bl e, 

t a ki n g i nt o c o nsi d er ati o n a n y p ot e nti al wit h dr a w al ris ks) u ntil t h e r es ult of a s er u m

pr e g n a n c y  t est is k n o w n.  If pr e g n a n c y is c o nfir m e d, IM P will b e i nt err u pt e d or wit h h el d 

i n a n a p pr o pri at e m a n n er ( e g, d os e t a p eri n g if n e c ess ar y f or s u bj e ct s af ety) a n d t h e 
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s u bj e ct will c o nti n u e t o b e m o nit or e d f or t h e d ur ati o n of t h e r e m ai n d er of t h e tri al or of 

t h eir pre g n a n c y . S u bj e cts w h o p er m a n e ntl y dis c o nti n u e I M P d u e t o pr e g n a n c y  m a y 

c o nti n u e t o b e m o nit or e d i n t h e s a m e m a n n er as ot h er s u bj e cts t o t h eir 1 2 -m o nt h visit a n d 

will b e c o nsi d er e d tri al O ff-tr e at m e nt c o m pl et ers.

T h e i n v esti g at or m ust i m m e di at el y  n otif y t he s p o ns or of a n y  pr e g n a nc y  ass o ci at e d wit h 

I M P e x p os ur e d uri n g t h e tri al a n d f or 3 0 d a y s aft er t h e l ast d os e of I M P a n d r e c or d t h e 

e v e nt o n t h e I R E f or m a n d f or w ar d it t o t h e s p o ns or.  T h e s p o ns or will f or w ar d 

Pr e g n a n c y  S ur v eill a n c e F or m(s) f or m o nit ori n g t h e o ut c o m e of t h e pr e g n a n c y. 

Pr ot o c ol r e q uir e d pr o c e d ur es f or I MP dis c o nti n u ati o n a n d f oll o w -u p m ust b e p erf or m e d 

o n t h e s u bj e ct u nl ess c o ntr ai n di c at e d b y pr e g n a n c y ( e g, x -r a y st u di es).  Ot h er a p pr o pri at e 

pr e g n a n c y  f oll o w-u p pr o c e d ur es s h o ul d b e c o nsi d er e d if i n di c at e d.  I n a d diti o n, t h e 

in v esti g at or m ust r e p ort t o t h e s p o ns or, o n a p pr o pri at e Pr e g n a n c y  S ur v eill a n c e f or m(s), 

f oll o w-u p i nf or m ati o n r e g ar di n g t h e c o urs e of t h e pr e g n a n c y , i n cl u di n g p eri n at al a n d 

n e o n at al o ut c o m e.  I nf a nts will b e f oll o w e d f or a mi ni m u m of 6 m o nt hs.

5. 5 Pr o c e d ur e f or Br e a ki n g t h e Bli n d

T h e i n v esti g at or is e n c o ur a g e d t o c o nt a ct t h e s p o ns or/ Cli ni c al R es e ar c h Or g a ni z ati o n 

( C R O) m e di c al a d vis or t o dis c uss t h eir r ati o n al e f or u n bli n di n g.  H o w e v er, t o pr e v e nt 

d el a y s t o t h e i n v esti g at or or m e di c al p ers o n n el r es p o n di n g t o a p ot e nti all y e m er g e nt 

sit u ati o n, u n bli n di n g of I M P will n ot b e d e p e n d e nt u p o n t h e i n v esti g at or r e c ei vi n g 

a p pr o v al fr o m t h e s p o ns or/ C R O m e di c al a d vis or (i e, t h e i n v esti g at or will b e a bl e t o 

o bt ai n t h e c o d e br e a k i nf or m ati o n i n d e p e n d e nt of t h e s p o ns or/ C R O m e di c al a d vis or).  

T h e i n v esti g at or m ust c o nt a ct t h e s p o ns or/ C R O m e di c al a d vis or b y  t el e p h o n e wit h a n 

e x pl a n ati o n of t h e n e e d f or o p e ni n g t h e tr e at m e nt assi g n m e nt c o d e wit hi n 2 4 h o urs of 

o p e ni n g t h e c o d e. If t h e bli n d is br ok e n , t h e s p o ns or’s Cli ni c al S af et y a n d 

P h ar m a c o vi gil a n c e d e p art m e nt ( c o nt a ct i nf or m ati o n pr o vi d e d i n A p p e n di x 1) will b e 

n otifi e d i m m e di at el y .  D o c u m e nt ati o n of br e a ki n g t h e bli n d s h o ul d b e r e c or d e d i n t h e 

s u bj e ct’s m e di c al r e c or d wit h t h e d at e a n d ti m e t h e bli n d w as br o k e n a n d t h e n a m es of 

t h e p ers o n n el i n v ol v ed.  O n c e t h e bli n d is br o k e n f or a gi v e n s u bj e ct, t h at s u bj e ct m a y  n ot 

r ei niti at e tr e at m e nt wit h I M P.

5. 6 F oll o w -u p of A d v er s e E v e nt s

F or t his tri al, A Es will b e f oll o w e d u p f or 7 d a y s i n s u bj e cts w h o dis c o nti n u e d pri or t o 

r a n d o mi z ati o n a n d f or 2 1 d a y s aft er t h e l ast d os e of I M P h as b e e n a d mi nist er e d

(f oll o w-u p p eri o d) i n s u bj e cts w h o w er e r a n d o mi z e d.
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S u bj e cts e x p eri e n ci n g S A Es s h o ul d b e f oll o w e d cli ni c all y u ntil t h eir h e alt h h as r et ur n e d 

t o b as eli n e stat us, or u ntil all p ar a m et ers h a v e r et ur n e d t o n or m al, or h a v e ot h er wis e b e e n 

e x pl ai n e d.

F or s u bj e cts w h o h a v e dis c o nti n u e d I M P b ut h a v e n ot wit h dr a w n fr o m t h e tri al , vit al 

st at us , A Es, c o n c o mit a nt m e di c ati o ns, E S R D st at us , a n d s c h e d ul e d l a b or at or y  d at a

(in cl u di n g s er u m cr e ati ni n e d at a) ar e pl a n n e d t o b e c oll e ct e d r e g ar dl ess of I M P 

dis c o nti n u ati o n u ntil t h e s c h e d ul e d e n d of t h e tri al.

5. 6. 1 F oll o w -u p of N o n -s eri o u s A d v er s e E v e nt s

N o n -s eri o us A Es t h at ar e i d e ntifi e d o n t h e l ast s c h e d ul e d c o nt a ct m ust b e r e c or d e d on t h e 

A E e C R F wi t h t h e c urr e nt st at us n ot e d.  All n o n -s eri o us e v e nts t h at ar e o n g oi n g at t his 

ti m e will b e r e c or d e d as o n g oi n g o n t h e e C R F.

5. 6. 2 F oll o w -u p of P o st -Tri al S eri o u s A d v er s e E v e nt s

S eri o us A Es t h at ar e i d e ntifi e d o n t h e l ast s c h e d ul e d c o nt a ct m ust b e r e c or d e d o n t h e 

A E e C R F p a g e a n d r e p ort e d t o t h e s p o ns or a c c or di n g t o t h e r e p orti n g pr o c e d ur es o utli n e d 

i n S e cti o n 5. 3 .  T his m a y i n cl u d e u n r es ol v e d p r e vi o usl y r e p o rt e d S A Es , or n e w S A Es .  

T h e i n v esti g at or will f oll o w S A Es u ntil t h e e v e nts ar e r es ol v e d, or t h e s u bj e ct is l ost t o 

f oll o w- u p.  R es ol uti o n m e a ns th e s u bj e ct h as r et ur n e d t o t h e b as eli n e st at e of h e alt h, or 

t h e i n v esti g at or d o es n ot e x p e ct a n y f urt h er i m pr o v e m e nt or w ors e ni n g of t h e s u bj e ct’s 

c o n diti o n.  T h e i n v esti g at or will c o nti n u e t o r e p ort a n y  si g nifi c a nt f oll o w-u p i nf or m ati o n 

t o O P D C u p t o t h e p oi n t t h e e v e nt h as b e e n r es ol v e d.

5. 6. 3 F oll o w -u p a n d R e p orti n g of S eri o u s A d v e r s e E v e nt s O c c urri n g 
aft er L a st S c h e d ul e d C o nt a ct

A n y  n e w S A Es r e p ort e d b y t h e s u bj e ct t o t h e i n v esti g at or t h at o c c ur aft e r t h e l ast 

s c h e d ul e d c o nt a ct , a n d ar e d et er mi n e d by t h e i n v e sti g at or t o b e r e as o n a bl y  ass o ci at e d 

wit h t h e us e of t h e I M P, s h o ul d b e r e p ort e d t o O P D C.  T his m a y  i n cl u d e S A E s t h at ar e 

c a pt ur e d o n f oll o w- u p t el e p h o n e c o nt a ct or at a n y ot h er ti m e p oi nt aft er t h e d efi n e d tri al 

p eri o d (i e, u p t o l ast s c h e d ul e d c o nt a ct). T h e i n v esti g at or s h o ul d f oll o w p ot e nti all y  

I M P-r el at e d S A Es i d e ntifi e d aft er t h e l ast s c h e d ul e d c o nt a ct u ntil t h e e v e nts ar e r es ol v e d, 

or t h e s u bj e ct is l ost t o f oll o w - u p.  T h e i n v esti g at or s h o ul d c o nti n u e t o r e p ort a n y 

si g nifi c a nt f oll o w -u p i nf or m ati o n t o O P D C u p t o t h e p oi n t t h e e v e nt h as b e e n r es ol v e d.
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6 P h ar m a c o ki n eti c a n d P h ar m a c o d y n a mi c A n al y s i s

6. 1 P h ar m a c o ki n eti c

T ol v a pt a n ( O P C -4 1 0 6 1) pl as m a c o n c e ntr ati o ns m a y b e us e d f or a p o p ul ati o n P K a n al y sis 

(t h at w o ul d b e r e p ort e d s e p ar at el y).

T h e D M - 4 1 0 3 m et a b olite h as a h alf -lif e of a p pr o xi m at el y 1 8 0 h o urs a n d, c o ns e q u e ntl y , is 

a g o o d m ar k er of l o n g t er m c o m pli a n c e wit h d osi n g . D M -4 1 0 3 c o n c e ntr ati o ns will b e 

r e vi e w e d f or c o nsist e n c y wit h I M P dis p e nsi n g a n d r et ur n r e c or ds i n or d er t o d et er mi n e 

c o m pli a n c e. C o n c e ntr ati o ns will b e pl ott e d b y  g e n d er ( m al e, f e m al e, t ot al p o p ul ati o n)

a n d m o d al d os e wit hi n t h e pr e vi o us tr e at m e nt p eri o d a n d tr e at m e nt d a y .

6. 2 P h ar m a c o d y n a mi c

Uri n e os m ol alit y  a n d s p e cifi c gr a vity will b e s u m m ari z e d b y  tr e at m e nt (t ol v a pt a n or 

pl a c e b o) a n d ti m e p oi nt usi n g d es cri pti v e st atisti cs. B as eli n e v al u es will b e fr o m t h e 

s a m pl e o bt ai n e d at t h e e n d of t h e pl a c e b o r u n -i n p eri o d.

7 St ati sti c al A n al y s i s

7. 1 S a m pl e Si z e

7. 1. 1 S a m pl e Si z e E sti m ati o n

I n t his s a m pl e si z e esti m ati o n, it is ass u m e d t h at 3 c al c ul ati o ns of e G F R will b e o bt ai n e d

at b as eli n e d uri n g a 3- w e e k i nt er v al d uri n g s cr e e ni n g ( 1-2 w e e ks) a n d pl a c e b o r u n-i n

( 1 w e e k), a n d a n ot h er 3 c al c ul ati o ns will b e o bt ai n e d p ost -tr e at m e nt d uri n g a 2 - w e e k 

i nt er v al t h at b e gi ns 1 w e e k aft er t h e e n d of tr e at m e nt (3- w e e k p ost -tr e at m e nt f oll o w-u p ).  

T h e m e a n of t h e 3 e G F R v al u es o bs er v e d d uri n g t h e s cr e e ni n g a n d pl a c e b o -r u n p eri o ds 

will b e s et as t h e b as eli n e a n d t h e m e a n of t h e 3 e G F R v al u es o bs er v e d d uri n g t h e 

p ost -tr e at m e nt f oll o w-u p p eri o d will b e s et as t h e r e n a l f u n cti o n m e as ur e m e nt p ost -

tr e at m e nt.  T h e ti mi n g of t h e b as eli n e a n d p ost -tr e at m e nt o bs er v ati o ns will b e s et t o t h e 

m e di a n of t h e o bs er v ati o n ti m es i n t h e 2- w e e k i nt er v al, r es p e cti v el y .  T h us, t h e 

pr e -tr e at m e nt b as eli n e will b e s et at a p pr o xi m at el y 6 w e e ks pri or t o r a n d o mi z ati o n, a n d 

t h e p ost-tr e at m e nt r e n al f u n cti o n m e as ur e m e nt will b e s et at a p pr o xi m at el y 2 w e e ks aft er 

t h e e n d of tr e at m e nt.

B as e d o n a Mi x e d M o d el R e p e at e d M e as ur e m e nts ( M M R M) a n al ys is of t h e n o n-J a p a n 

C K D - 3 su bj e cts fr o m T ri al , t h e tr e at m e nt diff er e n c e i n r e n al f u n cti o n at 

M o nt h 1 2 , b as e d o n t h e p ost -r a n d o mi z ati o n b as eli n e, is .    
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, w e m a y ass u m e th e tr e at m e nt diff er e n c e i n r e n al 

f u n cti o n is 1. 0 7 m L / mi n/ 1. 7 3 m
2

i n o ur s a m pl e si z e c al c ul ati o n.

T o i n v esti g at e t h e r e d u cti o n i n i ntr a-s u bj e ct v ari ati o n a c hi e v e d b y t a ki n g t h e m e a n of a n 

i n cr e as e d n u m b er of o bs er v ati o ns at b as eli n e a n d p ost -tr e at m e nt f oll ow - u p, a n d its i m p a ct

o n t h e s a m pl e si z e, w e h a v e t o esti m at e t h e i ntr a-s u bj e ct err or a n d i nt er- s u bj e ct err or.

O n e of t h e a p pr o a c h es i n s a m pl e si z e c al c ul ati o n f or t his pr ot o c ol is t o us e M M R M t o 

esti m at e t h e i ntr a - a n d i nt er -s u bj e ct v ari a n c es.  I n t h e A D P K D p h as e 3 tri al , 

t h er e w as a pr e -tr e at m e nt b as eli n e visit a n d t w o p ost-tr e at m e nt foll o w -u p visits, al o n g 

wit h ot h er o n -tr e at m e nt visits.  Ass u m e t h es e d at a f oll o w t h e f oll o wi n g m o d el ( d e n ot e d 

as j = 0 f or b as eli n e a n d j = 3 7 f or f oll o w -u p, a s w ell as j = 4, 8, 1 2, …, 3 6):

Y i, 0 = α i + ε i, 0 ( 1)

Y i,j = α i + δ i,j + ε i,j (2 )

w h er e δ i,j, as a r a n d o m eff e ct of c h a n g e fr o m pr e-tr e at m e nt b as eli n e at visit j f or s u bj e ct i.  

T h es e δ i,js j oi ntl y f oll o w a m ulti v ari at e n or m al distri b uti o n wit h m e a ns b ei n g δ P,j f or 

pl a c e b o s u bj e cts a n d δ T,j f or t ol v a pt a n s u bj e cts.  T h eir i n di vi d u al v ari a n c e is ass u m e d t o 

b e � δ,j 2 .  T h es e δi,js ar e s u p p os e d t o b e c orr el at e d; h o w e v er, t h eir c orr el ati o ns ar e n ot 

utili z e d f or t h e p ur p os e of s a m pl e si z e c al c ul ati o n i n t his pr ot o c ol.  In a d diti o n, α is ar e 

ass u m e d ii d t o h a v e a n or m al distri b uti o n , εi,j ar e ass u m e d ii d N( 0, � 2 ), a n d t h es e r a n d o m 

v ari a bl es ar e m ut u all y i n d e p e n d e nt. T h e n , t h e c h a n g e fr o m b as eli n e d at a f oll o ws t his 

c o m m o n M M R M m o d el

Y i,j - Yi, 0 = δ i,j - ε i, 0 + ε i,j = ζ i,j + ε i,j ( 3)

w h e r e ζ i,j = δ i,j - ε i, 0.  N ot e t h at t h e v ari a n c e of ζ i,j ( d e n ot e d by � ζ,j 2 ) is e q u al t o � δ,j 2 + � 2 .  

T his m o d el b e c o m es a o n e -w a y  r a n d o m eff e ct m o d el if w e o nly c o nsi d er t h e p ost -

tr e at m e nt f oll o w-u p visits f or a tr e at m e nt gr o u p.  T h us, a p pl y i n g a o n e -w a y  r a n d o m 

eff e ct m o d el t o t h e c h a n g e fr o m pr e -tr e at m e nt b as eli n e t o p ost-tr e at m e nt f oll o w-u p d at a 

of pl a c e b o a n d t ol v a pt a n r es p e cti v el y, i n s u bj e cts w h o h a d b ot h f oll o w -u p visits a n d 

b as eli n e i n , � 2 is esti m at e d as   T a k e 

t h e a v er a g e of t h es e t w o esti m at es of � 2 t o o bt ai n a n esti m at e of � 2 as 7. 1 t o b e us e d i n 

t his s a m pl e si z e c al c ul ati o n, w hi c h is t h e � .  N ot e t h at 

V ar( Y i,j - Yi, 0) = � δ,j 2 + 2 � 2 ( 4)
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At M o nt h 1 2, t h e S D ( St a n d ar d D e vi ati o n) c o ul d b e ass u m e d as  

.  T h e n b as e d o n ( 4), � δ,j 2 at M o nt h 1 2 is 

esti m at e d as 2 8. 0 5 .

Wit h k r e p e at e d m e as ur e m e nts at pr e -tr e at m e nt b as eli n e a n d at 1 2 m o nt h p ost-tr e at m e nt 

f oll o w- u p i n t his tri al, t h e b as eli n e i ntr a-s u bj e ct v ari a n c e a n d t h e f oll o w -u p i ntr a -s u bj e ct 

v ari a n c e ar e r e d u c e d fr o m � 2 t o � 2 / k r es p e cti v el y.  T h us, t h e v ari a n c e of a v er a g e c h a n g e 

fr o m a v er a g e b as eli n e at M o nt h 1 2 is (� δ, 1 2 2 + � 2 / k) +  � 2 / k, w hi c h is esti m at e d as 3 1. 6 

 w h e n k = 4 a n d 3 2. 8  w h e n k = 3.  H er e 

w e h a v e t h e f oll o wi n g t a bl e of s a m pl e si z e:

T a bl e 7. 1- 1  T ot al S a m pl e Si z e wit h C h a n g e = 1. 0 7 a n d 1 0 % D r o p o ut 
R at e ( Al p h a = 0. 0 5 )

# of Bl o o d d r a ws 1 2 3 4
9 0 % p o w er 1 7 2 2 1 4 3 4 1 3 3 6 1 2 8 8
8 5 % p o w er 1 4 7 7 1 2 3 0 1 1 4 6 1 1 0 6
8 0 % p o w er 1 2 8 6 1 0 7 0 9 9 8 9 6 2

Fr o m t h e s a m pl e si z e t a bl e, t h e i n cr e as e of r e p e at e d m e as ur e m e nt at b as eli n e a n d f oll o w -

u p r e d u c es t h e s a m pl e si z e si g nifi c a ntl y  i niti all y b ut q ui c kl y l os es its eff e ct w h e n k is 

gr e a t er t h a n 3.  It s e e ms t h at 3 r e p e at e d m e as ur e m e nts m a y b e a p pr o pri at e i n or d er t o 

a v oi d s u bj e ct s’ b ur d e n.   T h us, wit h a n ass u m pti o n of 1 0 % dr o p o ut r at e i n t h e tri al, t h e 

t ot al s a m pl e si z e (r a n d o mi z e d s u bj e cts) w o ul d b e a p pr o xi m at el y 1 3 0 0.

I n or d er t o a v oi d e x c essi v e bl o o d dr a ws, m e c ha nis ms w er e u n d er t a k e n t o mi ni mi z e t h e 

i ntr a-s u bj e ct v ari a bilit y b y st a n d ar di zi n g, as m u c h as p ossi bl e, t h e ti mi n g a n d c o n diti o ns 

b y  w hi c h s er u m cr e ati ni n e w as ass ess e d (i n p arti c ul ar r e c o m m e n di n g a si mil ar di et, 

a v oi di n g v ari ati o n i n pr ot ei n , es p e ci ally c o o k e d m e at pr ot ei n, i nt a k e a n d e x er cis e p att er n 

d uri n g t h es e p eri o ds). I n a d diti o n t o t h e eff orts t o r e d u c e v ari a bilit y  b y st a n d ar di zi n g 

s u bj e ct di et at t h e ti m e of bl o o d dr a ws, t h e n u m b er of s c h e d ul e d bl o o d dr a ws will h el p 

est a blis h pr e cisi o n i n t h e esti m at e d m e as ur e m e nts.

F or t h e s a m pl e si z e of t h e k e y  s e c o n d ar y e n d p oi nt, l o n git u di n al a n alys is s p e cifi e d  

 w as a p pli e d t o t h e e G F R d at a of C K D -3  

s u bj e cts usi n g p ost -r a n d o mi z ati o n b as eli n e, t o o bt ai n t h e esti m at es of t h e v ari a n c e of 

i nt er-s u bj e ct e G F R sl o p e   a n d t h e v ari a n c e of 

i ntr a-s u bj e ct e G F R o bs er v ati o ns .  T h e p o w er c al c ul ati o n usi n g 

t h e s a m pl e si z e f or m ul a pr o vi d e d b y Lef a nt e
2 1

ass u m es t h e f oll o wi n g:

1) pl a c e b o s u bj e cts w o ul d h a v e a n e G F R d e cli n e of 4. 5 m L / mi n/ 1.7 3 m 2 p er y e ar;
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2) t ol v a pt a n s u bj e cts w o ul d h a v e a n e G F R d e cli n e r e d u c e d 2 5 % c o m p ar e d wit h 

pl a c e b o s u bj e cts;

3) tr e at m e nt d ur ati o n is 1 y e ar wit h m o nt hl y  o bs er v ati o ns i n e G F R.

In a d diti o n, t h e 1: 1 r a n d o mi z ati o n a n d t h e al p h a ( 0. 0 5, 2-si d e d) s p e cifi e d a b o v e i n t h e 

s a m pl e si z e of t h e pri m ar y e n d p oi nt ar e als o ass u m e d i n t h e s a m pl e si z e c al c ul ati o n.  It is 

t h e n esti m at e d t h at 7 3 4 s u bj e cts ar e r e q uir e d f or 9 0 % p o w er.  T h us, wit h a t o t al s a m pl e 

si z e of a p pr o xi m at el y 1 3 0 0 , t h e k e y s e c o n d ar y e n d p oi nt will h a v e m or e t h a n 9 0 % p o w er 

i n d et e cti n g a sl o p e diff er e n c e i n t his tri al.

7. 1. 2 Bli n d e d S a m pl e Si z e R e- e sti m ati o n

Bli n d e d s a m pl e si z e r e - esti m ati o n will b e c o n d u ct e d w h e n at l e ast a t hir d of t h e pl a n n e d 

r a n d o mi z e d s u bj e cts (4 0 0 t o 5 0 0) h a v e b e e n r a n d o mi z e d.  T his is e x p e ct e d t o b e 

c o n d u ct e d b ef or e t h e a v ail a bilit y  of a n y p ost 1 2-m o nt h off -tr e at m e nt f oll o w-u p e G F R 

d at a us e d f or t h e pri m ar y a n al ys is.  T h e g o al of t his bli n d e d s a m pl e si z e r e -esti m ati o n is 

t o c h e c k:  1) t h e diff er e n c es b et w e e n t h e o bs er v e d v ari a n c es a n d t h e v ari a n c es us e d i n t h e 

s a m pl e si z e c al c ul ati o n; 2) w h et h er t h e a p pr o a c h of a v er a gi n g t h e 3 e G F R o bs er v ati o n s at 

pr e -tr e at m e nt b as eli n e a n d p ost-tr e at m e nt f oll o w-u p h as a c hi e v e d t h e g o al of r e d u ci n g t h e 

v ari a n c e t o t h e l e v el pl a n n e d.  T his s a m pl e si z e r e -esti m ati o n is n e c ess ar y , es p e ci all y, as 

r e c o m m e n d e d by o ur v e n d or, a m et h o d t o a n al y z e f or s er u m cr e ati ni n e c all e d R at e 

Bl a n k e d is t o b e us e d i n t his pr ot o c ol, w hil e t h e s a m pl e si z e c al c ul ati o n is b as e d o n t h e 

d at a fr o m , i n w hi c h a n ot h er m et h o d c all e d “ E n z ym ati c ” w as us e d t o a n al y z e 

f or s er u m cr e ati ni n e.  B as e d o n t h es e fi n di n gs, t h e s er u m cr e ati ni n e s a m pl e n u m b er a n d 

s u bj e ct s a m pl e si z e of t his tri al m a y  n e e d t o b e adj ust e d.  D et ail e d pr o c e d ur e of t h e 

bli n d e d s a m pl e si z e r e- esti m ati o n will b e pr o vi d e d i n t h e S A P.

7. 2 D at a s et s f or A n al y si s

T h e f oll o wi n g d at as ets ar e d efi n e d f or t his tri al:

 R a n d o mi z e d P o p ul ati o n:  All s u bj e cts w h o ar e r a n d o mi z e d i n t his tri al.

 R a n d o mi z e d S a f et y P o p ul ati o n:  All s u bj e cts w h o ar e r a n d o mi z e d i n t his tri al a n d 
t a k e at l e ast 1 d os e of I M P aft er r a n d o mi z ati o n.  T his is t h e pri m ar y  s af ety 
p o p ul ati o n.

 Tr e at e d S af et y P o p ul ati o n:  All s u bj e cts w h o t a k e at l e ast 1 d os e of I M P d uri n g t h e 
t ol v a pt a n titr ati o n/r u n-i n p eri o ds.  T his is a s e c o n d ar y s af et y p o p ul ati o n.

 Pri m ar y  E n d p oi nt Effi c a c y P o p ul ati o n:  All s u bj e cts w h o ar e i n t h e R a n d o mi z e d 
P o p ul ati o n , t a k e at l e ast 1 d os e of I M P aft er r a n d o mi z ati o n, a n d h a v e a b as eli n e a n d 
at l e ast 1 v ali d p ost -tr e at m e nt e v al u ati o n i n e G F R (i e, aft er at l e ast 1 w e e k off 
tr e at m e nt).  T h e pri m ar y  e n d p oi nt’s b as eli n e is d efi n e d as t h e a v er a g e of u p t o 3
e G F R v al u es o bs er v e d d uri n g t h e s cr e e ni n g a n d pl a c e b o r u n -i n p eri o ds.
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 K e y  S e c o n d ar y E n d p oi nt Effi c a c y P o p ul ati o n:  All s u bj ects w h o ar e i n t h e 
R a n d o mi z e d P o p ul ati o n , t a k e at l e ast 1 d os e of I M P aft er r a n d o mi z ati o n, a n d h a v e a 
b as eli n e a n d at l e ast 1 p o st -r a n d o mi z ati o n e v al u ati o n i n e G F R d uri n g t h e d o u bl e -
bli n d tr e at m e nt p eri o d .  T his is si mil ar t o t h e Pri m ar y E n d p oi nt Effi c a c y P o p ul ati o n , 
e x c e pt t h at p ost -tr e at m e nt e v al u ati o n i n e G F R is r e pl a c e d by a p ost -r a n d o mi z ati o n 
e v al u ati o n.

T h e c or e s u bj e ct p o p ul ati o n f or all effi c a c y  a n alys es is b as e d o n t h e i nt e nt -t o-tr e at (I T T) 

p o p ul ati o n w hi c h c o nsists of all r a n d o mi z e d s u bj e cts w h o t a k e at l e ast o n e d os e of I M P

p ost r a n d o mi z ati o n .  As will b e d es cri b e d b el o w, i n or d er t o h a n dl e missi n g a n d 

r estri cti o ns i m p os e d b y diff er e nt ty p es of a n al ys es ( e g, c h a n g e fr o m b as eli n e a n al ys is), 

d at as ets b as e d o n m o difi e d I T T p o p ul ati o n will b e us e d i n t h e effi c a c y a n al ys es.

T h e O bs er v e d C as es ( O C) d at as et of t his pr ot o c ol is d efi n e d as t h e d at a o bs er v e d at st u d y 

s p e cifi e d visits.  F or t h e pri m ar y  o ut c o m e v ari a bl e of t his pr ot o c ol, t h e O C d at as et 

c o nsists of t h e pr e -tr e at m e nt b as eli n e ( a v er a g e of e G F R obs er v e d i n s cr e e ni n g p eri o d a n d 

t h e first e G F R o bs er v e d i n pl a c e b o r u n-i n p eri o d) a n d p ost-tr e at m e nt f oll o w-u p ( a v er a g e 

of e G F R o bs er v e d i n a t w o -w e e k i nt er v al w hi c h is o n e w e e k p ost t h e l ast I M P d os e).  F or 

t h e k e y s e c o n d ar y o ut c o m e v ari a bl e of t his pr ot oc ol, t h e O C d at as et wit hi n tr e at m e nt 

p eri o d is d efi n e d as t h e d at a o bs er v e d at st u d y  s p e cifi e d visits w hil e s u bj e cts ar e t a ki n g 

I M P or wit hi n 2 4 h o urs of t h e l ast I M P d os e .

7. 3 H a n dli n g of Mi s si n g D at a

T h e e G F R esti m at e d b y  t h e C K D-E PI f or m ul a is utili z e d as t h e pri m ar y effi c a c y 

ass es s m e nt i n t his tri al.

I n t his pr ot o c ol, all d at a c oll e ct e d i n t h e pr e-tr e at m e nt b as eli n e a n d p ost -tr e at m e nt 

f oll o w- u p p eri o ds ( e x c e pt t h e w e e k i m m e di at el y aft er tr e at m e nt wit h dr a w al) will b e us e d 

a n d missi n g d at a will n ot b e i m p ut e d i n d eri vi n g t h e pr e -tr e at m e nt a n d p ost-tr e at m e nt 

e G F R o bs er v ati o ns us e d f or t h e pri m ar y  a n alys is.

F or s e nsiti vit y  a n alys es of t h e pri m ar y  a n alys is, i n g e n er al, missi n g d at a will b e h a n dl e d 

b y  a n alys is usi n g mi x e d m o d el m et h o d ol o g y u n d er t h e ass u m pti o n of “ missi n g at 

r a n d o m ” ( M A R).  H o w e v er, t h e p ossi bilit y of “ missi n g n ot at r a n d o m ” ( M N A R) d at a c a n 

n e v er b e r ul e d o ut.  T h us, e v er y  eff ort will b e m a d e t o f oll o w t h e s u bj e cts w h o 

dis c o nti n u e I MP aft er r a n d o mi z ati o n wit h o ut wit h dr a wi n g c o ns e nt f or f oll o w - u p of t h eir 

e G F R ass ess m e nts. W h e n c oll e ct e d wit hi n t h e l ast 2 w e e ks of t h e 3 w e e ks i m m e di at el y  

p o st I M P wit h dr a w al, t h e d at a will b e i n cl u d e d i n t h e pri m ar y  a n alys is. Ot h er wis e, e G F R 

ass ess m e nts c oll e ct e d d uri n g or aft er t his p eri o d will b e i n cl u d e d i n t h e s e n siti vit y 

a n al ys is.  A d diti o n al s e n siti vit y a n al ys is will b e c o n d u ct e d f or t h e k e y  s e c o n d ar y 
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e n d p oi nt f or all s u bj e cts w h o wit h dr a w c o ns e nt or w h o ar e l ost t o f oll o w-u p, usi n g 

m ulti pl e i m p ut ati o n m et h o d ol o g y  u n d er a p pr o pri at e ass u m pti o ns.  T h es e s e nsiti v it y 

a n al ys es ar e d es cri b e d i n S e cti o n 7. 4. 2. 4 a n d m or e d et ail will b e pr o vi d e d i n t h e S A P.

7. 4 Pri m ar y  a n d S e c o n d ar y O ut c o m e An al y si s

T his tri al’s esti m a n d is t h e diff er e n c e i n o ut c o m e i m pr o v e m e nt if all s u bj e cts t ol er at e d 

a n d a d h er e d t o t h eir tr e at m e nt.  T o e nri c h t his p o p ul ati o n, o nl y  s u bj e cts w h o c a n t ol er at e 

t h e t ol v a pt a n titr ati o n a n d r u n-i n p eri o ds will b e r a n d o mi z e d.  T his a p pr o a c h c o m bi n es 

esti m a n ds # 2 a n d # 3 as r e c o m m e n d e d b y t h e 2 0 1 0 N ati o n al A c a d e m y of S ci e n c es’ N R C

r e p ort o n pr e v e nti o n a n d tr e at m e nt of missi n g d at a
1 4

w h er e esti m a n d # 2 is " diff er e n c e i n 

o ut c o m e i m pr o v e m e nt i n t ol er at ors " a n d " esti m a n d # 3 is " diff er e n c e i n o ut c o m e 

i m pr o v e m e nt if all s u bj e cts t ol er at e d or a d h er e d ".  T h us, M A R d at a is ass u m e d i n t h e 

pri m ar y  a n alys is.  S e nsiti vit y a n alys is will b e pr o vi d e d t o a d dr ess t h e c o n c er n of M N A R 

d at a.

T his esti m a n d f o c us es o n t h e effi c a c y  of t ol v a pt a n i n sl o wi n g re n al f u n cti o n d e cli n e.  T h e 

o bj e cti v e of t his tri al is t o c o nfir m a c a us al eff e ct of t ol v a pt a n i n sl o wi n g r e n al f u n cti o n 

d e cli n e, c o nsist e nt wit h t h e s el e cti o n of a n effi c a c y r at h er t h a n a n eff e cti v e n ess esti m a n d. 

A n eff e cti v e n ess esti m a n d c o m p ar es tr e at m e nt p oli ci es a n d r e as o n a bl y c o ul d i n cl u d e d at a 

a c q uir e d l o n g aft er wit h dr a w al fr o m t h e tri al ( e g, w h e n s u bj e cts dis c o nti n u e t ol v a pt a n b ut 

ar e f oll o w e d f or m a n y w e e ks or m o nt hs) or m o v e t o a n alt er n at e tr e at m e nt r e gi m e n 

( e g, pl a c e b o s u bj e cts b ei n g pr es cri b e d c o m m er ci al t ol v a pt a n u p o n a p pr o v al f or A D P K D).  

I n t h e a bs e n c e of a n a p pr o v e d a n d eff e cti v e alt er n at e tr e at m e nt f or A D P K D; it is 

pr e m at ur e t o dis c uss tr e at m e nt p oli ci es.  T h us, w hil e e G F R d at a c oll e ct e d i n t h e s e c o n d 

a n d t hir d w e e k p ost -wit h dr a w al ar e us e d f or t h e a n al y sis of t h e pri m ar y e n d p oi nt, d at a 

c oll e ct e d l o n g aft er wit h dr a w al or aft er a s u bj e ct m o v es t o a n alt er n at e tr e at m e nt r e gi m e n 

will b e e x cl u d e d i n t h e pri m ar y  a n alys es of b ot h t h e pri m ar y  a n d t h e k e y s e c o n d ar y 

e n d p oi nts.

7. 4. 1 Pri m ar y  Effic a c y  O ut c o m e An al y si s

7. 4. 1. 1 Pri m ar y  E n d p oi nt A n al y si s

T h e pri m ar y  e n d p oi nt of t his tri al is t h e c h a n g e i n e G F R (c al c ul at e d b y  t h e C K D -E PI

f or m ul a) fr o m pr e-tr e at m e nt b as eli n e t o p ost-tr e at m e nt f oll o w- u p, a n n u ali z e d ( di vi d e d) 

b y  e a c h s u bj e cts’ I M P tr e at m e nt d ur at i o n.  T his n or m ali z ati o n is n e c ess ar y, ot h er wis e t h e 

tr e at m e nt gr o u p h a vi n g m or e dr o p o uts or m or e e arli er dr o p o uts m a y  ass u m e a n u nf air 

a d v a nt a g e.  T o r e d u c e t h e v ari ati o n i n t his pri m ar y  e n d p oi nt, 3 o bs er v ati o ns of e G F R will 

b e o bt ai n e d at b as eli n e d uri n g a 3 -w e e k i nt er v al (s cr e e ni n g a n d pl a c e b o r u n-i n p eri o ds) 
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a n d a n ot h er 3 o bs er v ati o ns will b e o bt ai n e d p ost -tr e at m e nt d uri n g a 2- w e e k i nt er v al t h at 

b e gi ns 1 w e e k aft er t h e e n d of tr e at m e nt ( 3-w e e k p ost -tr e at m e nt f oll o w-u p).  T h e a v er a g e 

of t h e 3 e G F R v al u es o bs er v e d d uri n g t h e b as eli n e p eri o d is s et as t h e b as eli n e a n d t h e 

a v er a g e of t h e 3 e G F R v al u es o bs er v e d d uri n g t h e p ost -tr e at m e nt f oll o w-u p p eri o d is s et 

as t h e r e n al f u n cti o n m e as ur e m e nt p ost -tr e at m e nt.  Ti mi n gs of b as eli n e a n d p ost -

tr e at m e nt f oll o w- u p o bs er v ati o ns ar e s et t o t h e m e di a n of t h e ti m e of t h es e o bs er v ati o ns

i n t h e r es p e cti v e 2 t o 3-w e e k i nt er v al s, a n d t h e d ur ati o n is e q u al t o t h e ti mi n g of b as eli n e 

mi n us t h e ti mi n g of p ost -tr e at m e nt f oll o w- u p pl us 1.

Us e of t h e d ur ati o n t o a n n u al i z e t h e c h a n g e is als o r e as o n a bl e si n c e it will pr o vi d e a n 

“ esti m at e ” of a n n u ali z e d e G F R c h a n g e i n sl o p e f or e a c h s u bj e ct, t h o u g h t h er e is n o 

esti m at e f or i ntr a -s u bj e ct v ari ati o n.  T h us, a w ei g ht e d a n al ys is of c o v ari a n c e (A N C O V A )

wit h eff e cts of tr e at m e nt a n d r a n d o mi z ati o n str atifi c ati o n f a ct ors a n d c o v ari at e b as eli n e 

will b e a p pli e d t o t h es e “ esti m at e d sl o p es ” as t h e pri m ar y  a n alys is.  T his w ei g ht e d 

a n al ys is is b as e d o n t h e r e ci pr o c al of t h e esti m at e d v ari a n c e of t h e “ esti m at e d sl o p es, ” 

a n d t h e d et ail e d al g orit h m t o d eri v e t h e esti m at e d v ari a n c e is pr o vi d e d i n S e cti o n 8. 3 of 

t h e S A P. 

7. 4. 1. 2 S e n siti vit y A n al y si s of t h e Pri m ar y  E n d p oi nt

Ali g n e d wit h t h e d esir e t o e v al u at e eff e cts fr e e fr o m a c ut e h e m o d y n a mi c tr e at m e nt 

eff e cts, a s e nsiti vit y  a n al ysis of t h e pri m ar y en d p oi nt will b e p erf or m e d i n cl u di n g all 

a v ail a bl e pl a c e b o d at a.  I n t his s e nsiti vit y a n alys is, i n a d diti o n t o t h e 3 pr e -tr e at m e nt 

b as eli n e o bs er v ati o ns a n d t h e 3 p ost -tr e at m e nt f oll o w-u p o bs er v ati o ns, all 

p ost -r a n d o mi z ati o n o n-tr e at m e nt e G F R o bs er v ati o ns i n t h e pr ot o c ol -s p e cifi e d visits f or 

pl a c e b o s u bj e cts will als o b e i n cl u d e d.  T h e li n e ar mi x e d eff e ct m o d el wit h eff e cts of 

ti m e ( as a c o nti n u o us v ari a bl e), tr e at m e nt, a n d ti m e-tr e at m e nt i nt er a cti o n, r a n d o mi z ati o n 

str atifi c ati o n f a ct ors a n d b as eli n e as c o v ari at e will b e us e d t o fit t h e e G F R d at a , i n w hi c h 

t h e i nt er c e pt a n d ti m e ar e b ot h a fi x e d eff e ct a n d a r a n d o m eff e ct.  A n u n- str u ct ur ed

v ari a n c e c o v ari a n c e m atri x is ass u m e d f or t h e r a n d o m i nt er c e pt a n d ti m e.   T h e ti m e 

v ari a bl e us e d i n t h e m o d el m a y st art fr o m t h e first o bs er v ati o n of e G F R b as eli n e as 

m e nti o n e d i n S e cti o n 7. 1. 1 , a n d t his b as eli n e will b e us e d i n t h e m o d el. Missi n g d at a will 

b e i g n or e d i n t his a n alys is u n d er t h e M A R ass u m pti o n.  D at a a c q uir e d w hil e t a ki n g 

t ol v a pt a n c a n n ot b e us e d i n t his a n al ysis wit h o ut a p pr o pri at e a dj ust m e nt, b ut is e v al u at e d 

i n t h e k e y s e c o n d ar y effi c a c y e n d p oi nt of e G F R sl o p e wit h a m et h o d ol o g y w hi c h t a k es 

th e a c ut e h e m o d y n a mi c dr u g eff e cts of t ol v a pt a n i nt o a c c o u nt.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 8 6 2 6 M ar 2 0 1 5 

7. 4. 1. 3 S e n siti vit y A n al y si s I n cl u di n g D at a fr o m S u bj e ct s W h o 
Di s c o nti n u e I M P

T his s e nsiti vit y  a n alys is d e vi at es fr o m t h e M A R ass u m pti o n t o i n cl u d e t h e p ost-

dis c o nti n u ati o n f oll o w -u p d at a i n t h e a n al ys is s p e cifi e d i n t h e pri m ar y  a n al ysi s s e cti o n.  

S u bj e cts w h o dis c o nti n u e I MP aft er r a n d o mi z ati o n wit h o ut wit h dr a wi n g c o ns e nt will b e 

f oll o w e d f or a d diti o n al off -tr e at m e nt e G F R v al u es u p t o M o nt h 1 2.  T h es e p ost “ p ost-

tr e at m e nt f oll o w-u p ” e G F R d at a at M o nt h 1 2 will b e i n cl u d e d t o r e pl a c e t h e d at a 

o bs er v e d d uri n g p ost -tr e at m e nt f oll o w- u p f or t h e s u bj e cts w h o dis c o nti n u e I M P e arl y i n a 

s e nsiti vit y a n alys is usi n g t h e s a m e a n alyt i c a p pr o a c h s p e cifi e d i n t h e pri m ar y a n al ysis

s e cti o n.

7. 4. 2 S e c o n d ar y  O ut c o m e A n al y s e s

I n a d diti o n t o t h e k e y s e c o n d ar y effi c a c y e n d p oi nt d es cri b e d b el o w, s af et y v ari a bl es will 

als o b e a n al y z e d as s e c o n d ar y  o ut c o m es i n t his pr ot o c ol (s e e S e cti o n 7. 6 ).

7. 4. 2. 1 K e y  S e c o n d a r y E n d p oi nt A n al y si s

T h e k e y  s e c o n d ar y e n d p oi nt of t h e tri al is t h e a n n u ali z e d r at e of e G F R c h a n g e, w hi c h is 

d eri v e d fr o m e a c h i n di vi d u al s u bj e ct’s e G F R sl o p e usi n g t h e C K D -E PI f or m ul a.  Sl o p e is 

pr ef err e d as a pr a cti c al a n d cli ni c all y  m e a ni n gf ul e n d p oi nt.  In t his a n al y sis, all e G F R 

o bs er v ati o ns fr o m pl a c e b o r u n -i n, t ol v a pt a n r u n-i n ( n ot i n cl u di n g t ol v a pt a n titr ati o n), 

d o u bl e bli n d tr e at m e nt, a n d p ost -tr e at m e nt f oll o w-u p ( n ot i n cl u di n g d at a c oll e ct e d i n t h e 

first w e e k aft er t h e l ast I M P d os e) p eri o ds will b e i n cl u d e d i n t h e a n alys is, wit h t h e d at a 

fr o m t ol v a pt a n r u n-i n a n d t ol v a pt a n s u bj e cts i n t h e d o u bl e-bli n d tr e at m e nt p eri o d fl a g g e d 

( yes = 1 a n d n o = 0) f or a t ol v a pt a n a c ut e h e m o d y n a mi c eff e ct.

T h e li n e ar mi x e d eff e ct m o d el wit h eff e cts of ti m e ( as a c o nti n u o us v ari a bl e), tr e at m e nt, 

ti m e-tr e at m e nt i nt er a cti o n, a c ut e h e m o dy n a mi c eff e ct, pr e -tr e at m e nt b as eli n e ( of t h e 

pri m ar y  e n d p oi nt), a n d r a n d o mi z ati o n str atifi c ati o n f a ct ors will b e us e d t o fit t h e G F R 

esti m at es, i n w hi c h t h e i nt er c e pt a n d ti m e ar e b ot h a fi x e d eff e ct a n d a r a n d o m eff e ct.  A n 

u n-str u ct ur e d v ari a n c e c o v ari a n c e m atri x is ass u m e d f or t h e r a n d o m i nt er c e pt a n d ti m e.  

T h e ti m e v ari a bl e us e d i n t h e m o d el m a y  st art fr o m t h e first o bs er v ati o n of e G F R 

o bt ai n e d fr o m pl a c e b o r u n -i n p eri o d.  T h e c o v ari at e “ a c ut e h e m o d y n a mi c eff e ct ” i n t h e 

m o d el is t h e fl a g v ari a bl e wit h v al u e of 0 a n d 1 s p e cifi e d e arli er i n t his s e cti o n f or t h e 

d at a o bs er v e d d uri n g t ol v a pt a n r u n -i n a n d t h e d at a o bs er v e d f or t ol v apt a n s u bj e cts d uri n g 

t h e d o u ble -bli n d tr e at m e nt p eri o d.   T h e st arti n g p oi nt of t his e G F R sl o p e a n al y sis is t h e 

e G F R o bs er v at io n d uri n g t h e pl a c e b o r u n -i n p eri o d.
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7. 4. 2. 2 S e n siti vit y A n al y si s of t h e K e y  S e c o n d ar y E n d p oi nt

T his s e nsiti vit y  a n alys is of t h e k e y s e c o n d ar y e n d p oi nt of t his tri al is t o c o m p ar e t h e 

li n e ar tr e n d of e G F R b et w e e n t ol v a pt a n a n d pl a c e b o gr o u ps.  T h e a d v a nt a g e of t his 

s e nsiti vit y a n alys is is t h at it d o es n ot d e p e n d o n t h e ass u m pti o n of li n e arity a n d e q u al 

t ol v a pt a n h e m o d yn a mi c o ns et a n d offs et eff e cts us e d i n S e cti o n 7. 4. 2. 1 .  T h e c h a n g e 

fr o m t h e pr e-tr e at m e nt b as eli n e d uri n g t h e o n-tr e at m e nt visits i n t h e d o u bl e-bli n d 

tr e at m e nt p eri o d will b e i n cl u d e d i n t h e a n alys is.  Si n c e t h e h e m o d yn a mi c eff e cts of 

t ol v a pt a n ar e b eli e v e d t o b e gi n t o r e vers e wit hi n 1 -2 d a y s, o n- tr e at m e nt will b e d efi n e d as 

wit hi n 2 4 h o urs of t h e l ast I M P d os e.

A n al y sis of M M R M w ill b e a p pli e d t o t h e d at a of c h a n g e fr o m b as eli n e i n e G F R i n e a c h 

m o nt h fr o m M o nt h 1 t o M o nt h 1 2.  T h e m o d el will h a v e fi x e d eff e ct of tr e at m e nt, visit, 

tr e at m e nt visit i nt er a cti o n, r a n d o mi z ati o n str atifi c ati o n f a ct ors, a n d c o v ari at e b as eli n e a n d 

b as eli n e visit i nt er a cti o n.  A n u nstr u ct ur e d v ari a n c e - c o v ari a n c e m atri x is ass u m e d f or t h e 

r e p e at e d m e as ur e m e nts.  A li n e ar c o ntr ast of t h e tr e at m e nt diff er e n c es i n t h es e 1 2 m o nt hs 

will b e us e d as t h e s e nsiti vit y  a n alys is of t h e k e y s e c o n d ar y e n d p oi nt.

7. 4. 2. 3 S e n siti vit y A n al y si s I n cl u di n g D at a fr o m S u bj e ct s W h o 
Di s c o nti n u e I M P

T his s e nsiti vit y  a n alys is d e vi at es fr o m t h e M A R ass u m pti o n t o i n cl u d e t h e 

p ost -dis c o nti n u ati o n f oll o w -u p d at a i n t h e a n al ys is of t h e k e y s e c o n d ar y e n d p oi nt.  

S u bj e cts w h o dis c o nti n u e tr e at m e nt aft e r r a n d o mi z ati o n wit h o ut wit h dr a wi n g c o ns e nt 

will b e f oll o w e d f or a d diti o n al e G F R (n ot i n cl u di n g t h e e G F R o bs er v e d i n t h e 3 - w e e k 

f oll o w- u p p eri o d i m m e di at el y  aft er E o T x ) u p t o M o nt h 1 2.  T h e d at a c oll e ct e d d uri n g t his 

ti m e will n ot b e i n cl u d e d i n t h e k e y  s ec o n d ar y  e n d p oi nt a n al ysis f or t h e r e as o ns gi v e n 

a b o v e. H o w e v er, a s e nsiti vit y  a n alys is i n cl u di n g t h es e d at a f or t h e k e y s e c o n d ar y 

a n al ys is will b e p erf or m e d.  T his a n al ysis us es t h e s a m e a p pr o a c h pr o vi d e d i n 

S e cti o n 7. 4. 2. 1 f or t h e a n al ysis of t h e k e y s e c o n d ar y e n d p oi nt.

7. 4. 2. 4 S e n siti vit y A n al y si s I n cl u di n g I m p ut ati o n of Mi s si n g D at a 

M ulti pl e i m p ut ati o n is c o m m o nl y  us e d i n t h e a n al ysis of M N A R d at a.  F or all 

r a n d o mi z e d s u bj e cts w h o wit h dr a w c o ns e nt f or f urt h er t esti n g or w h o ar e l ost t o f oll o w 

u p, i m p ut ati o n of missi n g d at a will b e a p pli e d t o pr oj e ct e d visits u p t o t h eir pl a n n e d e n d 

of t h e tri al ( 1 2 m o nt hs p ost -r a n d o mi z ati o n). T h e s u bj e cts’ r e as o ns f or dis c o nti n u ati o n 

will b e c a pt ur e d a n d c at e g ori z e d t o h el p d et er mi n e t h e missi n g d at a p att er n (s e e 

S e cti o n 3. 8. 3. 4 ). I mp ut ati o n will b e b as e d o n t h e M M R M m o d el s p e cifi e d i n 

S e cti o n 7. 4. 2. 2 .  F or pl a c e b o s u bj e cts, a n d i n t h e a b s e n c e of e vi d e n c e s u g g esti n g bi as e d 

missi n g d at a p att er n, t h e i m p ut ati o n will f oll o w t h e pl a c e b o tr e n d.
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P ost -wit h dr a w al d at a fr o m Tri al 1 5 6 - 0 4- 2 5 1 a n d Tri al 1 5 6- 0 8- 2 7 1 i nt eri m a n al ys es s h o w 

t h at t ol v a pt a n’s e G F R b e n efit s a c c u m ul at e a n d ar e s ust ai n e d aft er tr e at m e nt 

dis c o nti n u ati o n; t h er ef or e, i m p ut ati o n f or s u bj e cts r a n d o mi z e d t o t ol v a pt a n s h o ul d 

r e as o n a bly b e gi n at t h e v al u e of t h eir l ast e G F R . If a s u bj e ct h as t h e p ost-tr e at m e nt 

f oll o w- u p i n t h e t w o-w e e k i nt er v al, i m p ut ati o n will b as e d o n t his p os t-tr e at m e nt 

o bs er v ati o n; if a s u bj e ct d o es n ot h a v e t h e p ost -tr e at m e nt f oll o w-u p o bs er v ati o n, 

i m p ut ati o n will b e b as e d o n t h e l ast o n-tr e at m e nt o bs er v ati o n a n d fl a g g e d wit h t h e 

t ol v a pt a n a c ut e h e m o dy n a mi c eff e ct m e nti o n e d i n S e cti o n 7. 4. 2. 1 .

Tri al  d at a al s o s u p p ort tr u e dis e as e m o difi c ati o n a n d pr es er v ati o n of 

f u n cti o ni n g ki d n e y p ar e n c h ym a t hr o u g h r e d u cti o n of c yst gr o wt h. T h us , dis c o nti n u ati o n 

of t ol v a pt a n w o ul d n ot r es ult i n a n i m m e di at e r et ur n t o t h e pl a c e b o tr e n d. T h er ef or e ,

e G F R d e cli n e i n s u bj e cts dis c o nti n ui n g t ol v a pt a n will r e as o n a bl y f all s o m e w h er e 

b et w e e n t h e t ol v a pt a n tr e n d a n d pl a c e b o tr e n d. T his s u p p orts a s eri es of a n al ys es f or 

i m p ut ati o n of missi n g d at a f or t ol v a pt a n s u bj e cts, w hi c h will b e gi n usi n g t h e t ol v a pt a n 

tr e n d, a n d m o v e st e p wis e t o w ar d t h e pl a c e b o tr e n d.  F urt h er d et ails will b e pr o vi d e d i n 

t h e S A P.

7. 4. 3 S u b gr o u p Effi c a c y  An al y si s

S u b gr o u p a n al ys es will b e pr o vi d e d f or t h e pri m ar y  a n d t h e k e y s e c o n d ar y e n d p oi nts b y 

r e gi o ns ( U S a n d n o n-U S),  

 

   

.

7. 4. 4 E x pl or at or y  A n al y s e s

7. 4. 4. 1 A n al y si s of Effi c a c y  B a s e d o n M o d al D o s e s

 

 

.

7. 4. 4. 2 A D P K D O ut c o m e s

A ss ess m e nt of A D P K D o ut c o m es is a n e x pl or at or y  e n d p oi nt i n t his pr ot o c ol.  

 

  

.   
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7. 4. 4. 3

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

7. 4. 5 I nt eri m An al y si s

T his tri al is t o b e c o n d u ct e d o v er a criti c al ti m e p eri o d d uri n g w hi c h t ol v a pt a n m a y  b e 

a p pr o v e d as t h er a p y f or A D P K D i n s o m e of t h e p arti ci p ati n g r e gi o ns.  T h e E ur o p e a n 

M e di ci n es A g e n c y ’s ( E M A) d e cisi o n f or a p e n di n g m ar k eti n g aut h ori z ati o n a p pli c ati o n 

f or t h e us e of t ol v a pt a n i n tr e at m e nt of A D P K D is e x p e ct e d i n 2 0 1 5.  F oll o wi n g 

r e g ul at or y a p pr o v al, r ei m b urs e m e nt a n d c o m m er ci al a v ail a bilit y m a y h a v e a n i m p a ct o n 

t h e o n g oi n g et hi c al c o n d u ct of t h e tri al.  T his m a y i m p a ct s u bj e cts e nr oll e d i n E ur o p e 

w h o ar e c o nti n ui n g i n t h e r a n d o mi z e d, pl a c e b o -c o ntr oll e d tr e at m e nt p h as e.

T h er ef or e, t h e I D M C f or t his tri al will b e e m p o w er e d t o c o n d u ct a n i nt eri m a n alys is (I A) 

of t h e pri m ar y  e n d p oi nt o n c e a p pr o xi m at el y  h alf of e nr oll e d s u bj e cts ( 6 0 0-7 0 0) ar e 

e x p e ct e d t o c o m pl et e t h eir pl a n n e d o n e -y e ar tr e at m e nt.  T h e s p o ns o r m a y d e ci d e t h e 
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a ct u al ti mi n g of t h e I A t o b e c o n d u ct e d, b as e d o n t h e a v ail a bilit y of c o m m er ci al t ol v a pt a n 

i n A D P K D.  T his I A w o ul d use t h e O’ Bri a n - Fl e mi n g s p e n di n g f u n cti o n t o a p p orti o n 

al p h a a n d t h us m a n a g e T y p e 1 err or. D et er mi n ati o n of t h e i nf or m ati o n ti m e of t h e I A 

ass u m es t ot al s a m pl e si z e i n t his tri al t o b e s et at 1 3 0 0 if t h e tri al is still r a n d o mi zi n g 

s u bj e cts at t h e ti m e of t h e I A. Alt er n ati v el y, t h e a ct u al t ot al s a m pl e si z e will b e us e d if 

t h e tri al h as st o p p e d e nr oll m e nt. F or e x a m pl e, if t h e first 6 5 0 s u bj e cts o ut of 1 3 0 0 t ot al 

s a m pl e si z e ar e i n cl u d e d, a p -v al u e < 0. 0 0 3 0 5 1 is r e q uir e d t o r ej e ct t h e n ull h y p ot h esis, 

s atisf y t h e o bj e cti v e of r e pli c ati n g effi c a c y, a n d off er a p ossi bilit y f or e arly tri al 

c o m pl eti o n. If a r e c o m m e n d ati o n f or e arly t er mi n ati o n is a c c e pt e d, all s u bj e cts 

r e m ai ni n g i n t h e tri al c a n b e off er e d p arti ci p ati o n i n a pl a n n e d o p e n-l a b el e xt e nsi o n tri al. 

If t h e n ull h yp ot h esis is n ot r ej e ct e d at t his i nt eri m e v al u ati o n, t h e tri al w o ul d c o nti n u e 

a n d t h e al p h a of t h e fi n al t est of t h e pri m ar y e n d p oi nt w o ul d b e 0. 0 4 9 0 0 2.

7. 5 A n al y si s of D e m o gr a p hi c a n d B a s eli n e C h ar a ct eri sti c s

D e m o gr a p hi c c h ar a ct eristi cs, dis e as e s e v erit y, a n d m e di c al hist or y at (pr e -tr e at m e nt) 

b as eli n e will b e s u m m ari z e d b y  d es cri pti v e st atisti cs, e g, pr o p orti o n, m e a n, m e di a n, 

st a n d ar d d e vi ati o n (S D ), mi ni m u m a n d m a xi m u m v al u es.  T h es e s u m m ar y st atisti cs will 

b e r e vi e w e d t o i d e ntif y  a n y p ot e nti al l a c k of b al a n c e b et w e e n t h e tr e at m e nt gr o u ps.

7. 6  S af et y  An al y si s

I n g e n er al, b as eli n e m e as ur e m e nts of s af ety v ari a bl es ar e d efi n e d as t h e l ast 

m e as ur e m e nts pri or t o r a n d o mi z ati o n f or t h e pri m ar y  R a n d o mi z e d S af et y P o p ul ati o n 

( e x c e pt f or s er u m cr e ati ni n e, w hi c h is d efi n e d si mil arl y t o t h e b as eli n e of e G F R 

ass ess m e nt f or t h e pri m ar y  e n d p oi nt, s e e S e cti o n 7. 4. 1. 1 ) a n d as t h eir l ast m e as ur e m e nts 

pri or t o t h e first d os e of I M P f or t h e s e c o n d ar y s af et y p o p ul ati o n (Tr e at e d S af et y 

P o p ul ati o n ).   

  St a n d ar d s af et y v ari a bl es t o b e a n aly z e d i n cl u d e A Es, s elf-

r e p ort e d t ol er a bilit y, cli ni c al l a b or at or y  d at a , p h y si c al e x a mi n ati o ns , a n d vit al si g ns.  

S af et y  v ari a bl es will b e s u m m ari z e d b y des cri pti v e st atisti cs, (e g, pr o p orti o n, m e a n, 

m e di a n, S D, mi ni m u m , a n d m a xi m u m v al u es ). I n g e n er al, s u m m ary st atist i cs, i n cl u di n g 

c h a n g es fr o m b as eli n e, will b e pr o vi d e d f or s af et y v ari a bl es b as e d o n all a v ail a bl e d at a.

7. 6. 1 A d v er s e E v e nt s

All A Es will b e c o d e d b y s y st e m or g a n cl ass a n d M e di c al Di cti o n ar y  f or R e g ul at or y 

A cti viti es ( M e d D R A) pr ef err e d t er m.  T h e i n ci d e n c e of t h e f oll o wi n g e v e nts will b e 

s u m m ari z e d b y tr e at m e nt gr o u p f or t h e pri m ar y s af et y p o p ul ati o n; su m m ar y of t h es e 

e v e nts will als o b e pr o vi d e d f or t h e s e c o n d ar y s af et y p o p ul ati o n:
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a) Tr e at m e nt -e m er g e nt A Es ( T E A Es) b y s e v erit y

b) T E A Es p ot e nti all y  c a u s all y r el at e d t o t h e I M P

c) T E A Es wit h a n o ut c o m e of d e at h

d) S eri o us T E A Es

e) Dis c o nti n u ati o ns d u e t o T E A Es

7. 6. 2 Cli ni c al L a b or at or y  D at a

S u m m ar y  st atisti cs f or c h a n g es fr o m b as eli n e i n t h e c e ntr al cli ni c al l a b or at or y  

m e as ur e m e nts will b e pr o vi d e d f or t h e pri m ar y  a n d s e c o n d ar y s af ety p o p ul ati o ns.  

P ot e nti all y  cli ni c all y si g nifi c a nt r es ults i n l a b or at or y t ests i d e ntifi e d usi n g pr os p e cti v ely 

d efi n e d crit eri a, i n cl u di n g cr it eri a f or li v er e n zy m e el e v ati o ns, will als o b e s u m m ari z e d 

f or t h e pri m ar y a n d s e c o n d ar y s af et y p o p ul ati o ns.  In a d diti o n, b y -s u bj e ct listi n gs will b e 

pr o vi d e d f or d at a of l o c al l a b or at or y  t ests.

I n a d diti o n, l a b or at or y m e as ur e m e nts t h at si g n al t h e p ot e nti al f or H y’s L a w will b e 

r e p ort e d. A n i n ci d e n c e t a bl e a n d a listi n g will b e pr o vi d e d f or s u bj e cts w h o m e et o n e or 

c o m bi n ati o ns of f oll o wi n g crit eri a, wit h o ut i niti al fi n di n gs of c h ol est as i s ( A LP a cti vit y  

> 2 × U L N) :

 A L T or A S T  3 × U L N 

 Bilir u bi n  2 × U L N 

7. 6. 3 P h y si c al E x a mi n ati o n a n d Vit al Si g n s D at a

B y -s u bj e ct listi n gs will b e pr o vi d e d f or p h ysi c al e x a mi n ati o n s.  S u m m ar y st atisti cs f or 

c h a n g es fr o m b as eli n e i n vit al si g ns a n d p ot e nti all y cli ni c all y  si g nifi c a nt r es ults i n vit al 

si g ns will b e s u m m ari z e d f or t h e pri m ar y  s af ety p o p ul ati o n as w ell as t h e s e c o n d ar y 

s af et y p o p ul ati o n.

8 M a n a g e m e nt of I n v e sti g ati o n al M e di ci n al Pr o d u ct

8. 1 P a c k a gi n g a n d L a b eli n g

All I M P will b e pr o vi d e d t o t h e i n v esti g at or(s) b y t h e s p o ns or or d esi g n at e d ag e nt as 

t a bl ets of 1 5 or 3 0 m g t ol v a pt a n ( O P C-4 1 0 6 1) or m at c hi n g pl a c e b o .  E a c h b ottl e us e d i n 

t h e d osi n g p eri o d will b e l a b el e d t o cl e arly dis cl os e t h e s u bj e ct i d e ntifi c ati o n n u m b er 

(I D), c o m p o u n d I D, tri al n u m b er, s p o ns or's n a m e a n d a d dr ess, i nstr u cti o ns f or us e, r o ut e 

of a d mi nistr at i o n, a p pr o pri at e pr e c a uti o n ar y st at e m e nts, a n d ot h er i nf or m ati o n r e q uir e d 

b y  l o c al r e g ul at or y a ut h oriti es.  A n y  r e gi o n-s p e cifi c r e q uir e m e nts will a p p e ar i n t h e 

offi ci al l a n g u a g e of t h e c o u ntr y  i n w hi c h t h e i n v esti g ati o n al pr o d u ct is t o b e us e d.
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O n e or m or e b ottl es of t h e d esi g n at e d I M P will b e dis p e ns e d at t h e b e gi n ni n g of t h e 

pl a c e b o r u n -i n p eri o d, t h e t ol v a pt a n r u n i n p eri o d, a n d m o nt hl y d uri n g t h e d o u bl e-bli n d, 

r a n d o mi z e d tr e at m e nt p eri o d.

F or t h e t ol v a pt a n titr ati o n p eri o d, s u bj e cts will r e c ei v e 2 c art o ns at t h e first visit ; o n e wit h 

a y ell o w l a b el ( Kit A) a n d o n e wit h a bl u e l a b el ( Kit B).  S u bj e cts will b e i nstr u ct e d t o 

st art wit h Kit A a n d t ol d h o w m a n y  t a bl ets t o t a k e p er d a y.  Kit A c a n a c c o m m o d at e t h e 

f oll o wi n g d os es f or titr ati o n:

 3 0/ 1 5 – 2 t a bl et s u p o n w a ki n g a n d 1 t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er

 4 5/ 1 5 – 3 t a bl ets u p o n w a ki n g a n d 1 t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er

O n c e t h e s u bj e ct is r e a dy t o titr at e t o t h e 6 0/ 3 0 d os e, t h e sit e will i nstr u ct t h e s u bj e ct t o 

st art t a ki n g I M P fr o m Kit B.  Kit B c a n a c c o m m o d at e t h e f oll o wi n g d os es f or titr ati o n:

 6 0/ 3 0 – 2 t a bl ets u p o n w a ki n g a n d 1 t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er

 9 0/ 3 0 – 3 t a bl ets u p o n w a ki n g a n d 1 t a bl et a p pr o xi m at el y  8 t o 9 h o urs l at er

If t h e s u bj e ct c a n n ot t ol er at e t h e d os es i n Kit B, h e/ s h e will b e i nstr u ct e d t o r et ur n t o 

Kit A f or d osi n g.

8. 2 St or a g e

All I MPs will b e st or e d i n a s e c ur el y l o c k e d c a bi n et or e n cl os ur e.  A c c ess will b e li mit e d 

t o i n v esti g at ors a n d t h eir d esi g n e es.  N eit h er i n v esti g at ors n or a n y d esi g n e es m a y pr o vi d e 

I M P t o a ny s u bj e ct n ot p arti ci p ati n g i n t his pr ot o c ol.

T h e I M P s h o ul d b e st or e d a c c or di n g t o t h e c o n diti o ns s p e cifi e d i n t h e I M P l a b el.  T h e 

cli ni c al sit e st aff will m ai nt ai n a t e m p er at ur e l o g i n t h e dr u g st or a g e ar e a r e c or di n g t h e 

t e m p er at ur e at l e ast o n c e e a c h w or ki n g d a y.

8. 3 A c c o u nt a bilit y

T h e i n v esti g at or or d esi g n e e m ust m ai nt ai n a n i n v e nt or y r e c or d of I M P (i n cl u di n g 

i n v esti g ati o n al, a cti v e c o ntr ol, or pl a c e b o) r e c ei v e d, dis p e ns e d, a d mi nist er e d, a n d 

r et ur n e d. 

8. 4 R et ur n s a n d D e str u cti o n

U p o n c o m pl eti o n or t er mi n ati o n of t h e tri al, all u n us e d a n d/ or p arti all y  u s e d IM P m ust b e 

r et ur n e d t o t h e s p o ns or or a d esi g n at e d a g e nt.

All I M P r et ur n e d t o t h e s p o ns or m ust b e a c c o m p a ni e d b y  a p pr o pri at e d o c u m e nt ati o n a n d 

b e i d e ntifi e d b y pr ot o c ol n u m b er wit h tri al sit e n u m b er o n t h e o ut er m ost s hi p pi n g 
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c o nt ai n er.  R et ur n e d s u p pli es s h o ul d b e i n t h e ori gi n al c o nt ai n ers ( e g, s u bj e ct kits).  T h e 

assi g n e d tri al m o nit or will f a cilit at e t h e r et ur n of u n us e d a n d/ or p arti all y  us e d I M P.

9 R e c or d s M a n a g e m e nt

9. 1 S o u r c e D o c u m e nt s

S o ur c e d o c u m e nts ar e d efi n e d as t h e r es ults of ori gi n al o bs er v ati o ns a n d a cti viti es of a 

cli ni c al i n v esti g ati o n.  S o ur c e d o c u m e nts will i n cl u d e b ut ar e n ot li mit e d t o pr o gr ess 

n ot es, el e ctr o ni c d at a, s cr e e ni n g l o gs, a n d r e c or d e d d at a fr o m a ut o m at e d i nstr u m e nts.  All 

s o ur c e d o c u m e nts p ert ai ni n g t o t his tri al will b e m ai nt ai n e d b y t h e i n v esti g at ors. 

I n v esti g at or(s)/i nstit uti o n(s) will p er mit tri al-r el at e d m o nit ori n g, a u dits, IR B/I E C r e vi e w, 

a n d r e g ul at or y  i ns p e cti o n(s) b y pr o vi di n g dir e ct a c c ess t o s o ur c e d at a/ d o c u m e nts b y

a ut h ori z e d p ers o ns as d efi n e d i n t h e I C F.

9. 2 D at a C oll e cti o n

D uri n g e a c h s u bj e ct’s visit t o t h e cli ni c, a cli ni ci a n p arti ci p ati n g i n t h e tri al will r e c or d 

pr o gr ess n ot es t o d o c u m e nt all si g nifi c a nt o bs er v ati o ns.  At a mi ni m u m, t h es e n ot es will 

c o nt ai n:

 D o c u m e nt ati o n of t h e i nf or m e d c o ns e nt pr o c ess, i n cl u di n g a n y r e vis e d c o ns e nts;



 G e n er al s u bj e ct st at us r e m ar ks, i n cl u di n g a n y si g nifi c a nt m e di c al fi n di n gs.  T h e 
s e v erit y, fr e q u e n c y, d ur ati o n, a cti o n t a k e n, a n d o ut c o m e of a n y A Es a n d t h e 
i n v esti g at or's ass ess m e nt of r el ati o ns hi p t o IM P m ust als o b e r e c or d e d;

 A n y  c h a n g es i n c o n c o mit a nt m e di c ati o ns or d os a g es;

 A g e n er al r ef er e n c e t o t h e pr o c e d ur es c o m p l et e d; 

 T h e si g n at ur e ( or i niti als) a n d d at e of e a c h cli ni ci a n ( or d esi g n e e) w h o m a d e a n e ntr y  
i n t h e pr o gr ess n ot es.

I n a d diti o n, a n y c o nt a ct wit h t h e s u bj e ct vi a t el e p h o n e or ot h er m e a ns t h at pr o vi d es 

si g nifi c a nt cli ni c al i nf or m ati o n will als o b e d o c u m e nt e d i n t h e pr o gr ess n ot es as 

d es cri b e d a b o v e.  A n y c h a n g es t o i nf or m ati o n i n t h e tri al pr o gr ess n ot es a n d ot h er s o ur c e 

d o c u m e nts will b e i niti al e d a n d d at e d o n t h e d a y t h e c h a n g e is m a d e b y  a sit e st aff 

m e m b er a ut h ori z e d t o m a k e t h e c h a n g e.  C h a n g es will b e m a d e b y stri ki n g a si n gl e li n e 

t hr o u g h err o n e o us d at a (s o as n ot t o o blit er at e t h e ori gi n al d at a), a n d cl e arl y e nt eri n g t h e 

c orr e ct d at a ( e g, wr o n g d at a ri g ht d at a).  If t h e r e as o n f or t h e c h a n g e is n ot a p p ar e nt, a 

bri ef e x pl a n ati o n f or t h e c h a n g e will b e writt e n i n t h e s o ur c e d o c u m e nt ati o n b y  t h e 

cli ni ci a n.
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I nf or m ati o n fr o m t h e tri al pr o gr ess n ot es a n d ot h er s o ur c e d o c u m e nts will b e e nt er e d b y 

i n v esti g ati v e sit e p ers o n n el dir e ctly o nt o e C R Fs i n t h e s p o ns or’s el e ctr o ni c d at a c a pt ur e

s yst e m. C h a n g es t o t h e d at a will b e c a pt ur e d b y a n a ut o m ati c a u dit tr ail.

9. 3 Fil e M a n a g e m e nt at t h e Tri al Sit e

T h e i n v esti g at or will e ns ur e t h at t h e tri al sit e fil e is m ai nt ai n e d i n a c c or d a n c e wit h 

S e cti o n 8 of t h e I C H G C P G ui d eli n e a n d as r e q uir e d b y  a p pli c a bl e l o c al r e g ul ati ons. T h e 

i n v esti g at or/i nstit uti o n will t a k e m e as ur es t o pr e v e nt a c ci d e nt al or pr e m at ur e d estr u cti o n 

of t h es e d o c u m e nts.

9. 4 R e c or d s R et e nti o n at t h e Tri al Sit e

R e g ul at or y  r e q uir e m e nts f or t h e ar c hi v al of r e c or ds f or t his tri al n e c essit at e t h at 

p arti ci p ati n g i n v esti g at ors m ai nt ai n d et ail e d cli ni c al d at a f or t h e l o n g est of t h e f oll o wi n g 

3 p eri o ds:

 A p eri o d of at l e ast 2 y e ars f oll o wi n g t h e d at e o n w hi c h a p pr o v al t o m ar k et t h e dr u g 
is o bt ai n e d ( or if I M P d e v el o p m e nt is dis c o nti n u e d, t h e d at e r e g ul at or y a ut h oriti es
w er e n otifi e d of dis c o nti n u ati o n); O R

 A p eri o d of at l e ast 3 y e ars aft er t h e s p o ns or n otifi es t h e i n v esti g at or t h at t h e fi n al 
r e p ort h as b e e n fil e d wit h r e g ul at or y a ut h oriti es.

 L o n g er, r e gi o n -s p e cifi c st or a g e r e q uir e m e nts, if a p pli c a bl e.

T h e i n v esti g at or m ust n ot dis p os e of a n y  r e c or ds r el e v a nt t o t his tri al wit h o ut eit h er 

( 1) writt e n p er missi o n fr o m t h e s p o ns or or ( 2) pr o visi o n of a n o p p ort u nit y  f or s p o ns or t o 

c oll e ct s u c h r e c or ds.  T h e i n v esti g at or will b e r es p o nsi bl e t o m ai nt ai n a d e q u at e a n d 

a c c ur at e e l e ctr o ni c or h ar d c o p y s o ur c e d o c u m e nts of all o bs er v ati o ns a n d d at a g e n er at e d 

d uri n g t his tri al.  S u c h d o c u m e nt ati o n is s u bj e ct t o i ns p e cti o n b y  t h e s p o ns or a n d r el e v a nt 

r e g ul at or y a ut h oriti es.  If t h e i n v esti g at or wit h dr a ws fr o m t h e tri al ( e g, d u e t o r el o c ati o n 

or r etir e m e nt), all tri al -r el at e d r e c or ds s h o ul d b e tr a nsf err e d t o a m ut u all y a gr e e d - u p o n 

d esi g n e e wit hi n a s p o ns or -s p e cifi e d ti m efr a m e.  N oti c e of s u c h tr a nsf er will b e giv e n t o 

t h e s p o ns or i n writi n g.

1 0 Q u alit y  C o ntr ol a n d Q u alit y As s ur a n c e 

1 0. 1 M o nit ori n g

T h e s p o ns or h as et hi c al, l e g al, a n d s ci e ntifi c o bli g ati o ns t o f oll o w t his tri al c ar ef ull y i n a 

d et ail e d a n d or d erl y m a n n er i n a c c or d a n c e wit h est a blis h e d r es e ar c h pri n ci pl es, t h e I C H 

G C P G ui d eli n e, a n d a p pli c a bl e r e g ul at or y  r e q uir e m e nts a n d l o c al l a ws.  As p art of a 

c o n c ert e d eff ort t o f ulfill t h es e o bli g ati o ns ( m ai nt ai n c urr e nt p ers o n al k n o wl e d g e of t h e 
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pr o gr ess of t h e tri al), t h e s p o ns or's m o nit ors will visit t h e sit e d uri n g t h e tri al, as w ell as 

c o m m u ni c at e fr e q u e ntl y vi a t el e p h o n e a n d wr itt e n c o m m u ni c ati o ns.

1 0. 2 A u diti n g

T h e s p o ns or's Q u alit y M a n a g e m e nt U nit ( or r e pr es e nt ati v e) m a y c o n d u ct tri al sit e a u dits.  

A u dits will i n cl u d e b ut ar e n ot li mit e d t o dr u g s u p pl y , pr es e n c e of r e q uir e d d o c u m e nts, 

t h e i nf or m e d c o ns e nt pr o c ess, a n d c o m p aris o n of eC R Fs wit h s o ur c e d o c u m e nts.  T h e 

i n v esti g at or a gr e es t o p arti ci p at e wit h a u dits.

R e g ul at or y  a ut h oriti es m a y i ns p e ct t h e i n v esti g at or sit e d uri n g or aft er t h e tri al.  T h e 

i n v esti g at or will c o o p er at e wit h s u c h i ns p e cti o ns a n d will c o nt a ct t h e s p o ns or 

i m m e di at el y if s u c h a n i ns p e cti o n o c c urs.

1 1 Et hi c s a n d R e s p o n si bilit y

T his tri al m ust b e c o n d u ct e d i n c o m pli a n c e wit h t h e pr ot o c ol, t h e I C H G C P G ui d eli n e, 

a n d a p pli c a bl e l o c al l a ws a n d r e g ul at or y  r e q uir e m e nts. E a c h tri al sit e will s e e k a p pr o v al 

b y  a n I RB or I E C a c c or di n g t o r e gi o n al r e q uir e m e nts. T h e I R B/I E C will e v al u at e t h e 

et hi c al, s ci e ntifi c a n d m e di c al a p pr o pri at e n ess of t h e tri al. F urt h er, i n pr e p ari n g a n d 

h a n dli n g e C R Fs, t h e i n v esti g at or, s u b -i n v esti g ator a n d t h eir st aff will t a k e m e as ur es t o 

e ns ur e a d e q u at e c ar e i n pr ot e cti n g s u bj e ct pri v a c y . T o t his e n d, a s u bj e ct n u m b er a n d 

s u bj e ct i d e ntifi c ati o n c o d e will b e us e d t o i d e ntif y  e a c h s u bj e ct. 

Fi n a n ci al as p e cts, s u bj e ct i ns ur a n c e a n d t h e p u bli c ati o n p ol i c y f or t h e tri al will b e 

d o c u m e nt e d i n t h e a gr e e m e nt b et w e e n t h e s p o ns or a n d t h e i n v esti g at or.

1 2 C o nfi d e nti alit y

All i nf or m ati o n g e n er at e d i n t his tri al will b e c o nsi d er e d c o nfi d e nti al a n d will n ot b e 

dis cl os e d t o a n y o n e n ot dir e ctl y  c o n c er n e d wit h t h e trial wit h o ut t h e s p o ns or’s pri or 

writt e n p er missi o n.  S u bj e ct c o nfi d e nti alit y r e q uir e m e nts of t h e r e gi o n(s) w h er e t h e tri al 

is c on d u ct e d will b e m et.  H o w e v er, a ut h ori z e d r e g ul at or y  offi ci als a n d s p o ns or p ers o n n el 

( or t h eir r e pr es e nt ati v es) will b e all o w e d full a c c ess t o i ns p e ct a n d c o p y  t h e r e c or ds.  All 

I M Ps, s u bj e ct b o dily fl ui ds, a n d/ or ot h er m at eri als c oll e ct e d s h all b e us e d s ol el y i n 

a c c or d a n c e wit h t his pr ot o c ol, u nl ess ot h er wis e a gr e e d t o i n writi n g b y t h e s p o ns or.

S u bj e cts will b e i d e ntifi e d o nl y  b y i niti als a n d u ni q u e s u bj e ct n u m b ers i n eC R Fs.  T h eir 

f ull n a m es m a y, h o w e v er, b e m a d e k n o w n t o a r e g ul at or y a g e n c y or ot h er a ut h ori z e d 

offi ci als if n e c ess ar y .
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1 3 A m e n d m e nt P oli c y

T h e i n v esti g at or will n ot m a k e a n y c h a n g es t o t his pr ot o c ol wit h o ut t h e s p o ns or ’s pri or 

writt e n c o ns e nt a n d s u bs e q u e nt a p pr o v al b y  t h e I R B/I E C.  A n y p er m a n e nt c h a n ge t o t h e 

pr ot o c ol, w h et h er it is a n o v er all c h a n g e or a c h a n g e f or s p e cifi c tri al sit e(s), m ust b e 

h a n dl e d as a pr ot o c ol a m e n d m e nt.  A n y a m e n d m e nt will b e writt e n b y t h e s p o ns or.  E a c h 

a m e n d m e nt will b e s u b mitt e d t o t h e I R B/ I E C.  E x c e pt f or “ a d mi nistr ati v e ” or 

“ n o n -s u bst a nti al ” a m e n d m e nts, i n v esti g at ors will w ait f or I R B/I E C a p pr o v al of t h e 

a m e n d e d pr ot o c ol b ef or e i m pl e m e nti n g t h e c h a n g e(s).  A d mi nistr ati v e a m e n d m e nts ar e 

d efi n e d as h a vi n g n o eff e ct o n t h e s af et y of s u bj e cts, c o n d u ct or m a n a g e m e nt of t h e tri al, 

tri al d esi g n, or t h e q u alit y  or s af ety of I M P(s) us e d i n t h e tri al.  A pr ot o c ol c h a n g e 

i nt e n d e d t o eli mi n at e a n a p p ar e nt i m m e di at e h a z ar d t o su bj e cts s h o ul d b e i m pl e m e nt e d 

i m m e di at el y, f oll o w e d b y IR B/I E C n otifi c ati o n wit hi n 5 w or ki n g d a y s.  T h e s p o ns or will 

s u b mit pr ot o c ol a m e n d m e nts t o t h e a p pli c a bl e r e g ul at or y  a g e n ci es.

W h e n t h e I R B/I E C, i n v esti g at ors, a n d/ or t h e s p o ns or c o n cl u d e t h at t h e pr ot o c ol 

a m e n d m e nt s u bst a nt i all y alt ers t h e tri al d esi g n a n d/ or i n cr e as es t h e p ot e nti al ris k t o t h e 

s u bj e ct, t h e c urr e ntl y a p pr o v e d writt e n I C F will r e q uir e si mil ar m o difi c ati o n.  In s u c h 

c as es, r e p e at i nf or m e d c o ns e nt will b e o bt ai n e d fr o m s u bj e cts e nr oll e d i n t h e tri al b ef or e 

e x p e cti n g c o nti n u e d p arti ci p ati o n.
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crit eri a f or a ut os o m al d o mi n a nt p ol y c y sti c ki d n e y dis e as e 1. L a n c et 1 9 9 4; 3 4 3: 8 2 4 -
8 2 7.

2 0
I nt er n ati o n al C o nf er e n c e o n H ar m o nis ati o n; G o o d Cli ni c al Pr a cti c e: C o ns oli d at e d 
G ui d eli n e; N oti c e of A v ail a bilit y , 6 2 C. F. R. S e ct. 9 0 ( 1 9 9 7).

2 1
L ef a nt e JJ. T h e p o w er t o d et e ct diff er e n c es i n a v er a g e r at es of c h a n g e i n l o n git u di n al 
st u di es. St at M e d. 1 9 9 0 A pr; 9( 4): 4 3 7 - 4 6.
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A p p e n di x 1 N a m es of S p o ns o r P e rs o n n el

R e p ort I m m e di at el y R e p ort a bl e E v e nts ( s eri o us a d v ers e e v e nts, p ot e nti al H y ’s L a w c as es, 

pr e g n a n ci es a n d a d v ers e e v e nts r e q uiri n g dis c o nti n u ati o n of tri al dr u g ) t o:

Q ui ntil es
Cli ni c al S af et y  a n d P h ar m a c o vi gil a n c e
5 9 2 7 S o ut h Mi a mi Bl v d
M orris vill e, N C 2 7 5 6 0, U S A
P h o n e: 
F a x: 

F o r M e di c al E m e r g e n ci es ( us e o nly if s p o ns or p ers o n n el list e d a b o v e ar e u n a v ail a bl e): 

Gl o b al P r oj e ct L e a d e rs

 

P h o n e:  F a x 

 

P h o n e:   F a x 

Gl o b al Cli ni c al M a n a g e m e nt
Gl o b al Cli ni c al M a n a g e m e nt

 

P h o n e:  ; F a x 
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A p p e n di x 2 I nstit uti o ns C o n c e r n e d Wit h t h e T ri al

P h o n e: 
 

P h o n e: 

 

P h o n e: 
F a x: 

Gl o b al M e di c al M o nit o ri n g Q ui ntil es
5 9 2 7 S o ut h Mi a mi Bl v d

M orris vill e, N C 2 7 5 6 0 , U S A
P h o n e:  
M o bil e: 

F a x: 
St u d y M a n a g e m e nt Q ui ntil es

5 9 2 7 S o ut h Mi a mi Bl v d
M orris vill e, N C 2 7 5 6 0 , U S A

Offi c e:
M o bil e:

F a x: 
S af et y R e p o rti n g Q ui ntil es

5 9 2 7 S o ut h Mi a mi Bl v d
M orris vill e, N C 2 7 5 6 0 , U S A

P h o n e: 
F a x:

I n v esti g ati o n al M at e ri als Al m a c 
2 5 Fr et z R d

S o u d ert o n, P A 1 8 9 6 4 , U S A 
P h o n e:  

B u d g et a n d C o nt r a ct N e g oti ati o n I N C R ese ar c h, L L C
3 2 0 1 B e e c hl e af Ct., # 6 0 0
R al ei g h, N C 2 7 6 0 4 , U S A
P h o n e:  

I n v e sti g at o r P a y me nt s Q ui ntil es
5 9 2 7 S o ut h Mi a mi Bl v d

M orris vill e, N C 2 7 5 6 0 , U S A
P h o n e:  
M o bil e: 

F a x: 
El e ct r o ni c D at a C a pt u r e M e di D at a S ol uti o ns

7 9 Fift h A v e n u e, 8t h Fl o or
N e w  Y or k, N Y 1 0 0 0 3 , U S A

P h o n e: 
F a x: 
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I R T S yst e ms Al m a c Cli ni c al T e c h n ol o gi es
2 5 Fr et z R o a d

S o u d ert o n, P A 1 8 9 6 4 , U S A
U S T el: 

R o W T el: 
H o m e N u rsi n g S e r vi c es

T el: 

P ati e nt R e c r uit m e nt a n d R et e nti o n M att h e ws M e di a Gr o u p ( M M G)
7 0 0 Ki n g F ar m Bl v d, 5t h Fl o or

R o c k vill e, M D 2 0 8 5 0 , U S A
P h o n e:  
F a x:  

T r a v eli n g C o o r di n at o r Assi st a nt Pri n c et o n M e di c al 
3 4 9 R o ut e 2 0 6 S o ut h

Hills b or o u g h, NJ 0 8 8 4 4 , U S A
P h o n e:  
F a x:  

C e nt r al L a b o r at o r y S e r vi c es C o v a n c e C e ntr al L a b or at or y S er vi c es
8 2 1 1 S ci C or Dr.

I n di a n a p olis, I N 4 6 2 1 4, U S A
P h o n e:  

T oll -fr e e: 
F a x:  

P K/ P D A n al ysis I C O N
8 2 8 2 H als e y R d.

W hit es b or o, N Y 1 3 4 9 2 , U S A
P h o n e:  
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A p p e n di x 3  H a n dli n g a n d S hi p m e nt of Bi o a n al yti c al S a m pl es

H a n dli n g of S p e ci m e ns

All t u b es m ust b e l a b el e d usi n g t h e c e ntr al l a b or at or y 's b ar c o d e l a b els pr o vi d e d wit h t h e 

s a m pl e c oll e cti o n kits.  T h e c e ntr al l a b or at or y 's r e q uisiti o n f or m m ust b e c o m pl et el y 

fill e d o ut i n r e g ar ds t o t h e all s a m pl e i nf or m ati o n.  In a d diti o n, t h e s u bj e ct I D n u m b er a n d 

d at e of c oll e cti o n m ust b e h a n d -writt e n o n t h e s a m pl e t u b e.  I t is i m p ort a nt t o n ot e t h e 

e x a ct ti m e of t h e bl o o d c oll e cti o n o n t h e e C R F.

E a c h s p e ci m e n m ust b e l a b el e d usi n g a w at er pr o of p e n.  A l a b el s uit a bl e f or t h e st or a g e 

c o n diti o ns m ust c o nt ai n t h e S u bj e ct I D n u m b er a n d d at e of c oll e cti o n, m ust c orr es p o n d t o 

t h e r e q uisiti o n f or m, a n d m ust b e fir ml y att a c h e d.  T h e r e q uisiti o n f or m m ust c o nt ai n t h e 

n a m e, a d dr ess, a n d t el e p h o n e n u m b er of t h e c o nt a ct p ers o n fr o m t h e tri al sit e.

Pl as m a P K S a m pl e C oll e cti o n

C oll e ct bl o o d s a m pl es t o a n al y z e t ol v a pt a n a n d m et a b olit e(s) c o n c e ntr ati o ns usi n g 4 -m L  

dr a w c oll e cti o n t u b es c o nt ai ni n g s o di u m h e p ari n.  Aft er o bt ai ni n g t h e bl o o d s a m pl e, mi x 

c oll e cti o n t u b e t h or o u g hl y b y sl o wl y i n v erti n g t h e c oll e ct i o n t u b e 8-1 0 ti m es. Pl a c e t h e 

c oll e cti o n t u b e i n a n i c e/ w at er b at h. Wit hi n 4 5 mi n ut es of c oll e cti o n, pr o c ess c oll e cti o n 

t u b es i n a r efri g er at e d c e ntrif u g e s et at a p pr o xi m at el y 1 3 0 0 g f or 1 5 mi n ut es at 

a p pr o xi m at el y  5 ° C. T h e s e p ar at e d pl as m a fr o m t h e bl o o d c oll e cti o n t u b e s h o ul d t h e n b e 

di vi d e d e q u all y  b et w e e n t h e 2 b ar-c o d e l a b el e d p ol y pr o p yl e n e t u b es. Wit hi n 9 0 mi n ut es 

of c oll e cti o n, st or e b ot h pl as m a ali q u ot s a m pl es at − 7 0 ° C, e x c e pt f or bri ef p eri o ds o n dr y  

i c e f or s hi p m e nt. If a − 7 0 ° C fr e e z er is u n a v ail a bl e, t h e n t h e s a m pl es c a n b e st or e d o n dr y  

i c e f or u p t o 1 w e e k u ntil a s hi p m e nt t o t h e c e ntr al l a b or at or y c a n b e arr a n g e d.
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S a m pl e S hi p m e nt

Pl as m a a n d uri n e s a m pl es m ust b e n e atl y p a c k e d i n t h e kits pr o vi d e d b y t h e c e ntr al l a b 

a n d r estr ai n e d i n a St y r of o a m c o nt ai n er t h at is c o m pl et el y  fill e d wit h dr y i c e t o a v oi d air 

s p a c es t h at a ll o w e v a p or ati o n of t h e dr y i c e. T h e St y r of o a m c o nt ai n er s h o ul d b e s e al e d 

wit h t a p e a n d pl a c e d i n a c ar d b o ar d b o x. T h e c e ntr al l a b m ust b e al ert e d of s a m pl e 

s hi p m e nt. P a c k a g es m ust n ot b e s hi p p e d o n T h urs d a ys, Fri d a ys, S at ur d a ys, or a n y d a y 

pri or t o a h oli d a y  wit h o ut t h e e x pr ess e d c o ns e nt of O P D C or t h e c e ntr al l a b. S hi p m e nts 

fr o m cli ni c al sit es will b e vi a a n o v er ni g ht c arri er t o t h e c e ntr al l a b or at or y.
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A p p e n di x 4  A d mi nist r ati v e C h a n g es / P r ot o c ol A m e n d m e nts

A d mi nist r ati v e C h a n g e N u m b e r: 1

Iss u e D at e: 2 1 F e br u ar y  2 0 1 4

P U R P O S E:
T his a d mi nistr ati v e c h a n g e will n ot aff e ct t h e s af et y  of s u bj e cts, t h e s c o p e of t h e 
i n v esti g ati o n, or t h e s ci e ntifi c q u alit y of t h e tri al.

T h e p ur p os e of t his a d mi nistr ati v e c h a n g e w as t o c orr e ct t y p o g r a p hi c al err ors a n d a d d 
a d diti o n al cl arif y i n g i nf or m ati o n i nt o Fi g ur e 3. 1-1 - Tri al D esi g n S c h e m ati c.

B A C K G R O U N D:

I n Fi g ur e 3. 1- 1:  T y p o gr a p hi c al err ors w er e c orr e ct e d i n t h e b o x es f or tri al d a y s a n d 
a d diti o n al t e xt b o x es w er e a d d e d / m o difi e d t o i n di c at e s p e cifi c p eri o ds of d at a c oll e cti o n 
f or t h e pri m ar y a n d k e y s e c o n d ar y e n d p oi nts.

M O DI FI C A TI O N S T O P R O T O C O L:

O ri gi n al Fi g u r e 3. 1 -1 - T ri al D esi g n S c h e m ati c:
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R e vis e d Fi g u r e 3. 1 - 1 - T ri al D esi g n S c h e m ati c:

A D DI TI O N A L RI S K T O T H E S U B J E C T:

T h er e is n o a d d iti o n al ris k t o t h e s u bj e cts.
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A m e n d m e nt N u m b e r 1

Iss u e D at e: 3 1 M ar c h 2 0 1 4

P U R P O S E:

T h e pri m ar y  p ur p os e of t his a m e n d m e nt w as t o i n cr e as e t h e s a m pl e si z e a n d p eri o d of 
e nr oll m e nt t o i n cr e as e p o w er f or t h e pri m ar y  a n d s e c o n d ar y e n d p oi nts.

I n a d diti o n, i nf or m ati o n ass o ci at e d wit h a p ot e nti al i nt eri m a n alys is w as a d d e d, t h e 
n u m b er of cr e ati ni n e bl o o d dr a ws w as r e d u c e d , a n i n cl usi o n crit eri o n w as a d d e d, a n d a n 
e x cl usi o n crit eri o n w as m o difi e d.  M i n or r e visi o ns w er e als o m a d e t o t h e pr ot o c ol f or 
cl arit y .

B A C K G R O U N D:

I n c r e as e i n s a m pl e s i z e

I n t h e ori gi n al pr ot o c ol, t h e s a m pl e si z e w as c al c ul at e d usi n g t h e i ntr a-a n d i nt er -s u bj e ct 
v ari a n c es d eri v e d fr o m a sl o p e a n al ys is m o d el.  T h e n a m et h o d b as e d o n M M R M w as 
d e v el o p e d a n d us e d t o d eri v e a n e w s et of i ntr a a n d i nt er -s u bj e ct v ari a n c es f or t h e s a m pl e 
si z e c al c ul ati o n f or t h e e n d p oi nt a n al y sis f or t his pr ot o c ol.  T his n e w s a m pl e si z e is m or e 
c o ns er v ati v e.

A d diti o n of a n i nt e ri m an al ysis

T his tri al is t o b e c o n d u ct e d o v er a criti c al ti m e p eri o d d u ri n g w hi c h t ol v a pt a n m a y b e 
a p pr o v e d as t h er a p y f or A D P K D i n s o m e of t h e p arti ci p ati n g r e gi o ns. T h e E ur o p e a n 
M e di ci n es A g e n c y ’s ( E M A) d e cisi o n f or a p e n di n g m ar k eti n g a ut h ori z ati o n a p pli c ati o n 
f or us e of t ol v a pt a n i n tr e at m e nt of A D P K D is e x p e ct e d i n 2 0 1 5. F oll o wi n g r e g ul at or y  
a p pr o v al, r ei m b urs e m e nt a n d c o m m er ci al a v ail a bilit y  m a y h a v e a n i m p a ct o n t h e o n g oi n g 
et hi c al c o n d u ct of t h e tri al. T his m a y  i m p a ct s u bj e cts e nr oll e d i n E ur o p e w h o ar e 
c o nti n ui n g i n t h e r a n d o mi z e d, pl a c e b o -c o ntr oll e d tr e at m e nt p h as e.   If a n i nt eri m a n alys is 
is c o n d u ct e d a n d t h e r es ults s atisf y t h e n ull h yp ot h esis, t h e tri al m a y  b e t er mi n at e d e arly 
a n d t h e e xisti n g e nr oll e d s u bj e cts m a y  b e off er e d p arti ci p ati o n i n a n o p e n-l a b el tri al.

D e c r e as e i n bl o o d d r a ws f o r e G F R c al c ul ati o n

Wit h t h e i n cr e as e d s a m pl e si z e f or t his pr ot o c ol, t h e n u m b er of bl o o d s a m pl es c oll e ct e d 
f or cr e ati ni n e fr o m e a c h s u bj e ct w as r e d u c e d f or b ot h t h e pr e-tr e at m e nt a n d p ost-
tr e at m e nt e G F R c al c ul ati o ns.

A d diti o n of a n i n cl usi o n c rit e ri o n t o s p e cif y t ol v a pt a n n aï v e s u bj e cts

D u e t o t h e r el ati v ely s h ort ( 1 2 m o nt hs ) tr e at m e nt p eri o d d uri n g w hi c h tr e at m e nt eff e ct 
c a n b e o bs er v e d , a n d i n or d er t o mi ni mi z e a n y  c arr y o v er eff e ct fr o m pr e vi o us e x p os ur e 
t o t h e IM P, t his st u d y  will e nr oll o nl y t ol v a pt a n n aï v e s u bj e cts.  A n i n cl usi o n crit eri o n 
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w as t h er ef or e a d d e d t o s p e cif y  t h at o nly t ol v a pt a n n aï v e s u bj e cts will b e p er mitt e d t o 
e nr oll i n t his tri al.

Cl a rifi c ati o n of e x cl usi o n c rit e ri o n # 5

A c h a n g e w as m a d e t o t h e e x cl usi o n crit eri a t o f urt h er d efi n e s u bj e cts wit h “ a d v a n c e d 
di a b et es ” w h o w o ul d b e e x cl u d e d fr o m t h e pr ot o c ol.

Ot h e r R e visi o ns
It w as d e ci d e d t h at s o m e of t h e l a n g u a g e s h o ul d b e c h a n g e d, or e x p a n d e d, f or cl arit y i n 
s p e cifi c s e cti o ns of t h e d o c u m e nt.  Als o, l a n g u a g e w as a d d e d t o d efi n e t h e mi ni m u m 
“ w as h -o ut ” p eri o d f or s u bj e cts e nr oll e d i n t h e tri al w h o w er e b ei n g tr e at e d wit h t ol v a pt a n 
fr o m pr e vi o us tri als.

C h a n g es w er e m a d e t o t h e f o ot n ot es i n t h e S c h e d ul e of Ass ess m e nts t a bl e t o c orr es p o n d 
t o c h a n g es i n visit ass ess m e nts, t o cl arif y t h e a n al ysis of s er u m cr e ati ni n e s a m pl es, t o 
s p e cif y visits t h at w er e i n-cli ni c, a n d t o d efi n e s p e cifi cs li k e “ c o o k e d m e at pr ot ei n ”, et c.

 C h a n g e d i nst a n c es of “s h a m ” t o “ m at c hi n g pl a c e b o 0 m g t a bl ets ”.

 Cl arifi e d all i nst a n c es of di et ar y  “ pr ot ei n ” t o di et ar y “ c o o k e d m e at pr ot ei n ”.

 C h a n g e d C h air m a n of t h e h e p ati c a dj u di c ati o n c o m mitt e e t o Dr. D a vi d Al p ers.

 Fi x e d t y p o gr a p hi c al err ors.

S e cti o n al R e visi o ns

L o c ati o n Ol d T e xt U p d at e d T e xt
S y n o psis, Tri al D esi g n, 
S cr e e ni n g P eri o d

S cr e e ni n g p eri o d ( 2 w e e k s):
... T his m a y i n cl u d e, f or e x a m pl e, 
st a bili zi n g a nti -h y p ert e nsi v e r e gi m e ns 
f or s u bj e cts dis c o nti n ui n g di ur eti cs or 
“ w as h -o ut ” of t ol v a pt a n or ot h er 
i n v esti g ati o n al a g e nts f or s u bj e cts 
w h o p arti ci p at e d i n pr e vi o us tri als.

....Eli gi bilit y will b e c o nfir m e d b y t h e 
m e a n of e G F R c al c ul at e d fr o m t h e 
s u bj e cts’ first 2 pr e -tr e at m e nt, c e ntr al-
l a b s er u m cr e ati ni n e ass ess m e nts.

S cr e e ni n g p eri o d ( 1 - 2 w e e ks):
... T his m a y i n cl u d e, f or e x a m pl e, 
st a bili zi n g a nti -h y p ert e nsi v e 
r e gi m e ns f or s u bj e cts dis c o nti n ui n g 
di ur eti cs or “ w as h -o ut ” of ot h er 
i n v esti g ati o n al a g e nts.

....Eli gi bilit y will b e c o nfir m e d b y 
t h e m e a n of e G F R c al c ul at e d fr o m 
t h e s u bj ects’ 2 p r e-tr e at m e nt, 
c e ntr al -l a b s er u m cr e ati ni n e 
ass ess m e nts ( c oll e ct e d at l e a st 2 4 
h o u rs a p a rt).  T h e fi n al s c r e e ni n g 
visit o n D a y -4 3 will n ot b e 
s c h e d ul e d u ntil l a b o r at o r y r es ults 
f r o m t h e s e c o n d s c r e e ni n g visit 
( V2) a r e r e c ei v e d a n d e v al u at e d.

S y n o psis, Tri al D esi g n, 
Pl a c e b o R u n -i n p eri o d 
( 1 we e k)

Pl a c e b o r u n -i n p eri o d ( 1 we e k):  
S u bj e ct s will b e gi v e n pl a c e b o i n a 
d ail y s plit d os e of a si n gl e 0 m g t a bl et 
u p o n a w a k e ni n g a n d a n ot h er 0 m g 
t a bl et a p pr o xi m at el y 8 t o 9 h o urs l at er 

Pl a c e b o r u n -i n p eri o d ( 1 we e k):  
S u bj e cts will b e gi v e n pl a c e b o ( a s a 
si n gl e -bli n d “s h a m ” 1 5/ 1 5 m g 
d os e ) i n a d ail y s plit d os e of a si n gl e 
0 m g t a bl et u p o n a w a k e ni n g a n d 
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L o c ati o n Ol d T e xt U p d at e d T e xt
( a b br e vi at e d 0/ 0 m g), i n a f or m 
i d e nti c al t o t ol v a pt a n t a bl ets.

B l o o d will b e dr a w n 2 ti m es o n 
s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art), 
i n cl u di n g t h e l ast d a y of t h e r u n-i n 
p eri o d,

a n ot h er 0 m g t a bl et a p pr o xi m at el y 8 
t o 9 h o urs l at er ( a b br e vi at e d 0/ 0 m g), 
i n a f or m i d e nti c al t o t ol v a pt a n 
t a bl ets.

B l o o d will b e dr a w n o n c e o n t h e l ast 
d a y of t h e r u n -i n p eri o d ( D a y -3 6) .

S y n o psis, Tri al D esi g n, 
T ol v a pt a n Titr ati o n 
P eri o d ( 2 w e e ks)

T ol v a pt a n titr ati o n p eri o d ( 2 w e e ks):  
S u bj e cts will b e gi v e n a s plit d os e of 
3 0/ 1 5 m g t ol v a pt a n wit h u p w ar d 
titr ati o n e v er y 3 t o 4 d a ys t o 4 5/ 1 5 
m g, 6 0/ 3 0 m g, u p t o a m a xi m u m d os e 
of 9 0/ 3 0 m g p er d a y o v er 2 w e e ks.  

T ol v a pt a n titr ati o n p eri o d ( 2 w e e ks):  
S u bj e cts will b e gi v e n a s plit d os e of 
3 0/ 1 5 m g t ol v a pt a n (si n gl e -bli n d)
wit h u p w ar d titr ati o n e v er y 3 t o 4 
d a ys t o 4 5/ 1 5 m g, 6 0/ 3 0 m g, u p t o a 
m a xi m u m d os e of 9 0/ 3 0 m g p er d a y 
o v er 2 w e e ks.  

S y n o psis, Tri al D esi g n, 
T ol v a pt a n R u n -i n 
P eri o d ( 3 w e e ks)

T ol v a pt a n r u n -i n p eri o d ( 3 we e ks):  
S u bj e cts w h o t ol er at e t h e t ol v a pt a n 
6 0/ 3 0 m g or 9 0/ 3 0 m g d ail y d os e 
r e gi m e n will e nt er t h e t ol v a pt a n ru n -
i n p eri o d at t h e t ol er at e d d os e f or 3 
a d diti o n al w e e ks.  

T ol v a pt a n r u n -i n p eri o d ( 3 we e ks):  
S u bj e cts w h o t ol er at e t h e t ol v a pt a n 
6 0/ 3 0 m g or 9 0/ 3 0 m g d ail y d os e 
r e gi m e n will e nt er t h e t ol v a pt a n r u n-
i n p eri o d (si n g l e-bli n d) at t h e 
t ol er at e d d os e f or 3 a d diti o n al 
w e e ks.  

S y n o psis, Tri al D esi g n, 
F oll o w -u p P eri o d ( 3 
w e e ks)

....N o ass ess m e nts will b e t a k e n f or 
t h e first w e e k of t his p eri o d; h o we v er,
5 visits will b e s c h e d ul e d f or t h e l ast 
2 w e e k s of f oll o w -u p f or p ost -
tr e at m e nt effi c a c y a n d s af et y 
m e as ur es.

....N o ass ess m e nts will b e t a k e n f or 
t h e first w e e k of t his p eri o d; 
h o w e v er, 3 visits will b e s c h e d ul e d 
f or t h e l ast 2 w e e ks of f oll o w-u p f or 
p o st -tr e at m e nt effi c a c y a n d s af et y 
m e as ur es .

S y n o psis, S u bj e ct 
P o p ul ati o n

T his tri al w ill r a n d o mi z e 
a p pr o xi m at el y 8 0 0 s u bj e cts wit h 
A D P K D, wit h a mi ni m u m of 7 0 0 a n d 
a m a xi m u m of 1 0 0 0 s u bj e cts pl a n n e d 
t o b e e nr oll e d.

T his tri al w ill r a n d o mi z e 
a p p r o xi m at el y 1 3 0 0 t ol v a pt a n 
n aï v e s u bj e cts wit h A D P K D .

S y n o psis, I n cl usi o n 
Crit eri a

N/ A  T ol v a pt a n n aï v e

S y n o psis, E x cl usi o n 
Crit eri a a n d S e cti o n 
3. 4. 3, T a bl e 3. 4. 3 -1, 
E x cl usi o n Crit eri o n 5

 S u bj e cts wit h a d v a n c e d 
di a b et es ( e g, gl y c os yl at e d 
h e m o gl o bi n [ H g b A 1 c ] > 7. 5 ,
a n d/ or gl y c os uri a b y 
di psti c k), e vi d e n c e of 
a d diti o n al si g nifi c a nt r e n al 
dis e as e(s) (i e, c urr e ntl y 
a cti v e gl o m er ul ar 
n e p hriti di es), r e n al c a n c er, 
si n gl e ki d n e y, or r e c e nt 
( wit hi n l ast 6 m o nt h s ) r e n al 
s ur g er y, or a c ut e ki d n e y 
i nj ur y.

 S u bj e cts wit h a d v a n c e d 
di a b et es ( e g, gl y c os yl at e d 
h e m o gl o bi n 
[H g b A 1 c ] > 7. 5 , a n d/ or 
gl y c os uri a b y di psti c k, 
si g nifi c a nt p r ot ei n u ri a, 
r eti n o p at h y ), e vi d e n c e of 
a d diti o n al si g nifi c a nt r e n al 
dis e as e(s) (i e, c urr e ntl y 
a cti v e gl o m er ul ar 
n e p hriti d es ), r e n al c a n c er, 
si n gl e ki d n e y, or r e c e nt 
( wit hi n l ast 6 m o nt h s ) r e n al 
s ur g er y, or a c ut e ki d n e y 
i nj ur y.

S y n o psis, Tri al Sit e(s) A p pr o xi m at el y 2 0 0 e nr olli n g sit es 
i n cl u di n g, b ut n ot li mit e d t o, t h e 
f oll o wi n g r e gi o ns:  N ort h A m eri c a, 
S o ut h A m eri c a, E ast er n E ur o p e, 
W est er n E ur o p e, Asi a, a n d A ustr ali a.

A p pr o xi m at el y 2 2 0 e nr olli n g sit es 
i n cl u di n g, b ut n ot li mit e d t o, t h e 
f oll o wi n g r e gi o ns:  N ort h A m eri c a, 
S o ut h A m eri c a, E ast er n E ur o p e, 
W est er n E ur o p e, Asi a, a n d A ustr ali a.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 1 0 9 2 6 M ar 2 0 1 5 

L o c ati o n Ol d T e xt U p d at e d T e xt

S y n o psis, 
I n v esti g ati o n al 
Pr o d u ct(s), et c

D os es will b e e x pr ess e d as e a rl y 
d os e/l at e d os e ( e g, 6 0/ 3 0 ).

Pl a c e b o w ill b e a d mi nist er e d t o all 
s u bj e cts d uri n g t h e pl a c e b o r u n -i n 
p eri o d .

D os es will b e e x pr ess e d as e arl y 
d os e/l at e d os e ( e g, 6 0/ 3 0 m g ).

Pl a c e b o w ill b e a d mi nist er e d t o all 
s u bj e cts d uri n g t h e pl a c e b o r u n -i n 
p eri o d as a si n gl e -bli n d “s h a m ” 
1 5/ 1 5 m g d os e .

S y n o psis, Tri al 
Ass ess m e nts

S cr e e ni n g: M e di c al hist or y, c o m pl et e 
p h ysi c al e x a mi n ati o n,
uri n e pr e g n a n c y t est ( w o m e n of 
c hil d -b e ari n g p ot e nti al o nl y).

S af et y:   Vit al si g ns, dir e ct e d p h ysi c al 
e x a mi n a ti o n, A Es, h e m at ol o g y, 
uri n al ysis, a n d s er u m c h e mistr y t ests 
(i n cl u di n g s er u m tr a ns a mi n as es, 
al k ali n e p h os p h at as e, bilir u bi n, s er u m 
s o di u m), bi o m ar k er pl as m a a n d uri n e 
s a m pl es, a n d D N A bl o o d s a m pl es 
(f or c o ns e nti n g s u bj e cts).

P h ar m a c o d y n a mi c ( P D):   Uri n e 
o s m ol alit y ( U os m), s p e cifi c gr a vit y.

S cr e e ni n g: M e di c al hist or y, 
c o m pl et e p h ysi c al e x a mi n ati o n,
uri n e pr e g n a n c y t est ( w o m e n of 
c hil d -b e ari n g p ot e nti al o nl y), a n d 
l a b o r at o r y t ests t o d et e r mi n e 
i niti al eli gi bilit y.

S af et y:   Vit al si g ns, dir e ct e d 
p h ysi c al e x a mi n ati o n, s elf -ass ess e d 
t ol e r a bilit y, A Es, h e m at ol o g y, 
uri n al ysis, a n d s er u m c h e mistr y t ests 
(i n cl u di n g s er u m tr a ns a mi n as es, 
al k ali n e p h os p h at as e, bilir u bi n, 
s er u m s o di u m), bi o m ar k er pl as m a 
a n d uri n e s a m pl es, a n d D N A bl o o d 
s a m pl es (f or c o ns e nti n g s u bj e cts).

P h ar m a c o d y n a mi c ( P D):   Uri n e 
o s m ol alit y ( U os m), u ri n e s p e cifi c 
gr a vit y.

S y n o psis, Crit eri a f or 
E v al u ati o n

Pri m ar y Effi c a c y E n d p oi nt:
Tr e at m e nt diff er e n c e i n t h e c h a n g e of 
e G F R fr o m pr e -tr e at m e nt b as eli n e t o 
p o st -tr e at m e nt f oll o w-u p, n or m ali z e d
( di vi d e d) b y e a c h s u bj e ct’s tr e at m e nt 
d ur ati o n.

P D E n d p oi nts:  U os m a n d s p e cifi c 
gr a vit y.

E x pl or at or y E n d p oi nts:

Effi c a c y:  Ass ess m e nt of A D P K D 
o ut c o m es.

Pri m ar y Effi c a c y E n d p oi nt:
Tr e at m e nt diff er e n c e i n t h e c h a n g e 
of e G F R fr o m pr e -tr e at m e nt b as eli n e 
t o p o st-tr e at m e nt f oll o w-u p, 
a n n u ali z e d ( di vi d e d) by e a c h 
s u bj e ct’s I M P tr e at m e nt d ur ati o n.

P D E n d p oi nts:  U os m a n d u ri n e
s p e cifi c gr a vit y.

E x pl or at or y E n d p oi nts:

Effi c a c y:  Ass ess m e nt of A D P K D 
o ut c o m es a n d a n al y si s of effi c a c y 
b as e d o n m o d al d os es.

S y n o psis, St atisti c al 
M et h o ds , S a m pl e Si z e

B as e d o n a Mi x e d M o d el R e p e at e d 
M e as ur e m e nts a n al ysis of t h e n o n -
J a p a n es e C K D -3 S u bj e cts fr o m tri al 
1 5 6 -0 4 -2 5 1, t h e tr e at m e nt diff er e n c e 
i n r e n al f u n cti o n at M o nt h 1 2 is 1. 0 7 
i n o ur s a m pl e si z e c al c ul ati o n.  It is 
e x p e ct e d t h at t h e r esi d u al v ari a n c e 
a n d sl o p e v ari a n c e w o ul d b e 2 2. 1 3 
a n d 5. 2 7, r es p e cti v el y, ass u mi n g 4 t o 
5 pr e -tr e at m e nt a n d p ost-tr e at m e nt 
o bs er v ati o ns t a k e n i n 2 -w e e k 

B as e d o n a Mi x e d M o d el R e p e at e d 
M e as ur e m e nts a n al ysis of t h e n o n -
J a p a n es e C K D -3 S u bj e cts fr o m tri al 
1 5 6 -0 4 -2 5 1, t h e tr e at m e nt diff er e n c e 
i n r e n al f u n cti o n at M o nt h 1 2 is 1. 0 7 
in o ur s a m pl e si z e c al c ul ati o n.   It is 
e x p e ct e d t h at t h e i nt r a -s u bj e ct 
v a ri a n c e is 1 4. 2 a n d i nt e r -s u bj e ct 
v a ri a n c e is 2 8. 0 5 at M o nt h 1 2.  
Wit h 3 r e p e at e d m e as u r es at p r e -
t r e at me nt b as eli n e a n d p ost -
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i nt er v als.  T h e p o wer c al c ul ati o n 
esti m at es t h at, f or a 2 -si d e d al p h a s et 
at 0. 0 5 f or a p o w er of 8 5 % t o 9 0 %, 
a n d wit h a n a s s u m pti o n of 1 5 % 
dr o p o ut r at e i n t h e tri al, a t ot al s a m pl e 
si z e of a p pr o xi m at el y 6 6 0 t o 7 7 0 
s u bj e cts (r o u n d e d u p t o 7 0 0 t o 8 0 0 
s u bj e cts) is n e e d e d.

t r e at me nt f oll o w -u p, r es p e cti v el y
th e p o w er c al c ul ati o n e sti m at e s t h at, 
f or a 2-si d e d al p h a s et at 0. 0 5 f or a 
p o w er of 9 0 %, a n d wit h a n 
ass u m pti o n of 1 0 % dr o p o ut r at e i n 
t h e tri al, a t ot al s am p l e si z e of
a p p r o xi m at el y 1 3 0 0 s u bj e cts is
n e e d e d.

S y n o psi s, Tri al 
D ur ati o n

T h e d ur ati o n of t h e d o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt p eri o d will b e 
1 2 m o nt hs.  T h e t ot al d ur ati o n of t h e 
tri al (i n cl u di n g pr e-r a n d o mi z ati o n
a n d f oll o w -u p p eri o d s) w ill b e 
a p pr o xi m at el y 1 5 m o nt hs.

T h e d ur ati o n of t h e d o u bl e -bli n d, 
r a n d omi z e d tr e at m e nt p eri o d will b e 
1 2 m o nt hs.  T h e t ot al d ur ati o n f or 
e a c h s u bj e ct e nt e r e d i nt o of t h e 
t ri al is a p p r o xi m at el y 1 5-1 7 
m o nt hs (i n cl u di n g t h e p r e -
r a n d o mi z ati o n a n d f oll o w -u p 
p e ri o ds , a n d a n a d diti o n al 8 w e e ks 
f o r e xt e nsi o n of t h e s c r e e ni n g 
p e ri o d i n s u bj e ct s f o r w h o m  t his is 
n e c ess a r y) .

S e cti o n 1. 4, K n o w n a n d 
P ot e nti al Ris ks a n d 
B e n efits

T y pi c all y, t his w o ul d r e pr es e nt 2 t o 3 
lit ers of w at er p er d a y i n s u bj e cts 
wit h r el ati v el y i nt a ct r e n al f u n cti o n, 
a n d l ess er a m o u nts i n t h os e wit h 
m o r e i m p air e d f un cti o n.

A n i m b al a n c e i n t h e pr o p orti o n of 
s u bj e cts wit h el e v at e d tr a ns a mi n as es 
(t ol v a pt a n > pl a c e b o) l e d t o 
i d e ntifi c ati o n of 3 s u bj e cts (t ot al fr o m 
b ot h Tri al 1 5 6 -0 4 -2 5 1 a n d its o p e n -
l a b el e xt e nsi o n tri al, 1 5 6-0 8 -2 7 1) 
wit h l a b or at or y a n d cli ni c al e vi d e n c e 
of p ot e nti all y s eri o us dr u g -i n d u c e d 
li v er i nj ur y ( DI LI).

T h es e a d v ers e r e a c ti o ns s h o ul d b e 
c o nsi d er e d i n li g ht of t h e b e n efits of a 
r e d u c e d ris k of A D P K D ki d n e y 
c o m pli c ati o ns, i n cl u di n g r e n al p ai n, 
uri n ar y tr a ct i nf e cti o n, h e m at uri a, 
a n e mi a, a n d n e p hr ol it hi asis.

T y pi c all y, t his w o ul d r e pr es e nt a 
mi ni m u m of 2 t o 3 lit ers of w at er 
p er d a y i n s u bj e cts wit h r el ati v el y 
i nt a ct r e n al f u n cti o n, a n d l ess er 
a m o u nts i n t h os e wit h m or e i m p air e d 
f u n cti o n.

....Wit h a o n c e e v e r y 4 -m o nt h 
m o nit o ri n g s c h e m e , a n i m b al a n c e
i n t h e pr o p orti o n of s u bj e cts wit h 
el e v at e d tr a ns a mi n as es (t ol v a pt a n > 
pl a c e b o) l e d t o i d e ntifi c ati o n of 3 
s u bj e cts (t ot al fr o m b ot h Tri al 1 5 6 -
0 4 -2 5 1 a n d its o p e n -l a b el e xt e nsi o n 
tri al, 1 5 6-0 8 -2 7 1) w it h l a b or at or y 
a n d cli ni c al e vi d e n c e of p ot e nti all y 
s erio us dr u g -i n d u c e d li v er i nj ur y 
( DI LI).

....T h es e a d v ers e e v e nts a n d t h e 
a b o v e att ri b ut a bl e a d v ers e 
r e a cti o ns s h o ul d b e c o nsi d er e d i n 
li g ht of t h e b e n efits of a r e d u c e d ris k 
of A D P K D ki d n e y c o m pli c ati o ns, 
i n cl u di n g r e n al p ai n, uri n ar y tr a ct 
i nf e cti o n, h e m aturi a, a n e mi a, a n d 
n e p hr olit hi asis.

S e cti o n 2. 1, Tri al 
R ati o n al e

....H o m e n ursi n g visits or l o c al 
l a b or at or y visits will als o b e a v ail a bl e
f or c oll e cti o n of f oll o w-u p bl o o d 
s a m pl es a n d t o c o nti n u e h e alt h -st at us 
f oll o w u p e v e n if I M P is p er m a n e ntl y 
dis c o nti n u e d.

T h er ef or e, t h e i nf or m ati o n g at h er e d 

....H o m e n ursi n g visits or l o c al 
l a b or at or y visits will als o b e 
a v ail a bl e at m o st sit e s f or c oll e cti o n 
of f oll o w -u p bl o o d s a m pl es a n d t o 
c o nti n u e h e alt h -st at us f oll o w u p 
e v e n if I M P is p er m a n e ntl y 
dis c o nti n u e d.
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t hr o u g h g e n eti c/ bi o m ar k er a n al ysis 
s h o ul d i m pr o v e t h e s p o ns or’s 
u n d erst a n di n g of t h e dis e as e, its 
di a g n osis, pr o g n osis, a n d p ossi bl y 
tr e at m e nt o utc o m e b y  i d e ntif yi n g 
w hi c h p ati e nts ar e m or e li k el y t o 
r es p o n d t o t ol v a pt a n, a n d/ or 
pr e di cti n g w hi c h s u bj e cts ar e li k el y t o 
pr o gr ess t o m or e s e v er e dis e as e 
st at es, a n d/ or pr e di cti n g w hi c h 
s u bj e cts m a y h a v e a n a d v ers e e v e nt 
s u c h as DI LI, a n d/ or l e a d t o n e w 
o p p ort u niti es f or t h er a pi es .

T h er ef or e, t h e i nf or m ati o n g at h er e d 
t hr o u g h g e n eti c/ bi o m ar k er a n al ysis 
s h o ul d i m pr o v e t h e s p o ns or’s 
u n d erst a n di n g of t h e dis e as e, its 
di a g n osis, pr o g n osis, a n d p ossi bl y 
tr e at m e nt o ut c o m e. T his c a n b e 
a c c o m plis h e d b y  id e ntif yi n g w hi c h 
s u bj e cts ar e m or e li k el y t o r es p o n d 
t o t ol v a pt a n, a n d/ or pr e di cti n g w hi c h 
s u bj e cts ar e li k el y t o pr o gr es s t o 
m o r e s e v er e dis e as e st at es, a n d/ or 
pr e di cti n g w hi c h s u bj e cts m a y h a v e 
a n a d v ers e e v e nt s u c h as DI LI, 
a n d/ or l e a d t o n e w  o p p ort u niti es f or 
t h er a pi es.

S e cti o n 2. 2, D osi n g 
R ati o n al e

All s u bj e cts will b e e n c o ur a g e d t o 
pr o gr ess t o 9 0/ 3 0 m g p er d a y, as t his 
is li k el y t o b e m ost eff e cti v e.

All s u bj e cts will b e e n c o ur a g e d t o 
pr o gr ess t o 9 0/ 3 0 m g
p er d a y, as a hi g h e r d os e is li k el y t o 
b e m ost eff e cti v e.

D uri n g t h e d o u bl e -bli n d r a n d o mi z e d 
tr e at m e nt p eri o d, s u bj e cts will eit h er 
b e m ai nt ai n e d o n t h eir m a x i m all y 
t ol er at e d s plit d os e of t ol v a pt a n at 
6 0/ 3 0 m g or 9 0/ 3 0 m g or 
r a n d o mi z e d t o pl a c e b o.  T o m a n a g e 
a d diti o n al t ol er a bilit y iss u es d uri n g 
t his p eri o d, s u bj e cts m a y d o w n-
titr at e bli n d e d tr e at m e nt t o 4 5/ 1 5 m g 
or e v e n 3 0/ 1 5 m g wit h m e di c al 
m o nit or a p pr o v al.   S u bj e cts will b e 
e n c o ur a g e d t o m ai nt ai n m a xi m all y 
t ol er at e d d os e t o o pti mi z e a n d 
m ai nt ai n d esir e d s u p pr essi o n.  If 
d o w n- titr ati o n o c c urs, s u bj e cts will 
b e e n c o ur a g e d t o r et ur n t o pr e vi o us 
m a xi m al t ol er at e d d os e, if p ossi bl e.

S e cti o n 3. 1. 1, Fi g ur e 
3. 1 - 1

S e e pr e vi o us Fi g ur e b el o w S e e r e vis e d Fi g ur e b el o w

S e cti o n 3. 2. 1, Pr e -
r a n d o mi z ati o n

S u bj e cts w h o pr o vi d e i nf or m e d 
c o ns e nt, w h o m e et t h e 
i n cl usi o n/ e x cl usi o n crit eri a, a n d f or 
w h o m pr eli mi n ar y eli gi bilit y is 
est a blis h e d, w ill ent er a n 8 -w e e k r u n -
i n p eri o d.

...T hi s pr e -r a n d o mi z ati o n p eri o d 
c o nsists of a s cr e e ni n g p eri o d 
(t ypi c all y 2 w e e ks f or t ol v a pt a n -n ai v e 
s u bj e cts; h o w e v er, l o n g er p eri o ds u p 
t o 8 a d diti o n al we e k s ar e a c c e pt a bl e 
f or s u bj e cts wit h dr a wi n g fr o m 
t ol v a pt a n, or n e e di n g st a bili z ati o n 
aft er c h a n gi n g ot h er tr e at m e nts, 

S u bj e cts w h o pr o vi d e i nf or m e d 
c o ns e nt , a n d f or w h o m pr eli mi n ar y 
eli gi bilit y is est a blis h e d, will e nt er 
a n 8 -w e e k r u n -i n p eri o d.

...T hi s pr e -r a n d o mi z ati o n p eri o d 
c o nsists of a s cr e e ni n g p eri o d 
(t ypi c all y 1- 2 w e e k s; h o w e v er, 
l o n g er p eri o ds u p t o 8 a d diti o n al 
w e e ks ar e a c c e pt a bl e f or s u bj e cts 
n e e di n g st a bili z ati o n aft er c h a n gi n g 
ot h er tr e at m e nts, es p e ci all y a nti -
h y p ert e nsi v es a n d di ur eti cs , o r w h o 
r e q ui r e a d diti o n al ass ess m e nts f o r 
q u alifi c ati o n ); a pl a c e b o r u n i n 
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es p e ci all y a nti -h y p ert e nsi v es a n d 
di ur eti cs), a pl a c e b o r u n i n p eri o d ( 1 
w e e k), a t ol v a pt a n titr ati o n p eri o d ( 2 
w e e ks), a n d a t ol v a pt a n r u n -i n p eri o d 
( 3 we e ks), d es cri b e d i n m or e d et ail 
b el o w .

p eri o d ( 1 w e e k), a t ol v a pt a n titr ati o n 
p eri o d ( 2 w e e ks), a n d a t ol v a pt a n 
r u n-i n p eri o d ( 3 we e ks).

N/ A D uri n g t his p eri o d, s u bj e cts s h o ul d 
b e t ol d “ Y o u will r e c ei v e pl a c e b o or 
a cti v e tr e at m e nt (t ol v a pt a n) d uri n g 
t h e tr e at m e nt p h as e, b ut y o u will n ot 
k n o w w hi c h. ”  T h e s u bj e cts s h o ul d 
n ot b e t ol d t h at t h er e is a s e p ar at e 
r u n-i n p h as e a n d r a nd o m i z ati o n 
p h as e, a n d t h e y s h o ul d n ot b e t ol d 
w h e n f or m al r a n d o mi z ati o n will 
o c c ur.  T h e y s h o ul d als o b e t ol d 
“ Y o ur eli gi bilit y f or c o nti n u e d 
p arti ci p ati o n w ill b e ass ess e d 
i nt er mitt e ntl y d uri n g t h e tr e at m e nt 
p eri o d. ”

S e cti o n 3. 2. 1. 1, 
S cr e e ni n g P eri o d

S u b j e cts will b e t ol d t h at t h ey will 
r e c ei v e b ot h t ol v a pt a n a n d pl a c e b o 
d uri n g v ari o us s u bs e q u e nt p eri o ds of 
t h e tri al a n d t h at t h e n e xt p eri o d 
i n v ol v es a d os e es c al ati o n wit h 
m ulti pl e effi c a c y, s af et y, a n d 
t ol er a bilit y ass ess m e nts.

S u bj e cts will b e t ol d t h at t h e y will 
r e c ei v e t ol v a pt a n o r pl a c e b o d uri n g 
v ari o us s u bs e q u e nt p eri o ds of t h e 
tri al a n d t h at t h e n e xt p eri o d 
i n v ol v es a d os e es c al ati o n wit h 
m ulti pl e effi c a c y, s af et y, a n d 
t ol er a bilit y ass ess m e nts.

Tri al m e di c ati o n will b e dis p e ns e d 
o n D a y - 4 3 aft er s u bj e ct eli gi bilit y is 
c o nfir m e d.  I n e x c e pti o n al 
cir c u mst a n c es, tri al m e di c ati o n m a y 
b e pr o vi d e d at t h e s e c o n d s cr e e ni n g 
visit wit h i nstr u cti o n n ot t o t a k e a n y 
m e di c ati o n u ntil c o nfir m ati o n o n 
D a y  -4 3 b y t h e i n v esti g at or.  If tri al 
m e di c ati o n i s dis p e ns e d at t h e 
s e c o n d s cr e e ni n g visit , c o nfir m ati o n 
of eli gi bilit y a n d i nstr u cti o ns t o t a k e 
m e di c ati o n will b e pr o vi d e d b y 
t el e p h o n e o n D a y -4 3.

S e cti o n 3. 2. 1. 2, Pl a c e b o 
R u n -i n P eri o d

I n t h e first w e e k aft er t he s cr e e ni n g 
p eri o d, all s u bj e cts w ill b e gi n t h e 
si n gl e - bli n d, pl a c e b o r u n-i n p eri o d 
w h er e t h e y will b e gi v e n pl a c e b o i n a 
d ail y s plit d os e of 0 m g ( a b br e vi at e d 
0/ 0 m g), i n a f or m i d e nti c al t o 
t ol v a pt a n t a bl ets.  T h e s u bj e ct will 
r em ai n bli n d e d t o tr e at m e nt a n d 
r e c ei v e a b ottl e of dr u g w hi c h t h e y 
u n d erst a n d c o ul d b e eit h er t ol v a pt a n 
or pl a c e b o.

I n t h e first w e e k aft er t h e s cr e e ni n g 
p eri o d, all s u bj e cts w ill b e gi n t h e 
si n gl e -bli n d, p l a c e b o r u n-i n p eri o d 
wit h pl a c e b o i n a d ail y s plit d os e of 
0 m g ( a b br e vi at e d 0/ 0 m g), i n a f or m 
i d e nti c al t o t ol v a pt a n t a bl ets at t h e 
1 5/ 1 5 m g d os e .  T h e s u bj e ct will 
r e mai n bli n d e d t o tr e at m e nt , h a vi n g 
r e c ei v e d a b ottl e of t ri al dr u g 
d u ri n g t h e s c r e e ni n g p e ri o d w hi c h 
t h e y u n d e rst o o d c o ul d b e eit h er 
t ol v a pt a n or pl a c e b o.

S e cti o n 3. 2. 1. 4, S u bj e cts t ol er ati n g at l e ast 6 0/ 3 0 m g  S u bj e cts t ol er ati n g at l e ast 6 0/ 3 0 m g 
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T ol v a pt a n R u n -i n 
P eri o d ( D a y -2 1 t o D a y 
-1)

t ol va pt a n m a y e nt er t h e t ol v a pt a n 
r u n-i n p eri o d ( 3 we e k d ur ati o n).

t ol v a pt a n m a y e nt er t h e si n gl e -bli n d,
t ol v a pt a n r u n-i n p eri o d ( 3 we e k 
d ur ati o n).

S e cti o n 3. 2. 2, D o u bl e -
bli n d R a n d o mi z e d 
Tr e at m e nt P eri o d ( D a y 
0 t o M o nt h 1 2)

N/ A S u bj e cts n ot c o nti n ui n g i n t his tri al 
will c o m pl et e E o T x visit 
ass ess m e nts a n d b e f oll o w e d f or 2 1 
d a ys t o ass ess a n y o n g oi n g A Es.

S e cti o n 3. 2. 2, T a bl e 
3. 2. 2 - 1 D osi n g 
S c h e d ul e

Tri al D a y
D a y  -5 6 t o -4 3

Tri al D a y
1 t o 2 w e e ks (t o D a y -4 3 )

S e cti o n 3. 3, Tri al 
P o p ul ati o n

T his tri al w ill c o ns e nt a n d s cr e e n 
s u bj e cts i n or d er t o r a n d o mi z e 
a p pr o xi m at el y 8 0 0 s u bj e cts wit h 
A D P K D....
   I n or d er t o m a xi mi z e p o w er a n d 
mi ni mi z e t h e p ossi bilit y of T y p e 2 
err or, tri al e nr oll m e n t will c o nti n u e 
u ntil a mi ni m u m of 7 0 0 s u bj e cts ar e 
r a n d o mi z e d.  Ti m e all o wi n g, t h e 
s p o ns or m a y, at its dis cr eti o n, e xt e n d 
e nr oll m e nt i n or d er t o r a n d o mi z e u p 
t o 1 0 0 0 s u bj e cts t o f urt h er i mpr o v e 
t h e tri al’s p o wer.

T his tri al w ill c o n s e nt a n d s cr e e n 
t olv a pt a n n aï v e s u bj e cts wit h 
A D P K D... .

....In or d er t o m a xi mi z e p o w er a n d 
mi ni mi z e t h e p ossi bilit y of T y p e 2 
err or, tri al e nr oll m e nt will c o nti n u e 
u ntil a p p r o xi m at el y 1 3 0 0 s u bj e cts 
ar e r a n d o mi z e d.

S e cti o n 3. 4. 1, I nf or m e d 
C o ns e nt

E a c h i n v esti g at or h as b ot h et hi c al a n d 
l e g al r es p o nsi bilit y t o e ns ur e t h at 
s u bj e cts b ei n g c o nsi d er e d f or 
i n cl usi o n i n t his tri al ar e gi v e n a f ull 
e x pl a n ati o n of t h e pr ot o c ol a n d of
t h eir r ol e a n d r es p o nsi biliti es i n t h e 
pr o p os e d r es e ar c h.

E a c h i n v esti g at or h as b ot h et hi c al 
a n d l e g al r es p o nsi bilit y t o e ns ur e 
t h at s u bj e cts b ei n g c o nsi d er e d f or 
i n cl usi o n i n t his tri al ar e gi v e n a f ull 
e x pl a n ati o n of t h e pr ot o c ol ( wit h o ut 
r e v e ali n g d et ails of its i niti al 
si n gl e -bli n d n at u r e) a n d of
t h eir r ol e a n d r es p o nsi biliti es i n t h e 
pr o p os e d r es e ar c h.

S e cti o n 3. 4. 2, I n cl usi o n 
Crit eri a, T a bl e 3. 4. 2 - 1

3 .....
 Wit h o ut f a mil y hist or y: 1 0 c ysts 

p er ki d n e y ( b y a n y r a di ol o gi c 
m et h o d, a b o v e) a n d e x cl usi o n of 
ot h er c ysti c ki d n e y dis e as es.  
C o n diti o ns t o b e e x cl u d e d 
i n cl u d e: m ulti pl e si m pl e r e n al 
c y sts, r e n al t u b ul ar a ci d osis, 
c y sti c d ys pl asi a of t h e ki d n e y, 
m ulti c ysti c ki d n e y, m ultil o c ul ar 
c y sts of t h e ki d n e y, m e d ull ar y 
c y sti c ki d n e y a n d a c q uir e d c ysti c 
dis e as e of t h e ki d n e y.

4.  Distri b uti o n a n d n u m b er of c ysts 
c o nsist e nt wit h t h e o bs er v e d l e v el of 
r e n al f u n cti o n d efi cit.

3.   M al e a n d f e m al e s u bj e ct s w h o 
a r e t ol v a pt a n n aï v e .

4 .....
 Wit h o ut f a mil y hist or y: 1 0 c ysts 

p er ki d n e y ( b y a n y r a di ol o gi c 
m et h o d, a b o v e) a n d e x cl usi o n of 
ot h e r c ysti c ki d n e y dis e as es.  
C o n diti o ns t o b e e x cl u d e d 
i n cl u d e: m ulti pl e si m pl e r e n al 
c y sts, r e n al t u b ul ar a ci d osis, 
c y sti c d ys pl asi a of t h e ki d n e y, 
m ulti c ysti c ki d n e y, m ultil o c ul ar 
c y sts of t h e ki d n e y, m e d ull ar y 
c y sti c ki d n e y a n d a c q uir e d 
c y sti c dis e as e of t h e ki d n e y.

 Distri b uti o n a n d n u m b er of 
c y sts c o nsist e nt wit h t h e 
o bs er v e d l e v el of r e n al f u n cti o n 
d efi cit.
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S e cti o n 3. 5. 1. 1, 
Pri m ar y Effi c a c y 
E n d p oi nt

Tr e at m e nt diff er e n c e i n t h e c h a n g e of 
e G F R fr o m pr e -tr e at m e nt b as eli n e t o 
p o st -tr e at m e nt f oll o w-u p, n or m a li z e d 
( di vi d e d) b y e a c h s u bj e ct’s tr e at me nt 
d ur ati o n.

Tr e at m e nt diff er e n c e i n t h e c h a n g e 
of e G F R fr o m pr e -tr e at m e nt b as eli n e 
t o p o st-tr e at m e nt f oll o w-u p, 
a n n u ali z e d ( di vi d e d) b y e a c h 
s u bj e ct’s I M P tr e at m e nt d ur ati o n.

S e cti o n 3. 5. 2. 3, 
P h ar m a c o ki n eti c/ P h ar m
a c o d y n a mi c E n d p oi nts

P D E n d p oi nts:  U os m a n d s p e cifi c 
gr a vit y

P D E n d p oi nts:  U os m a n d u ri n e
s p e cifi c gr a vit y

T a bl e 3. 7 -1, S c h e d ul e 
of Ass ess m e nts

Pr e vi o us T a bl e is at t h e e n d of 
A p p e n di x 4

U p d at e d T a bl e wit h tr a c k e d c h a n g es
is at t h e e n d of A p p e n di x 4

S e cti o n 3. 7. 1. 1, Pr e -
r a n d o mi z ati o n P eri o d

 s cr e e ni n g p eri o d ( 2 we e k s; 
l o n g er d ur ati o ns of u p t o 8 
a d diti o n al w e e k s m a y b e r e q uir e d 
a c c or di n g t o t h e i n v esti g at or’s 
j u d g m e nt, as d es cri b e d b el o w)

T o est a bli s h t h e pr e -r a n d o mi z ati o n
e G F R, m ulti pl e s er u m cr e ati ni n e 
v al u es (is ot o p e dil uti o n m ass 
s p e ctr os c o p y [I D M S] -tr a c e a bl e) will 
b e o bt ai n e d u n d er st a n d ar di z e d 
c o n diti o ns .....

s cr e e ni n g p eri o d ( 1- 2 w e e ks; l o n g er 
d ur ati o ns of u p t o 8 a d diti o n al w e e ks 
m a y b e r e q uir e d a c c or di n g t o t h e 
i n v esti g at or’s j u d g m e nt, as d es cri b e d 
b el o w )

T o est a bli s h t h e pr e -r a n d o mi z ati o n 
e G F R, m ulti pl e s er u m cr e ati n i n e 
v al u es will b e o bt ai n e d u n d er 
st a n d ar di z e d c o n diti o ns .......

S e cti o n 3. 7. 1. 1. 1, 
S cr e e ni n g P eri o d

T h e s cr e e ni n g p eri o d will b e f or 2 
w e e ks (  1 d a y) f or t ol v a pt a n-n ai v e 
s u bj e cts.  T h e s cr e e ni n g p eri o d m a y 
b e e xt e n d e d u p t o a n a d diti o n al 8 
w e e ks f or s u bj e cts w h o r e q uir e 
m o difi c ati o n of m e di c al c ar e 
s p e cifi c all y f o r t his tri al.

T h e s cr e e ni n g p eri o d will b e f or 1- 2
w e e ks , b ut m a y b e e xt e n d e d u p t o a n 
a d diti o n al 8 w e e ks f or s u bj e cts w h o 
r e q uir e m o difi c ati o n of m e di c al car e 
o r f u rt h e r m e di c al e v al u ati o n
s p e cifi c all y f or t his tri al .

T his m a y i n cl u d e, f or e x a m pl e, 
st a bili zi n g a nti h y p ert e nsi v e r e gi m e ns 
f or s u bj e cts dis c o nti n ui n g di ur eti cs or 
“ w as h -o ut ” of t ol v a pt a n or ot h er 
i n v esti g ati o n al a g e nts f or c a n di d at es 
w h o p arti ci p at e d i n pr e vi o us tri als.  
S u bj e cts w h o w er e pr e vi o usl y t a ki n g 
tol v a pt a n ar e r e q uir e d t o si g n a n I C F 
a n d h a v e at l e ast a 2 w e e k w a s h -o ut 
p eri o d pri or t o b e gi n ni n g t h e 1 - 2-
w e e k s cr e e ni n g ass ess m e nts.   

T his m a y i n cl u d e, f or e x a m pl e, 
st a bili zi n g a nti h y p ert e nsi v e 
r e gi m e ns f or s u bj e cts dis c o nti n ui n g 
di ur eti cs or “ w as h -o u t ” of ot h er 
i n v esti g ati o n al a g e nts.

T h e s cr e e ni n g p eri o d will c o nsist of 
t hr e e visits, e a c h at l e ast 2 4 h o urs 
a p art.  T h e first a n d l ast visits will b e 
cli ni c visits, b ut a visiti n g n urs e 
h o us e c all or l o c al l a b or at or y visit 
m a y b e s u bstit ut e d f or t h e ot h er visit 
w h er e o nl y bl o o d s a m pl es will b e 
c oll e ct e d.

T h e s cr e e ni n g p eri o d s h o ul d b e 
c o m p l et e d wit hi n 1- 2 w e e ks of t h e 
pl a c e b o r u n -i n p eri o d ( u nl ess 
e xt e n d e d as d es c ri b e d a b o v e) .  
Bl o o d will b e d r a w n 2 ti m e s o n 
s e p a r at e d a ys ( visit 1 a n d visit 2) ,
at l e a st 2 4 h o u rs a p a rt. T h e D a y -
4 3 visit will n ot b e s c h e d ul e d u ntil 
l a b o r at o r y r es ults f r o m t h e s e c o n d 
visit a r e r e c ei v e d a n d e v al u at e d s o 
t h at t h e c al c ul at e d me a n e G F R 
r es ult is a v ail a bl e f o r eli gi bilit y 
ass ess m e nt o n D a y -4 3.
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6) Ass ess vit al si g ns (i n cl u d e 
sitti n g h e art r at e a n d bl o o d pr ess ur e 
[first a n d l ast visits])
9) C oll e ct uri n al ysis s a m pl es 
(first a n d l ast visits)
1 0) C oll e ct bl o o d f or s er u m 
cr e ati ni n e f or e G F R c al c ul ati o n ( 3 
c oll e cti o ns, e a c h at l e ast 2 4 h o urs 
a p art)
1 1) C oll e ct bl o o d f or c e ntr al 
cli ni c al l a b or at or y a n al ys es (s o di u m 
[first a n d l ast visits]
1 2) C oll e ct P D uri n e s a m pl e 
(l ast visit)
1 3) C oll e ct bi o m ar k er pl as m a 
a n d uri n e s a m pl es (l ast visit, s e e 
S e cti o n 3. 7. 3. 5
1 6) C oll e ct bl o o d f or D N A 
s a m pl e ( first visit, f or c o ns e nti n g 
s u bj e cts o nl y)

6) Ass ess vit al si g ns (i n cl u d e 
sitti n g h e art r at e a n d bl o o d pr ess ur e 
[first a nd s e c o n d visits])
9) C oll e ct uri n al ys is s a m pl es 
(first a n d s e c o n d visits)
1 0) C oll e ct bl o o d f or s er u m 
cr e ati ni n e f or e G F R c al c ul ati o n ( 2
c oll e cti o n s, first a n d s e c o n d visits , 
at l e ast 2 4 h o urs a p art)
1 1) C oll e ct bl o o d f or c e ntr al 
cli ni c al l a b or at or y a n al ys es (s o di u m 
[first a n d s e c o n d visits] )
1 2) C oll e ct P D uri n e s a m pl e 
(s e c o n d visit)
1 3) C oll e ct bi o m ar k er pl as m a 
a n d uri n e s a m pl es ( s e c o n d visit, s e e 
S e cti o n 3. 7. 3. 5
1 6) C oll e ct b l o o d f or D N A 
s a m pl e ( s e c o n d visit, f or c o ns e nti n g 
s u bj e cts o nl y)

N/ A Tri al m e di c ati o n will b e dis p e ns e d at 
D a y  -4 3 aft er s u bj e ct eli gi bilit y is 
c o nfir m e d.  I n e x c e pti o n al 
cir c u mst a n c es, tri al m e di c ati o n m a y 
b e dis p e ns e d at t h e s e c o n d visit, wit h 
t h e i nstr u cti o n n ot t o t a k e a n y tri al 
m e di c ati o n u ntil eli gi bilit y is 
c o nfir m e d b y t h e i n v esti g at or.  I n 
t h es e c as es, c o nfir m ati o n of 
eli gi bilit y a n d i nstr u cti o ns f or t a ki n g 
tri al m e di c ati o n will b e pr o vi d e d b y 
t el e p h o n e o n D a y -4 3.

S e cti o n 3. 7. 1. 1. 2, 
Pl a c e b o R u n -i n P eri o d 
( D a ys -4 2 t o -3 6)

S u bj e cts will b e gi v e n pl a c e b o i n a 
d ail y s plit d os e of a si n gl e 0 m g t a bl et 
u p o n a w a k e ni n g a n d a n ot h er 0 m g 
t a bl et a p pr o xi m at el y 8 t o 9 h o urs l at er 
( a b br e vi at e d 0/ 0 m g), i n a f or m 
i d e nti c al t o t ol v a pt a n t a bl ets.

5) C oll e ct bl o o d f or s er u m 
cr e ati ni n e f or e G F R c al c ul ati o n ( x 2) 
a n d f or ass ess m e nt of s o di u m ( x 2) 
a n d li v er f u n cti o n p a n el ( x 1) o n 
s e p ar at e d a ys b et we e n D a ys - 3 9 t o -
3 6 wit h t h e l ast s a m pl e b ei n g 
o bt ai n e d o n D a y - 3 6. If s o di u m a n d 
li v er f u n cti o n p a n el ar e c oll e ct e d at 
t h e s a m e visit, a si n gl e t u b e of bl o o d 
s h o ul d b e dr a w n f or all ass ess m e nts.

S u bj e cts will b e gi v e n pl a c e b o i n a 
d ail y s plit d os e of a si n gl e 0 m g 
t a bl et u p o n a w a k e ni n g a n d a n ot h er 0 
m g t a bl et a p pr o xi m at el y 8 t o 9 h o urs 
l ater ( a b br e vi at e d 0/ 0 m g), i n a f or m 
i d e nti c al t o 1 5/ 1 5 m g t ol v a pt a n 
t a bl ets.

5) C oll e ct bl o o d f or s er u m 
cr e ati ni n e f or e G F R c al c ul ati o n a n d 
f or ass ess m e nt of so di u m a n d li v er 
f u n cti o n p a n el o n D a y -3 6 .

1 2) S u bj e cts f o u n d t o b e 
i n eli gi bl e t o c o nti n u e i n t his tri al 
aft er r e c ei vi n g I M P m ust h a v e a 7 -
d a y f oll o w -u p visit (s e e S e cti o n 
3. 8. 3. 1).

S e cti o n 3. 7. 1. 1. 3, 
T ol v a pt a n Titr ati o n 
P eri o d ( D a ys -3 5 t o -

N/ A 1 0) S u bj e cts n ot t ol er ati n g at 
l e ast 6 0/ 3 0 m g d os e s h o ul d b e 
i nf or m e d t h e y di d n ot m e et 
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2 2) eli gi bilit y crit eri a f or c o nti n u ati o n

1 2) S u bj e cts f o u n d t o b e 
i n eli gi bl e t o c o nti n u e i n t his tri al 
m ust h a v e a 7 -d a y  f oll o w-u p visit 
(s e e S e cti o n 3. 8. 3. 1).

S e cti o n 3. 7. 1. 1. 4, 
T ol v a pt a n R u n -I n 
P eri o d ( D a ys -2 1 t o -1)

R a n d o mi z ati o n ( D a y 1) will b e 
str atifi e d b y m e a n e G F R d et er mi n e d 
b y a v ail a bl e c e ntr al is ot o p e dil uti o n 
m ass s p e ctr os c o p y (I D M S) tr a c e a bl e 
s er u m cr e ati ni n e m e as ur e m e nts t a k e n 
d uri n g t h e s cr e e ni n g p eri o d a n d 
pl a c e b o r u n -i n p eri o d.

R a n d o mi z ati o n ( D a y 1) will b e
str atifi e d b y m e a n e G F R s er u m 
cr e ati ni n e m e as ur e m e nts t a k e n 
d uri n g t h e s cr e e ni n g p eri o d a n d 
pl a c e b o r u n -i n p eri o d.

1 5) S u bj e cts f o u n d i n eli gi bl e t o 
b e r a n d o mi z e d a n d c o nti n u e i n t his 
tri al m ust h a v e a 7-d a y f oll o w - u p 
visit (s e e S e cti o n 3. 8. 3. 1).

S e cti o n 3. 7. 1. 2, 
D o u bl e -bli n d, 
R a n d o mi z e d Tr e at m e nt 
P eri o d

1 4) Dis p e ns e I M P at m o nt hl y 
visits u p t o a n d i n cl u di n g M o nt h 1 1

S u bj e cts dis c o nti n ui n g I M P i n t h e 
pl a c e b o r u n -i n p eri o d, t ol v a pt a n 
titr ati o n p eri o d, or t h e
t ol v a pt a n r u n-i n p eri o d s h o ul d als o 
h a v e E o T x ass ess m e nts p erf or m e d 
(s e e S e cti o n 3. 8. 3. 3).

1 4) Dis p e ns e I M P at m o nt hl y 
visits u p t o a n d i n cl u di n g M o nt h 1 1.  
I n c e rt ai n ci r c u mst a n c es, wit h 
m e di c al m o nit o r a p p r o v al, a 3 -
m o nt h d r u g s u p pl y m a y b e 
p r o vi d e d; h o w e v e r, i niti ati o n of 
t h e n e xt m o nt h’s s u p pl y m ust b e 
di r e ct e d b y t h e sit e.

1 6) S u bj e ct s n ot c o nti n ui n g i n 
t his tri al m ust h a v e a 2 1-d a y  f oll o w-
u p p eri o d (s e e S e cti o n 3. 8. 3. 3).

R e g ar dl ess of dis c o nti n u ati o n of 
I M P, t h e s u bj e cts ar e e x p e ct e d t o 
c o m pl et e all m o nt hl y visits a n d 
ass ess m e nts i n cl u di n g t h e M o nt h 1 2 
visit.

S e cti o n 3. 7. 1. 3, F oll o w -
u p P eri o d ( M o nt h 
1 2/ E n d of Tr e at m e nt t o 
D a y  2 1 P ost tr e at m e nt)

T h er e w ill b e n o s c h e d ul e d 
visits/ ass ess m e nts d uri n g t h e first 
w e e k of t h e f oll o w - u p p eri o d.  Aft er 
t h e first w e e k, 5 visits s h o ul d b e 
s c h e d ul e d d uri n g t h e r e m ai ni n g 2 
w e e ks of t h e f oll o w-u p p eri o d 
( b et we e n D a y + 7 a n d D a y + 2 1 ), wit h 
e a c h visit at l e ast 2 4 h o urs a p art.  

T h er e w ill b e n o s c h e d ul e d 
visits/ ass ess m e nts d uri n g t h e first 
w e e k of t h e f oll o w -u p p eri o d. Aft er 
t h e first w e e k, 3 visits s h o ul d b e 
s c h e d ul e d d uri n g t h e r e m ai ni n g 2 
w e e ks of t h e f oll o w -u p p eri o d 
( b et we e n D a y + 7 a n d D a y + 2 1) .  
T h e first visit s h o ul d b e s c h e d ul e d 
o n a p pr o xi m at el y D a y + 7, t h e 
s e c o n d visit o n a p pr o xi m at el y D a y 
+ 1 4 a n d t h e t hir d visit o n 
a p pr o xi m at el y D a y + 2 1 ( -2 d a ys).

S e cti o n 3. 7. 2. 1, S er u m 
Cr e ati ni n e f or 
Esti m at e d Gl o m er ul ar 
Filtr ati o n R at e

T h e e G F R v al u es will b e c al c ul at e d 
fr o m t h e c e ntr al-l a b or at or y I D M S-
tr a c e a bl e  s er u m cr e ati ni n e 
c o n c e ntr ati o ns t a k e n at s cr e e ni n g a n d 
d uri n g e v er y tri al visit .

T h e e G F R v al u es will b e c al c ul at e d 
fr o m t h e c e ntr al-la b or at or y s er u m 
cr e ati ni n e c o n c e ntr ati o ns t a k e n at 
s cr e e ni n g a n d d uri n g e v er y tri al visit .
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S e cti o n 3. 7. 3. 2, Cli ni c al 
L a b or at or y 
Ass ess m e nts

Cli ni c al l a b or at or y s a m pl es f or 
a n al ysis b y t h e c e ntr al l a b or at or y will 
b e c oll e ct e d at t h e f oll o w i n g visits:

 d uri n g s cr e e ni n g ( 3 visits at 
l e ast 2 4 h o urs a p art t h at 
o c c ur d uri n g t h e 2 w e e ks 
pri or t o pl a c e b o r u n -i n) -
cr e ati ni n e ( all 3 visits ), 
s o di u m a n d uri n al ysis (first 
a n d l ast visits), h e m at ol o g y 
a n d c o a g ul ati o n p a n el, 
s er u m c h e mistr y p a n el, a n d 
li v er f u n cti on p a n el (first 
visit)

 d uri n g pl a c e b o r u n -i n -
uri n al ysis ( D a y - 3 6), li v er 
f u n cti o n p a n el, cr e ati ni n e, 
a n d s o di u m (t wi c e o n 
s e p ar at e d a ys b et we e n D a ys  
3 9 t o - 3 6 w it h t h e l ast 
s a m pl e b ei n g o bt ai n e d o n 
D a y  - 3 6)

 d uri n g t h e f oll o w -u p p eri o d 
( 5 visits at l e ast 2 4 h o urs 
a p art t h at b e gi n 1 w e e k aft er 
t h e M o nt h 1 2/ E o T x visit) -
cr e ati ni n e ( all 5 visits), 
s o di u m (first visit), li v er 
f u n cti o n p a n el a n d s er u m 
c h e mistr y p a n el (l ast visit)

Cli ni c al l a b or at or y s a m pl es f or 
a n al ysis b y t h e c e ntr al l a b or at or y 
will b e c o ll e ct e d at t h e f oll o wi n g 
visits:

 d uri n g s cr e e ni n g ( 2 visits at 
l e ast 2 4 h o urs a p art t h at o c c ur 
d uri n g t h e 1- 2 w e e k s pri or t o 
pl a c e b o r u n -i n) - cr e ati ni n e 
(fi rst a n d s e c o n d visits), 
s o di u m a n d uri n al ysis ( fi rst 
a n d s e c o n d visits), h e m at ol o g y 
a n d c o a g ul ati o n p a n el, s er u m 
c h e mistr y p a n el, a n d li v er 
f u n cti o n p a n el (first visit)

 d uri n g pl a c e b o r u n -i n -
uri n al ysis, li v er f u n cti o n p a n el, 
cr e ati ni n e, a n d s o di u m o n 
D a y  -3 6)

 d uri n g t h e f oll o w -u p p eri o d ( 3
visits t h at b e gi n 1 w e e k a ft er t h e 
M o nt h 1 2/ E o T x visit) -
cr e ati ni n e ( 3 visits), s o di u m 
(first visit), li v er f u n cti o n p a n el 
a n d s er u m c h e mistr y p a n el (l ast 
visit)

S e cti o n 3. 7. 3. 2, T a bl e 
3. 7. 3. 2 - 1

N/ A Uri n al ysis p a n el:
 o s m ol alit y
 s p e cifi c gr a vit y

 uri n e cr e ati ni n e
S e cti o n 3. 7. 3. 4. 2, Li v er 
T est A b n or m aliti es a n d 
I nt err u pti o n/ Dis c o nti n u
ati o n of I n v esti g ati o n al 
M e di ci n al Pr o d u ct

N/ A All el e v ati o ns will b e ass ess e d b y 
t h e m e di c al m o nit ori n g t e a m.

S e cti o n 3. 7. 3. 4. 3, 
R e q uir e m e nts f or 
S p e ci al R e p orti n g 
Usi n g t h e Li v er Dis e as e 
El e ctr o ni c C as e R e p ort 
F or m  a n d I m m e di at el y 
R e p ort a bl e E v e nt F or m

N/ A T h e H A C will i n d e p e n d e ntl y d e ci d e 
attri b uti o n a n d will c o m m u ni c at e 
wit h t h e I n d e p e n d e nt D at a 
M o nit ori n g C o m mitt e e (I D M C ) t h at 
o v ers e es t h e tri al.

S e cti o n 3. 7. 3. 5. 1, 
Bi o m ar k er Pl as m a 
S a m pl es

Bl o o d s a m pl es ( 1 0 m L) f or p ot e nti al 
bi o m ar k er a n al ysis will b e c oll e ct e d 
at t h e f oll o wi n g ti m es:
• e n d of t h e s cr e e ni n g p eri o d 
( D a y - 4 3)

Bl o o d s a m pl es ( 1 0 m L) f or p ot e nti al 
bi o m ar k er a n al ysis will b e c oll e ct e d 
at t h e f oll o wi n g ti m es:
• s e c o n d visit of t h e 
s cr e e ni n g p eri o d

S e cti o n 3. 7. 3. 5. 2, 
Bi o m ar k er Uri n e 

A s p ot uri n e s a m pl e ( 2 0 m L) will b e A s p ot uri n e s a m pl e will b e o bt ai n e d 
at t h e f oll o wi n g ti m es:
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S a m pl es o bt ai n e d at t h e f oll o wi n g ti m es:

 e n d of t h e s cr e e ni n g p eri o d ( D a y 
-4 3)

 s e c o n d visit of t h e s cr e e ni n g 
p eri o d

T o e ns ur e a f asti n g uri n e s a m pl e is 
c oll e ct e d, s u bj e cts w ill b e pr o vi d e d 
wit h a st eril e uri n e c u p o n t h e visit 
pr e c e di n g t h e d at e of uri n e s a m pl e 
c oll e cti o n .  S u bj e cts will b e 
i nstr u ct e d t o c oll e ct a uri n e s a m pl e 
pri or t o e at i n g br e a kf ast, a n d t o st or e 
t h e s a m pl e i n t h e r efri g erat or u ntil 
t h eir cli ni c visit.

S e cti o n 3. 7. 3. 5. 3, D N A 
Bl o o d S a m pl es

A bl o o d s a m pl e f or D N A c oll e cti o n 
will b e o bt ai n e d f or e v er y c o ns e nti n g 
s u bj e ct at t h e b e gi n ni n g of t h e 
s cr e e ni n g p eri o d.

A bl o o d s a m pl e f or D N A c oll e cti o n 
will b e o bt ai n e d f or e v er y c o ns e nti n g 
s u bj e ct at t h e s e c o n d visit of t h e 
s cr e e ni n g p eri o d.

S e cti o n 3. 7. 4. 2, 
P h ar m a c o d y n a mi c 
Uri n e S a m pl es

A s p ot uri n e s a m pl e f or d et er mi n ati o n 
of U os m a n d s p e cifi c gr a vit y will b e 
o bt ai n e d at t h e f oll o wi n g ti m es:

 e n d of t h e s cr e e ni n g p eri o d ( D a y 
- 4 3)

A s p ot uri n e s a m pl e f or 
d et er mi n ati o n of U os m a n d s p e cifi c 
gr a vit y will b e o bt ai n e d at t h e 
f oll o wi n g ti m es:
 s e c o n d visit of t h e s cr e e ni n g 

p eri o d

T o e ns ur e a f asti n g uri n e s a m pl e is 
c oll e ct e d, s u bj e cts will b e pr o vi d e d 
wit h a st eril e uri n e c u p o n t h e visit 
pr e c e di n g t h e d at e of uri n e s a m pl e 
c oll e cti o n .  S u bj e cts will b e 
i nstr u ct e d t o c oll e ct a uri n e s a m pl e 
pri or t o e ati n g br e a kf ast , a n d t o st or e 
t h e s a m pl e i n t h e r efri g er at or u ntil 
t h eir cli ni c visit.

S e cti o n 3. 7. 6, 
I n d e p e n d e nt D at a 
M o nit ori n g C o m mitt e e

N/ A .... A dj u di c ati o n r es ults as d et er mi n e d 
b y t h e H A C will b e r e p ort e d t o t h e 
I D M C o n a q u art erl y b asis or m or e 
fr e q u e ntl y as n e c ess ar y....

S e cti o n 3. 8. 3. 2, 
Tr e at m e nt I nt err u pti o n

.....It is ass u m e d t h at a n i nt err u pti o n 
of t his d ur ati o n m a y b e c o m e 
p er m a n e nt, t h er ef or e t h e s u bj e ct will 
h a v e a t ot al of 5 s a m pl es c oll e ct e d f or 
s er u m cr e ati ni n e m e as ur e m e nts ....

.....It is ass u m e d t h at a n i nt err u pti o n 
of t his d ur ati o n m a y b e c o m e 
p er m a n e nt, t h er ef or e t h e s u bj e ct will 
h a v e a t ot al of 3 s a m pl es c oll e ct e d 
f or s er u m cr e ati ni n e 
m e as ur e m e nts ....

Tr e at m e nt m a y still b e r est art e d 
d uri n g or aft er t h es e ass ess m e nts ar e 
c o m pl et e d.

Tr e at m e nt m a y still b e r est art e d 
d uri n g or aft er t h es e ass ess m e nts ar e 
c o m pl et e d ; a n y r e m ai ni n g s e r u m 
c r e ati ni n e ass ess m e nts will n ot 
n e e d t o b e c o m pl et e d if t r e at m e nt 
is r est a rt e d d u ri n g t his p e ri o d.

S e cti o n 3. 8. 3. 3, 
Tr e at m e nt 
Dis c o nti n u ati o n

    D uri n g t h e l ast t w o w e e ks of t h e 
f oll o w-u p p eri o d, t h e s u bj e ct will 
h a v e a t ot al of 5 s a m pl e s c oll e ct e d f or 
s er u m cr e ati ni n e m e as ur e m e nts.

    D uri n g t h e l ast t w o w e e ks of t h e 
f oll o w-u p p eri o d, t h e s u bj e ct will 
h a v e a t ot al of 3 s a m pl es c oll e ct e d 
f or s er u m cr e ati ni n e m e as ur e m e nts.

S e cti o n 3. 8. 3. 4
D o c u m e nti n g R e as o ns 

 S u bj e ct d e ci d es t o dis c o nti n u e 
d u e a n n o y a n c e or dis c o mf ort d u e 

 S u bj e c t c o ul d n ot t ol e r at e 
I M P d u e t o a n A E w hi c h is 
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f or Tr e at m e nt 
I nt err u pti o n/ Dis c o nti n u
ati o n

t o a n o n-s eri o us A E w hi c h is n ot 
ot h er wis e d et er mi n e d t o b e a n 
u n d u e h a z ar d

 C o nti n ui n g I M P pl a c es t h e 
s u bj e ct at u n d u e h a z ar d as 
d et er mi n e d b y t h e i n v esti g at or 
( e g, a s af et y c o n c er n t h at is 
p ossi bl y, pr o b a bl y, or li k el y 
r el at e d t o I M P)

 e G F R d e cr e as e d t o a l e v el 
r e q uiri n g di al ysis or ki d n e y 
tr a ns pl a nt ati o n ( c o nfir m e d b y 
r e p e at t esti n g p ost I M P 
dis c o nti n u ati o n)

 Cli ni c al j a u n di c e (r e q uir es a n 
i m m e di at e i nt err u pti o n of IM P 
a n d pr o m pt r e p e at t esti n g t o 
c o nfir m a b n or m alit y)

 R e as o ns u nr el at e d t o m e di c al 
c o n diti o n ( pr o vi d e d et ail a n d 
r e vi e w A E hist or y wit h s u bj e ct)

 Wit h dr a w al of i nf or m e d c o ns e nt 
( c o m pl et e writt e n wit h dr a w al of 
c o ns e nt f or m)

 Pr e g n a n c y (s e e S e cti o n 5. 4)

a n n o yi n g o r u n c o m f o rt a bl e 
b ut n ot s e ri o us o r h a z a r d o us

 P h ysi ci a n d et e r mi n e d t h at 
t h e r e a r e p ot e nti al I M P 
r el at e d s af et y c o n c e r n o r S A E 
pl a ci n g s u bj e ct at u n d u e 
h a z a r d

 P r o g r essi o n of dis e as e l e a di n g 
t o di al ysis, t r a ns pl a nt ati o n o r 
e G F R d e cli n e as d et e r mi n e d 
b y t h e i n v esti g at o r

 Cli ni c al si g ns of DI LI ( e g, 
j a u n di c e, ri g ht u p p e r 
q u a d r a nt p ai n)

 R e as o ns u nr el at e d t o m e di c al 
c o n diti o n ( e g, p r e g n a n c y, t ri al 
t o o b u r d e ns o m e)

 Wit h dr a w al of i nf or m e d c o ns e nt 
(p a rti al r el at e d t o I M P o r 
c o m pl et e f r o m  t h e t ri al)

 T a ki n g m ar k et e d pr o d u ct f or 
t ol v a pt a n ( dis c o nti n u e d s u bj e cts 
o nl y)

S e cti o n 3. 8. 3. 5, 
Wit h dr a w al of C o ns e nt

N/ A • P arti ci p ati o n i n all r e g ul arl y 
s c h e d ul e d, st u d y -r el at e d f oll o w- up 
visits a n d e n d of tr e at m e nt visits

S e cti o n 3. 1 0, D efi niti o n 
of C o m pl et e d S u bj e cts

S u bj e cts w h o ar e r a n d o mi z e d, t a k e 
I M P ( or n e v er b e gi n tr e at m e nt), b ut 
D O N O T c o m pl et e t h e M o nt h 1 2 visit 
A N D at l e ast 1 f oll o w -u p s er u m 
cr e ati ni n e ass ess m e nt will
b e d efi n e d as “ N o n -c o m pl et er s ”.

S u bj e cts w h o ar e r a n d o mi z e d, t a k e 
I M P ( or n e v er b e gi n tr e at m e nt), b ut 
D O N O T c o m pl et e t h e M o nt h 1 2 
visit A N D at l e ast 1 E o T x f oll o w- u p 
s er u m cr e ati ni n e ass ess m e nt will
b e d efi n e d as “ N o n -c o m pl et er s ”.

S e cti o n 5. 6, F oll o w - u p 
of A d v ers e E v e nts

F or t his t ri al, A E s will b e f oll o we d u p
f or 2 1 d a ys aft er t h e l ast d os e of I M P 
h as b e e n a d mi ni st er e d (f oll o w - u p 
p eri o d)

F or t his tri al, A Es will b e f oll o w e d 
u p f or 7 d a ys i n s u bj e cts w h o 
dis c o nti n u e d p ri o r t o 
r a n d o mi z ati o n a n d f or 2 1 d a ys aft er 
t h e l ast d os e of I M P h as b e e n 
a d mi nist er e d (f oll o w -u p p eri o d) i n 
s u bj e cts w h o w e r e r a n d o mi z e d.

S e cti o n 7. 1. 1, S a m pl e 
Si z e Esti m ati o n

I n t his s a m pl e si z e esti m ati o n, it is 
ass u m e d t h at 4 t o 5 c al c ul ati o ns of 
e G F R will b e o bt ai n e d at b as eli n e 
d uri n g a 3 -w e e k i nt er v al d uri n g 
s cr e e ni n g ( 2 w e e ks) a n d pl a c e b o r u n -
i n ( 1 we e k), a n d a n ot h er 4 t o 5
c al c ul ati o ns will b e o bt ai n e d p ost -
tr e at m e nt d uri n g a 2-w e e k i nt er v al 
t h at b e gi ns 1 w e e k aft er t h e e n d of
tr e at m e nt ( 3-w e e k p ost -tr e at m e nt 

I n t his s a m pl e si z e esti m ati o n, it is 
ass u m e d t h at 3 c al c ul ati o ns of e G F R 
will b e o bt ai n e d at b as eli n e d uri n g a 
3- w e e k i nt er v al d uri n g s cr e e ni n g ( 1-
2 w e e ks ) a n d pl a c e bo r u n -i n ( 1 
w e e k), a n d a n ot h er 3 c al c ul ati o ns 
will b e o bt ai n e d p ost -tr e at m e nt 
d uri n g a 2 -w e e k i nt er v al t h at b e gi ns 
1 w e e k aft er t h e e n d of tr e at m e nt ( 3 -
w e e k p ost -tr e at m e nt f oll o w-u p).  
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f oll o w-u p).  T h e m e a n of t h e 4 t o 5
e G F R v al u es o bs er v e d d uri n g t h e 
s cr e e ni n g a n d pl a c e b o -r u n p eri o ds 
will b e s et as t h e b as eli n e a n d t h e 
m e a n of t h e 4 t o 5 e G F R v al u es 
o bs er v e d d uri n g t h e p ost -tr e at m e nt 
f oll o w-u p p eri o d w ill b e s et as t h e 
r e n al f u n cti o n m e as ur e m e nt p ost-
tr e at m e nt.

T h e m e a n of t h e 3 e G F R v al u es 
o bs er v e d d uri n g t h e s cr e e ni n g a n d 
pl a c e b o -r u n p eri o ds will b e s et as t he 
b as eli n e a n d t h e m e a n of t h e 3 e G F R 
v al u es o bs er v e d d uri n g t h e p ost -
tr e at m e nt f oll o w-u p p eri o d w ill b e 
s et as t h e r e n al f u n cti o n 
m e as ur e m e nt p ost -tr e at m e nt.

T o d eri v e t h e i ntr a -s u bj e ct v ari a n c e 
a n d i nt er- s u bj e ct v ari a n c e, t h e 
a p pr o a c h pr o vi d e d b y , 

 
 

as 
f oll o w e d.  F or s u bj e ct i r a n d o mi z e d 
t o t h e pl a c e b o gr o u p (i = 1, ..., n), t h e 
e G F R at ti m e tj is ass u m e d t o b e 
Yi,j = αi + βi tj + εi,j 
( 1)
F or s u b j e ct i r a n d o mi z e d t o t h e 
t ol v a pt a n gr o u p (i = n + 1, ..., 2 n), t h e 
e G F R at ti m e tj is ass u m e d t o b e 
Yi,j = αi + βi tj + εi,j if j is o bs er v e d 
at b as eli n e ( 2)
Yi,j = αi + Δ + βi tj + εi,j if j is 
o bs er v e d at p ost -tr e at m e nt f oll o w- u p 
( 3)
Yi,j = αi + γ + ( Δ + βi) tj + εi,j if j is 
o bs er v e d d uri n g t h e tr e at m e nt p eri o d 
( 4)
w h er e εi,j ar e ass u m e d ii d N( 0, � 2),  
βi ar e ass u m e d ii d N( � , � β 2), εi,j a n d 
βi ar e m ut u all y i n d e p e n d e nt, a n d Δ is 
tr e at m e nt eff e ct, γ is t h e 
h e m o d y n a mi c o ns et eff e ct.  B as e d o n 
t his m o d el, wit h b as eli n e ti m e is s et 
t o 0, t h e v ari a n c e of c h a n g e fr o m 
b as eli n e at a p ost -b as eli n e visit is 
V ar ( Yi,j - Yi, 0) = V ar( βi tj + εi,j -
εi, 0) =  tj 2 � β 2 + 2 � 2 ( 5)

 d eri v ati o n is b as e d o n 
t h e ass u m pti o n t h at a n o bs er v ati o n of 
e G F R is m a d e at t h e e n d of a 2 -w e e k 
i nt er v al f or k ti m es (t h us, t ot all y 2 k 
w e e ks) at b as eli n e a n d p ost -tr e at m e nt 
f oll o w-u p visit r es p e cti v el y.  T h us, 

v ari a n c e of c h a n g e 
fr o m b as eli n e t o p ost-tr e at m e nt 
f oll o w-u p is 
( 2/ k) � 2 + ( 1 + 1/ 1 2 + k/ 2 6) 2 � β 2 ( 6)
If w e c h a n g e t h e ass u m pti o n t o t his 
o n e t h at all t h es e k o bs er v ati o ns ar e 
o bs er v e d i n t h e 2 -w e e k i nt er v als 
m e nti o n e d i n t h e first p ar a gr a p h i n 

O n e of t h e a p pr o a c h es i n s a m pl e si z e 
c al c ul ati o n f or t his pr ot o c ol is t o us e 
M M R M t o esti m at e t h e i ntr a - a n d 
i nt er-s u bj e ct v ari a n c es.  I n t h e 
A D P K D p h as e 3 tri al , 
t h er e w as a pr e -tr e at m e nt b as eli n e 
visit a n d t w o p ost -tr e at m e nt 
foll o w -u p visits, al o n g wit h ot h er 
o n -tr e at m e nt visits.  Ass u m e t h es e 
d at a f oll o w  t h e f oll o wi n g m o d el 
( d e n ot e d as j = 0 f or b as eli n e a n d j = 
3 7 f or f oll o w -u p, as w ell as j = 4, 8, 
1 2, …, 3 6):
Yi, 0 = αi + εi, 0 ( 1)
Yi,j = αi + δi,j + εi,j ( 2)
w h er e δi,j, as a r a n d o m eff e ct of 
c h a n g e fr o m pr e -tr e at m e nt b as eli n e 
at visit j f or s u bj e ct i.  T h es e δi,js
j oi ntl y f oll o w a m ulti v ari at e n or m al 
distri b uti o n wit h m e a ns b ei n g δ P,j 
f or pl a c e b o s u bj e cts a n d δ T,j f or 
t ol v a pt a n s u bj e cts.  T h eir i n di vi d u al 
v ari a n c e is ass u m e d t o b e � δ,j 2.  
T h es e δi,js ar e s u p p os e d t o b e 
c orr el at e d; h o w e v er, t h eir 
c orr el ati o ns ar e n ot utili z e d f or t h e 
p ur p os e of s a m pl e si z e c al c ul ati o n i n 
t his pr ot o c ol.  I n a d diti o n, αis ar e 
ass u m e d ii d t o h a v e a n or m al 
distri b uti o n, εi,j ar e ass u m e d ii d N( 0, 
� 2), a n d t h es e r a n d o m v ari a bl es ar e 
m ut u all y i n d e p e n d e nt.  T h e n, t h e 
c h a n g e fr o m b as eli n e d at a f oll o w s 
t his c o m m o n M M R M m o d el
Yi,j - Yi, 0 = δi,j - εi, 0 + εi,j =  ζi,j + 
εi,j ( 3)
w h er e ζi,j = δ i,j - εi, 0.  N ot e t h at t h e 
v ari a n c e of ζi,j ( d e n ot e d b y � ζ,j 2) is 
e q u al t o � δ,j 2 + � 2.  T his m o d el 
b e c o m es a o n e -w a y r a n d o m eff e ct 
m o d el if w e o nl y c o nsi d er t h e p ost -
tr e at m e nt f oll o w-u p visits f or a 
tr e at m e nt gr o u p.  T h us, a p pl yi n g a 
o n e- w a y r a n d o m eff e ct m o d el t o t h e 
c h a n g e fr o m pr e -tr e at m e nt b as eli n e 
t o p o st-tr e at m e nt f oll o w-u p d at a of 
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t his s e cti o n, t h e v ari an c e w o ul d ( 2/ k) 
� 2 + ( 1 + 1/ 1 2 + 3/ 5 2) 2 � β 2 ( 7)
T his v ari a n c e f or m ul a w as us e d i n 
o ur s a m pl e si z e c al c ul ati o n, si n c e it 
m at c h es o ur pr ot o c ol d esi g n m or e 
cl os el y.
If t h e m o d el gi v e n b y ( 1) t o ( 4) is 
a p pli e d t o t h e d at a of C K D -3 n o n -
J a p a n s u bj e cts i n Tri al , 
wit h e G F R d at a fr o m pr e -
r a n d o mi z ati o n b as eli n e t o F oll o w- u p 
Visit # 2, t h e r esi d u al v ari a n c e ( � 2) 
a n d sl o p e v ari a n c e ( � β 2) ar e 
esti m at e d as 2 2. 1 3 a n d 5. 2 7, 
r es p e cti v el y, w hi c h m a y b e 
i nt er pr et e d as i ntr a- a n d i nt er-s u bj e ct 
v ari a n c es.  
Wit h a 2- si d e d al p h a of 0. 0 5 a n d 1: 1 
r a n d o mi z ati o n t o t ol v a pt a n a n d 
pl a c e b o, usi n g t h e p ar a m et ers gi v e n 
a b o v e a n d s a m pl e si z e f or m ul a of 2 -
s a m pl e t -t e st, we h a v e t h e f oll o w i n g 
t a bl e: 

( T A B L E 7. 1. 1. 1 d el et e d).

T h e ass u m pti o n of dr o p o ut r at e of 
1 5 % is r e as o n a bl e si n c e t h e dr o p o ut 
r at e was 2 0 % i n Tri al , 
a n d it is e x p e ct e d t h at t h e i n cl usi o n of 
t h e t ol v a pt a n r u n-i n p eri o d i n t his tri al 
will r e d u c e t h e dr o p o ut r at e i n t h e 
d o u bl e bli n d tr e at m e nt p eri o d.  Fr o m 
t his t a bl e, it s e e ms t h at k = 4 w o ul d 
pr o d u c e a n a c c e pt a bl e s a m pl e si z e 
a n d n ot a n e x c essi v e b ur d e n f or 
e nr oll e d s u bj e cts.

pl a c e b o a n d t ol v a pt a n r es p e cti v el y, 
i n s u bj e cts w h o h a d b ot h f oll o w- u p 
visits a n d b as eli n e i n , � 2 
is esti m at e d as  

.  Ta k e t h e a v er a g e 
of t h es e t w o esti m at es of � 2 t o 
o bt ai n a n esti m at e of � 2 as   t o b e 
us e d i n t his s a m pl e si z e c al c ul ati o n, 
w hi c h is t h e �  

.  N ot e t h at 
V ar( Yi,j - Yi, 0) = � δ,j 2 + 2 � 2 ( 4)
At M o nt h 1 2, t h e S D ( St a n d ar d 
D e vi ati o n) c o ul d b e ass u m e d as   

 
 T h e n b as e d 

o n ( 4), � δ,j 2 at M o nt h 1 2 is 
esti m at e d as 2 8. 0 5 . 
Wit h k r e p e at e d m e as ur e m e nts at 
pr e -tr e at m e nt b as eli n e a n d at 1 2 
m o nt h p ost -tr e at m ent f oll o w -u p i n 
t his tri al, t h e b as eli n e i ntr a-s u bj e ct 
v ari a n c e a n d t h e f oll o w -u p i ntr a -
s u bj e ct v ari a n c e ar e r e d u c e d fr o m � 2 
t o � 2/ k r es p e cti v el y.  T h us, t h e 
v ari a n c e of a v er a g e c h a n g e fr o m 
a v er a g e b as eli n e at M o nt h 1 2 is 
(� δ, 1 2 2 + � 2/ k) +  � 2/ k, w hi c h is 
esti m at e d as 3 1. 6  

 wh e n k = 4 a n d 3 2. 8   
w h e n k = 3.  H er e 

w e h a v e t h e f oll o wi n g t a bl e of 
s a m pl e si z e: 

( N e w T A B L E 7. 1. 1. 1 i ns ert e d)

S e cti o n 7. 1. 1, S a m pl e 
Si z e Esti m ati o n

T h us, wit h a n ass u m pti o n of 1 5 %
dr o p o ut r at e i n t h e tri al, t h e t ot al 
s a m pl e si z e (r a n d o mi z e d s u bj e cts) 
w o ul d b e fr o m 6 6 0 t o 7 7 0, a n d will 
b e s et as a r a n g e of b et w e e n 7 0 0 a n d 
1 0 0 0 r a n d o mi z e d s u bj e cts, w it h a 
g o al of 8 0 0 s u bj e cts, d e p e n di n g als o 
o n t h e tri al's a bilit y t o e nr oll a n d t h e 
a c c u m ul at e d n u m b er of s u bj e cts 
r a n d o mi z e d u p t o t h e e n d of 2 0 1 4.  
B e c a us e t his i nf or m ati o n will b e 
h el pf ul i n g ui di n g t h e tr e at m e nt of 
A D P K D p ati e nts wit h m or e a d v a n c e d 
st a g es of C K D, a n d b e c a us e 
m ar k eti n g a p pr o v al i n m a n y 
p arti ci p ati n g c o u ntri es m a y b e 
r e a c h e d b y 2 0 1 5, it is criti c al t o 
c o n cl u d e e nr oll m e nt n e ar t h e e n d of 

F r o m  t h e s a m pl e si z e t a bl e, t h e 
i n c r e as e of r e p e at e d me a s u r e m e nt 
at b as eli n e a n d f oll o w -u p r e d u c es 
t h e s a m pl e si z e si g nifi c a ntl y 
i niti all y b ut q ui c kl y l os es its eff e ct 
w h e n k is g r e a t e r t h a n 3.  It s e e ms 
t h at 3 r e p e at e d m e a s u r e m e nt s 
m a y b e a p p r o p ri at e i n o r d e r t o 
a v oi d s u bj e cts’ b u r d e n.  T h u s, w it h 
a n ass u m pti o n of 1 0 % dr o p o ut r at e 
i n t h e tri al, t h e t ot al s a m pl e si z e 
(r a n d o mi z e d s u bj e cts) wo ul d b e 
a p p r o xi m at el y 1 3 0 0 . 
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2 0 1 4 or b e gi n ni n g of 2 0 1 5.  T his will 
h el p a v oi d missi n g d at a d u e t o 
s u bj e cts l e a vi n g t h e tri al t o s e e k 
c o m m er ci all y a v ail a bl e tr e at m e nt i n 
t h os e c o u ntri es.    

S e cti o n 7. 1. 1, S a m pl e 
Si z e Esti m ati o n

T h e d esir e f or a s m all n u m b er of 
bl o o d dr a ws d uri n g t h es e p eri o ds w as 
e m p h asi z e d b y t h e tri al’s St e eri n g 
C o m mitt e e, w hi c h f urt h er s u g g est e d 
t h at m e as ur es b e t a k e n t o mi ni mi z e 
t h e i ntr a-s u bj e ct v ari a bilit y b y 
st a n d ar di zi n g, as m u c h as p ossi bl e, 
t h e ti mi n g a n d c o n diti o ns b y w hi c h 
s er u m cr e ati ni n e w as ass ess e d (i n 
p arti c ul ar r e c o m m e n di n g a si mil ar 
di et, a v oi di n g v ari ati o n i n pr ot ei n, 
es p e ci all y c o o k e d pr ot ei n, i nt a k e a n d 
e x er cis e p att er n d uri n g t h es e p eri o ds).  
T h e St e eri n g C o m mitt e e als o 
s u g g est e d t h at t h e i ntr a s u bj e ct 
v ari a n c e d uri n g t h e pr e -tr e at m e nt a n d 
p o st -tr e at m e nt p eri ods b e m o nit or e d 
t hr o u g h o ut t h e tri al wit h a m a n d at or y 
i n cr e as e i n s er u m cr e ati ni n e s a m pl e 
n u m b ers (i e, fr o m a mi ni m u m of 4 t o 
a m i ni m u m of 5) or s u bj e ct n u m b ers 
if o bs er v e d v ari a n c e w as gr e at er t h a n 
t h at us e d i n t h e p o wer ass u m pti o n 
( ass ess e d usi n g o nl y b as eli n e e G F R 
d at a i n a p o w er r e -esti m ati o n 
pr o c e d ur e).
T h e y als o f a v or e d t h e p ossi bilit y t h at 
s a m pl e n u m b ers, b ut n ot t h e 
mi ni m u m e nr oll m e nt, b e l o w er e d (i e, 
t o a m a xi m u m of 4 s a m pl es) if 
v ari a n c e w as si g nifi c a ntl y l ess d u e t o 
t h es e m e as ur es (s e e S e cti o n 7.1. 2. 
“ Bli n d e d S a m pl e - Si z e R e-
esti m ati o n ”).

I n o r d e r t o a v oi d e x c essi v e bl o o d 
d r a w s, m e c h a nis ms w e r e 
u n d e rt a k e n t o mi ni mi z e t h e i ntr a-
s u bj e ct v ari a bilit y b y st a n d ar di zi n g, 
as m u c h as p ossi bl e, t h e ti mi n g a n d 
c o n diti o ns b y w hi c h s er u m 
cr e ati ni n e w as ass ess e d (i n p arti c ul ar 
r e c o m m e n di n g a si mil ar di et, 
a v oi di n g v ari ati o n i n pr ot ei n, 
es p e ci all y c o o k e d m e at pr ot ei n, 
i nt a k e a n d e x er cis e p att er n d uri n g 
t h es e p eri o ds).  I n a d diti o n t o t h e 
eff o rts t o r e d u c e v a ri a bilit y b y 
st a n d a r di zi n g s u bj e ct di et at t h e 
ti me of bl o o d d r a ws, t h e n u m b e r 
of s c h e d ul e d bl o o d d r a ws will h el p 
est a blis h p r e cisi o n i n t h e esti m at e d 
m e as u r e m e nts.

S e cti o n 7. 1. 1, S a m pl e 
Si z e Esti m ati o n

I n a d diti o n, t h e 1: 1 r a n d o mi z ati o n 
a n d t h e al p h a ( 0. 0 5, 2- si d e d) 
s p e cifi e d a b o v e i n t h e s a m pl e si z e of 
t h e pri mar y  e n d p oi nt ar e als o 
ass u m e d i n t h e s a m pl e si z e 
c al c ul ati o n.  It is t h e n esti m at e d t h at 
3 1 5 s u bj e cts p er gr o u p ar e r e q uir e d 
f or 8 5 % p o wer a n d 3 6 7 s u bj e cts p er 
gr o u p ar e r e q uir e d f or 9 0 % p o w er.  
T h es e s a m pl e si z es ar e v er y cl os e t o 
t h e s a m pl e si z e c al c ulat e d usi n g   

    
f or e x a m pl e, s a m pl e si z e of 3 6 8 p er 
gr o u p wit h 9 0 % p o w er, w h e n t h e 
v ari a n c es pr o vi d e d a b o v e w er e us e d.   
T h us, wit h a t ot al s a m pl e si z e of fr o m 

I n a d diti o n, t h e 1: 1 r a n d o mi z ati o n 
a n d t h e al p h a ( 0. 0 5, 2 -si d e d) 
s p e cifi e d a b o v e i n t h e s a m pl e si z e of 
t h e pri m ar y e n d p oi nt ar e als o 
ass u m e d i n t h e s a m pl e si z e 
c al c ul ati o n.   It is t h e n esti m at e d t h at
7 3 4 s u bj e cts a r e r e q ui r e d f o r 9 0 % 
p o w e r.  T h us, w it h a t ot al s a m pl e 
si z e of a p p r o xi m at el y 1 3 0 0, t h e k e y 
s e c o n d ar y e n d p oi nt will h a v e m or e 
t h a n 9 0 % p o wer i n d et e cti n g a sl o p e 
diff er e n c e i n t his tri al.
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6 6 0 t o 7 7 0 (r o u n d e d t o 7 0 0 t o 8 0 0),
t h e k e y s e c o n d ar y e n d p oi nt will h a v e 
at l e ast 8 5 % t o m or e t h a n 9 0 % p o w er 
i n d et e cti n g a sl o p e diff er e n c e i n t his 
tri al.

S e cti o n 7. 1. 2, Bli n d e d 
S a m pl e Si z e R e -
esti m ati o n

Bli n d e d s a m pl e si z e r e -esti m ati o n 
will b e c o n d u ct e d w h e n a b o ut h alf of 
t h e pl a n n e d r a n d o mi z e d s u bj e cts ( 3 5 0 
t o 4 0 0) h a v e b e e n r a n d o mi z e d.  T his 
is e x p e ct e d t o b e c o n d u ct e d b ef or e 
t h e e n d of 2 0 1 4 a n d t h us b ef or e t h e 
a v ail a b ilit y of a n y p ost 1 2 m o nt h off-
tr e at m e nt f oll o w-u p e G F R d at a us e d 
f or t h e pri m ar y a n al ysis.  T h e g o al of 
t his bli n d e d s a m pl e si z e r e-esti m ati o n 
is t o c h e c k:  1) t h e diff er e n c es 
b et w e e n t h e o bs er v e d v ari a n c es a n d 
t h e v ari a n c es us e d i n t h e s a m pl e si z e 
c al c ul ati o n; 2) w h et h er t h e a p pr o a c h 
of a v er a gi n g t h e 4 t o 5 b a s eli n e pr e -
tr e at m e nt e G F R o b s er v ati o ns h as 
a c hi e v e d t h e g o al of r e d u ci n g t h e 
v ari a n c e t o t h e l e v el pl a n n e d.  

Bli n d e d s a m pl e si z e r e -esti m ati o n 
will b e c o n d u ct e d w h e n at l e a st a 
t hi r d of t h e p l a n n e d r a n d o mi z e d 
s u bj e cts ( 4 0 0 t o 5 0 0 ) h a v e b e e n 
r a n d o mi z e d.  T his is e x p e ct e d t o b e 
c o n d u ct e d b ef or e t h e a v ail a bilit y of 
a n y p ost 1 2 m o nt h off -tr e at m e nt 
f oll o w-u p e G F R d at a us e d f or t h e 
pri m ar y a n al ysis.  T h e g o al of t his 
bli n d e d s a m pl e si z e r e -esti m ati o n is 
t o c h e c k:  1) t h e diff er e n c es b et w e e n 
t h e o bs er v e d v ari a n c es a n d t h e 
v ari a n c es us e d i n t h e s a m pl e si z e 
c al c ul ati o n; 2) w h et h er t h e a p pr o a c h 
of a v er a gi n g t h e 3 e G F R 
o bs er v ati o ns at p r e -t r e at me nt 
b as eli n e a n d p ost -t r e at me nt 
f oll o w-u p h as a c hi e v e d t h e g o al of 
re d u ci n g t h e v ari a n c e t o t h e l e v el 
pl a n n e d.  

S e cti o n 7. 2, D at as ets 
f or A n al ysis, Pri m ar y 
E n d p oi nt Effi c a c y 
P o p ul ati o n:

....T h e pri m ar y e n d p oi nt’s b as eli n e is 
d efi n e d as t h e a v er a g e of u p t o 5
e G F R v al u es o bs er v e d d uri n g t h e 
s cr e e ni n g a n d pl a c e b o r u n -i n p eri o ds.

T h e c or e s u bj e ct p o p ul ati o n f or all 
effi c a c y a n al ys es is b as e d o n t h e 
i nt e nt-t o-tr e at (I T T) p o p ul ati o n w hi c h 
c o nsists of all r a n d o mi z e d s u bj e cts 
w h o t a k e at l e ast o n e d o s e of I M P.

   T h e pri m ar y e n d p oi nt’s b as eli n e is 
d efi n e d as t h e a v er a g e of u p t o 3
e G F R v al u es o bs er v e d d uri n g t h e 
s cr e e ni n g a n d pl a c e b o r u n -i n 
p eri o d s.
T h e c or e s u bj e ct p o p ul ati o n f or all 
effi c a c y a n al ys es is b as e d o n t h e 
i nt e nt-t o-tr e at (I T T) p o p ul ati o n 
w hi c h c o nsists of  all r a n d o mi z e d 
s u bj e cts w h o t a k e at l e ast o n e d o s e 
of I M P p ost r a n d o m i z ati o n.

S e cti o n 7. 4. 1. 1, 
Pri m ar y E n d p oi nt 
A n al ysis

T o r e d u c e t h e v ari a ti o n i n t his 
pri m ar y e n d p oi nt, 4 t o 5 o bs er v ati o ns 
of e G F R will b e o bt ai n e d at b as eli n e 
d uri n g a 3 w e e k i nt er v al (s cr e e ni n g 
a n d pl a c e b o r u n -i n p eri o ds) a n d 
a n ot h er 4 t o 5 o bs er v ati o ns will b e 
o bt ai n e d p ost -tr e at m e nt d uri n g a 2-
w e e k i nt er v al t h at b e gi ns 1 w e e k aft er 
t h e e n d of tr e at m e nt ( 3-w e e k p ost -
tr e at m e nt foll o w -u p).  T h e a v er a g e of 
t h e 4 t o 5 e G F R v al u es o b s er v e d 
d uri n g t h e b as eli n e p eri o d is s et as t h e 
b as eli n e a n d t h e a v er a g e of t h e 4 t o 5
e G F R v al u es o bs er v e d d uri n g t h e 
p o st -tr e at m e nt f oll o w-u p p eri o d is s et 
as t h e r e n al f u n cti o n m e as ur e m e nt 
p o st -tr e at m e nt

T o r e d u c e t h e v ari a ti o n i n t his 
pri m ar y e n d p oi nt, 3 o bs er v ati o ns of 
e G F R will b e o bt ai n e d at b as eli n e 
d uri n g a 3 w e e k i nt er v al (s cr e e ni n g 
a n d pl a c e b o r u n -i n p eri o ds) a n d 
a n ot h er 3 o bs er v ati o ns will b e 
o bt ai n e d p ost -tr e at m e nt d uri n g a 
2- w e e k i nt er v al t h at b e gi ns 1 w e e k 
aft er t h e e n d of tr e at m e nt ( 3 -w e e k 
p o st -tr e at m e nt foll o w -u p).  T h e 
a v er a g e of t h e 3 e G F R v al u es 
o bs er v e d d uri n g t h e b as eli n e p eri o d 
is s et as t h e bas eli n e a n d t h e a v er a g e 
of t h e 3 e G F R v al u es o bs er v e d 
d uri n g t h e p ost -tr e at m e nt f oll o w- u p 
p eri o d is s et as t h e r e n al f u n cti o n 
m e as ur e m e nt p ost -tr e at m e nt
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S e cti o n 7. 4. 1. 2, 
S e nsiti vit y A n al ysis of 
t h e Pri m ar y E n d p oi nt

Ali g n e d wit h t h e d esir e t o e v al u at e 
eff e cts fr e e fr o m a c ut e h e m o d y n a mi c 
tr e at m e nt eff e cts, a s e nsiti vit y 
a n al ysis of t h e pri m ar y e n d p oi nt will 
b e p erf or m e d i n cl u di n g all a v ail a bl e 
pl a c e b o d at a.  I n t his s e nsiti vit y 
a n al ysis, i n a d diti o n t o t h e 4 t o 5 pr e -
tr e at m e nt b as eli n e o bs er v ati o ns a n d 
t h e 4 t o 5 p o st -tr e at m e nt f oll o w- u p 
o bs er v ati o ns, all p ost r a n d o mi z ati o n 
o n -tr e at m e nt e G F R o bs er v ati o ns i n 
t h e pr ot o c ol-s p e cifi e d visits f or 
pl a c e b o s u bj e cts will als o b e i n cl u d e d

Ali g n e d wit h t h e d esir e t o e v al u at e 
eff e cts fr e e fr o m a c ut e h e m o d y n a mi c 
tr e at m e nt eff e cts, a s e nsiti vit y 
a n al ysis of  t h e pri m ar y e n d p oi nt will 
b e p erf or m e d i n cl u di n g all a v ail a bl e 
pl a c e b o d at a.  I n t his s e nsiti vit y
a n al ysis, i n a d diti o n t o t h e 3 pr e -
tr e at m e nt b as eli n e o bs er v ati o ns a n d 
th e 3 p o st -tr e at m e nt f oll o w-u p 
o bs er v ati o ns, all p ost r a n d o mi z ati o n 
o n -tr e at m e nt e GF R o bs er v ati o ns i n 
t h e pr ot o c ol-s p e cifi e d visits f or 
pl a c e b o s u bj e cts will als o b e 
i n cl u d e d

S e cti o n 7. 4. 3, S u b gr o u p 
Effi c a c y A n al ysis

N/ A S u b gr o u p a n al ys es will b e pr o vi d e d 
f or t h e pri m ar y a n d t h e k e y 
s e c o n d ar y e n d p oi nts b y r e gi o ns ( U S 
a n d n o n -U S), g e n d er ( mal e a n d 
f e m al e), r a c e ( C a u c asi a n a n d Ot h er), 
a g e (  5 5 y e ars, > 5 5 y e ars), b as eli n e 

G F R l e v el  
 
a n d 

b as eli n e T K V  
.

S e cti o n 7. 4. 4. 1, 
E x pl or at or y A n al ysis of 
Effi c a c y B as e d o n 
M o d al D os es

N/ A E x pl or at or y a n al ys es will b e a p pli e d 
t o t h e pri m ar y a n d k e y s e c o n d ar y 
e n d p oi nts will t ol v a pt a n s u bj e cts 
c o d e d b y t h eir m o d al d os es i n t h e 
tri al, usi n g t h e s a m e a n al yti c 
a p pr o a c h e d s p e cifi e d f or t h es e 
e n d p oi nts.

S e cti o n 7. 4 . 5, I nt eri m 
A n al y si s

N/ A T his tri al is t o b e c o n d u ct e d o v er a 
criti c al ti m e p eri o d d uri n g w hi c h 
t ol v a pt a n m a y b e a p pr o v e d as 
t h er a p y f or A D P K D i n s o m e of t h e 
p arti ci p ati n g r e gi o ns.  T h e E ur o p e a n 
M e di ci n es A g e n c y’s ( E M A) 
d e cisi o n f or a p e n di n g m ar k eti n g 
a ut h ori z ati o n a p p li c ati o n f or t h e us e 
of t ol v a pt a n i n tr e at m e nt of A D P K D 
is e x p e ct e d i n 2 0 1 5.  F oll o wi n g 
r e g ul at or y a p pr o v al, r ei m b urs e m e nt 
a n d c o m m er ci al a v ail a bilit y m a y 
h a v e a n i m p a ct o n t h e o n g oi n g 
et hi c al c o n d u ct of t h e tri al.  T his 
m a y i m p a ct s u bj e cts e nr oll e d i n 
E ur o p e w h o ar e c o nti n ui n g i n t h e 
r a n d o mi z e d, pl a c e b o-c o ntr oll e d 
tr e at m e nt p h as e.
T h er ef or e, t h e I D M C f or t his tri al 
will b e e m p o w er e d t o c o n d u ct a n 
i nt eri m a n al ysis (I A) of t h e pri m ar y 
e n d p oi nt o n c e a p pr o xi m at el y h alf of 
e nr oll e d s u bj e cts ( 6 0 0 -7 0 0) ar e 
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e x p e ct e d t o c o m pl et e t h eir pl a n n e d 
o n e- y e ar tr e at m e nt.  T h e s p o ns or 
m a y d e ci d e t h e a ct u al ti m i n g of t h e 
I A t o b e c o n d u ct e d, b as e d o n t h e 
a v ail a bilit y of c o m m er ci al t ol v a pt a n 
i n A D P K D.  T his I A w o ul d us e t h e 
O’ Bri a n -Fl e mi n g s p e n di n g f u n cti o n 
t o a p p orti o n al p h a a nd t h us m a n a g e 
T y p e 1 err or. D et er mi n ati o n of t h e 
i nf or m ati o n ti m e of t h e I A ass u m es 
t ot al s a m pl e si z e i n t his tri al t o b e s et 
at 1 3 0 0, if t h e tri al is still 
r a n d o mi zi n g s u bj e cts at t h e ti m e of 
t h e I A.  F or e x a m pl e, if t h e fir st 6 5 0 
s u bj e cts o ut of 1 3 0 0 t o t al s a m pl e 
si z e ar e i n cl u d e d, a p -v al u e < 
0. 0 0 3 0 5 1 is r e q uir e d t o r ej e ct t h e 
n ull h y p ot h esis, s atisf y t h e o bj e cti v e 
of r e pli c ati n g effi c a c y, a n d off er a 
p ossi bilit y f or e arl y tri al c o m pl eti o n.  
If a r e c o m m e n d ati o n f or e arl y 
t er mi n ati o n is a c c e pt e d, all s u bj e cts 
r e mai ni n g i n t h e tri al c a n b e off er e d 
p arti ci p ati o n i n a pl a n n e d o p e n -l a b el 
e xt e nsi o n tri al.  If t h e n ull h y p ot h esis 
is n ot r ej e ct e d at t his i nt eri m 
e v al u ati o n, t h e tri al w o ul d c o nti n u e 
a n d t h e al p h a of t h e fi n al t est of t h e 
pri m ar y e n d p oi nt w o ul d b e
0. 0 4 9 0 0 2.

S e cti o n 7. 6, S af et y 
A n al ysis

St a n d ar d s af et y v ari a bl es t o b e 
a n al y z e d i n cl u d e A Es, cli ni c al
l a b or at or y d at a, p h ysi c al 
e x a mi n ati o ns, a n d vit al si g ns.

St a n d ar d s af et y v ari a bl es t o b e 
a n al y z e d i n cl u d e A Es, s elf -r e p o rt e d 
t ol e r a bilit y, cli ni c al l a b or at or y d at a, 
p h ysi c al e x a mi n ati o ns, a n d vit al 
si g ns.

A p p e n di x 3, H a n dli n g 
a n d S hi p m e nt of 
Bi o a n al yti c al S a m pl es

T h e 2 0 m L bi o m ar k er s a m pl e will b e 
c oll e ct e d b y t h e s u bj e ct at h o m e a n d 
tr a ns p ort e d t o t h e sit e at r o o m 
t e mp er at ur e. At t h e sit e, t h e s a m pl e 
s h o ul d b e i m m e di at el y e q u all y 
di vi d e d i nt o t h e b ar -c o d e l a b el e d 
p ol y pr o p yl e n e t u b es ( n u m b er of 
ali q u ots will b e d efi n e d i n t h e 
o p er ati o ns m a n u al) a n d fr o z e n.  

T h e P D/ b i o ma r k e r u ri n e s a m pl e 
will b e c oll e ct e d b y t h e s u bj e ct at 
h o m e a n d tr a n s p ort e d t o t h e sit e at 
r o o m t e mp er at ur e.  At t h e sit e, 
2 0 m L of t h e s a m pl e s h o ul d b e 
i m m e di at el y e q u all y di vi d e d i nt o t h e 
b ar -c o d e l a b el e d p ol y pr o p yl e n e 
t u b es ( n u m b er of ali q u ots will b e 
d efi n e d i n t h e o p er ati o ns m a n u al) 
a n d fr o z e n.
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T a bl e 1 0. 2 -1:  S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
( 2 w e e ks
 1 d a y)

Pl a c e b o
r u n- i n

( 1 w e e k  1 d a y)
( D a y s -4 2 t o -3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n
r u n- i n

( 3 w e e ks  1 d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h 1 2/ 
E o T x
visit

3 w e e ks
p ost -t r e at me nt

D a ys -5 6 t o 

-4 3
a D a y 

-4 2

D a y
-3 9 
1 d a y

D a y 
-3 6

D a y s D a y s

D a y 0
M o nt h s
1 t o 1 1

M o nt h 1 2 
/ E o T x

D a ys + 7 t o + 2 1

p ost -fi n al visit
a

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 -1 5 - 8 - 1
I nf o r m e d c o ns e nt X

I n cl usi o n/ E x cl usi o n X

D e m o g r a p hi c/ M e di c al hi st o r y X

Vit al si g ns
b X  X X X X ( X)

b X X

P h ysi c al e x a mi n ati o n
c X X

U ri n e p r e g n a n c y t est ( W O C B P 

o nl y)
d

X ( X)
c X X

Cli ni c al l a b o r at o r y s a m pl e s
e
:

   H e m at ol o g y a n d c o a g ul ati o n X

   U ri n al ysis X  X X X X

   S e r u m  C h e mi st r y P a n el X X X

   Li v e r F u n cti o n P a n el X X X  X  X X  X X

   C r e ati ni n e X X X  X  X X  X  X X  X  X  X  X  X X

   S o di u m X  X  X  X X  X  X X  X  X

P K pl a s m a s a m pl e
f X ( X)

f X X

P D u ri n e s a m pl e
f X X X X ( X)

f X X

Bi o m a r k e r u ri n e a n d pl a s m a X X X X ( X)
f X X
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T a bl e 1 0. 2 -1:  S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
( 2 w e e ks
 1 d a y)

Pl a c e b o
r u n- i n

( 1 w e e k  1 d a y)
( D a y s -4 2 t o -3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n
r u n- i n

( 3 w e e ks  1 d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h 1 2/ 
E o T x
visit

3 w e e ks
p ost -t r e at me nt

D a ys -5 6 t o 

-4 3
a D a y 

-4 2

D a y
-3 9 
1 d a y

D a y 
-3 6

D a y s D a y s

D a y 0
M o nt h s
1 t o 1 1

M o nt h 1 2 
/ E o T x

D a ys + 7 t o + 2 1

p ost -fi n al visit
a

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 -1 5 - 8 - 1

s a m pl e
f

D N A bl o o d s a m pl e
g X

St a rt n e wl y dis p e ns e d I M P X X X X

T ol e r a bilit y/ D osi n g r e vi e w X  X  X  X  X X X  X

R a n d o mi z ati o n X

D r u g dis p e ns ati o n
h X X X X X

D r u g r e c o n cili ati o n
h X X X X  X

I V R S e nt r y
i X  X X  X  X  X  X X X  X X

E x pl o r at o r y P K D o ut c o m es
j X - X X  X

A d v e rs e e v e nts X < ----------------------------------------------------------------------------------------------------------------------------- ------------->

C o n c o m it a nt m e di c ati o ns X < ----------------------------------------------------------------------------------------------------------------------------- ------------->
a
T h e s cr e e ni n g p eri o d m a y b e e xt e n d e d u p t o a n a d diti o n al 8 w e e k s f or s u bj e cts w h o r e q uir e m o difi c ati o n of m e di c al c ar e s p e cifi c all y f or t his tri al.  Visits 

d uri n g t h e s cr e e ni n g a n d f oll o w -u p p eri o ds m ust b e s c h e d ul e d at l e ast 2 4 h o urs ( 1 d a y) a p art.  At e a c h visit, bl o o d w ill b e c oll e ct e d a n d a n al y z e d c e ntr all y 
f or s er u m cre ati ni n e c o n c e ntr ati o ns, i n a d diti o n t o a n y ot h er ass ess m e nts list e d.  A visiti n g n urs e h o us e c all or l o c al l a b or at or y visit m a y b e s u bstit ut e d f or 
visits w h er e o nl y bl o o d/ uri n e will b e c oll e ct e d.  Visits d uri n g t h e s cr e e ni n g p eri o d m ust b e s c h e d ul e d wit hi n a 2 -w e e k p eri o d b ef or e t h e st art of t h e pl a c e b o 
r u n-i n p eri o d.  Visits d uri n g t h e f oll o w-u p p eri o d m ust b e s c h e d ul e d d uri n g a 2 -w e e k p eri o d t h at b e gi n s 1 w e e k aft er t h e e n d of tr e at m e nt visit.

b
T h e f oll o wi n g visits ( a n d all ass ess m e nts r e q uir e d d uri n g t h os e visits) s h o ul d b e p erf or m e d i n -cli ni c: s cr e e ni n g, e n d of pl a c e b o r u n -i n, e n d of t ol v a pt a n 

titr ati o n, e n d of t ol v a pt a n r u n-i n, q u art erl y visits d uri n g t h e r a n d o mi z e d, d o u bl e-bli n d tr e at m e nt p eri o d ( e g, M o nt hs 3, 6, 9), M o nt h 1 2/ e n d of tr e at m e nt 
( E o T x) visit, a n d t h e l a st f oll o w-u p visit.  Vit al si g ns at e a c h of t h e a b o v e visit s i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e.  P ost -v oi d b o d y w ei g ht s h o ul d 
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b e m e as ur e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit o nl y.  H ei g ht s h o ul d b e ass ess e d at t h e first s cr e e ni n g visit o nl y.  Eit h er h ei g ht or 
w ei g ht m a y b e c oll e ct e d as a n u ns c h e d ul e d m e as ur e m e nt if its a ss ess m e nt w as miss e d.

c
A f ull p h ysi c al e x a mi n ati o n i s r e q uir e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit.  A “ dir e ct e d p h ysi c a l e x a mi n ati o n ” m a y b e p erf or m e d at t h e 

q u art erl y visits ( e g, M o nt hs 3, 6, 9) f or ass ess m e nt of si g ns or s y m pt o ms r e p ort e d b y t h e s u bj e ct t h at mi g ht r e q uir e f urt h er e v al u ati o n.
d
D uri n g t h e tri al, a pr e g n a n c y t est s h o ul d b e c o m pl et e d at s cr e e ni n g a n d at t h e q u art erl y visits.  O n s us pi ci o n of pr e g n a n c y, u ns c h e d ul e d uri n e or s er u m 

pr e g n a n c y t esti n g will b e p erf or m e d.  P ositi v e uri n e pr e g n a n c y t ests s h o ul d b e c o nfir m e d wit h a s er u m pr e g n a n c y t est.
e
T h e s p e cifi cs a n d ti mi n g f or cli ni c al l a b or at or y s a m pl es f or c e ntr al a n d l o c al l a b or at or y a n al ys es ar e as f oll o ws:

S c r e e ni n g p e ri o d:   S u bj e cts will h a v e 3 bl o o d dr a ws o n s e p ar at e d a ys b et w e e n D a y -5 6 a n d D a y -4 3.  T h e s u bj e ct’s eli gi bilit y will b e c o nfir m e d b y t h e 
m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ first 2 pr e -tr e at m e nt, c e ntr al l a b or at or y s er u m cr e ati ni n e ass ess m e nts.
Pl a c e b o r u n -i n p e ri o d:  S u bj e cts will h a v e 2 bl o o d dr a ws o n s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art) b et w e e n D a ys -4 2 t o -3 6 w it h t h e l ast s a m pl e o n 
D a y  -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   S u bj e cts will h a v e 1 bl o o d dr a w at t h e e n d of 2 w e e ks wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -2 2.
T ol v a pt a n r u n -i n p e ri o d:  D uri n g t h e l ast 2 w e e ks of t his p eri o d, bl o o d w ill b e dr a w n 2 ti m es o n s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art) wit h t h e l ast 
s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt p e ri o d:   S a m pl es will b e c oll e ct e d f or c e ntr al l a b a n al ysis m o nt hl y a n d at t h e M o nt h 1 2/ E o T x visit.  L o c al st a n d ar d of c ar e 
l a b or at or y t ests will b e p erf or m e d m o nt hl y p er t h e s u bj e ct’s i n di vi d u al cli ni c al m a n a g e m e nt n e eds.  L o c al li v er f u n cti o n p a n el a n al ys es will als o b e 
p erf or m e d m or e fr e q u e ntl y, if n e c ess ar y.

f
D uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d, P K pl as m a s a m pl es, P D uri n e s a m pl es, a n d bi o m ar k er uri n e/ pl as m a s a m pl es will b e c oll e ct e d

q u art erl y ( e g, M o nt hs 3, 6, 9, 1 2/ E o T x).  
g
S a m pl es ar e o pti o n al.

h
Dr u g dis p e nsi n g a n d r e c o n cili ati o n will b e d o n e m o nt hl y a n d s u bj e cts w ill b e r e mi n d e d of t h e i m p ort a n c e of t h eir c o m mit m e nt to c o nti n u e p arti ci p ati o n i n 

t h e tri al..
i
If, d uri n g t h e titr ati o n c o nt a ct, t h e d et er mi n ati o n i s m a d e t o a dj u st t h e d o s e -r e gim e n, t he i n vesti gat or will e nt er t h e s u bj e ct’s st at us i n t h e I V R S a n d arr a n g e f or

dis p e ns ati o n of a n e w I M P kit a n d r e c o n cili ati o n of r et ur n e d I M P.
j
E x pl or at or y P K D o ut c o m es will b e c o m pl et e d eit h er m o nt hl y o v er t h e p h o n e or i n p ers o n d uri n g q u art erl y cli ni c visits.
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R e vis e d S c h e d ul e of Ass ess m e nts
T a bl e 1 0. 2 -1  S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s -4 2 t o -
3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n
r u n- i n

( 3 w e e ks  1 d a y)
( D a y s -2 1 t o -1)

( D a y 
0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h 
1 2/ E o T x

visit
3 w e e ks

p ost -t r e at me nt

V 1 V 2
D a y 
-4 3

D a y -
4 2

D a y -
3 6

D a y s D a y s

D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x

D a ys + 7 t o + 2 1 ( - 2 
d a ys)

p ost -fi n al visit
a-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 -1 5 - 8 - 1

I nf o r m e d c o ns e nt X

I n cl usi o n/ E x cl usi o n X

D e m o g r a p hi c/ M e di c al hi st o r y X

Vit al si g ns
c X X X X X ( X)

c X X

P h ysi c al e x a mi n ati o n
d X ( X)

d X

U ri n e p r e g n a n c y t est ( W O C B P 

o nl y)
e

X X ( X)
e X X

C h e mist r y Bl o o d S a m pl e
c,f

:

   S er u m C h e mistr y P a n el X X X

   Li v er F u n cti o n P a n el X  X X X X X  X X

   Cr e ati ni n e X X X X  X  X X  X  X  X  X

   S o di u m X  X X X X X  X X

H e m at ol o g y a n d c o a g ul ati o n X

P K pl a s m a s a m pl e X ( X)
g X X

Bi o m a r k e r pl a s m a s a m pl e X X X X ( X)
g X X

D N A bl o o d s a m pl e
h X
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T a bl e 1 0. 2 -1  S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s -4 2 t o -
3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n
r u n- i n

( 3 w e e ks  1 d a y)
( D a y s -2 1 t o -1)

( D a y 
0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h 
1 2/ E o T x

visit
3 w e e ks

p ost -t r e at me nt

V 1 V 2
D a y 
-4 3

D a y -
4 2

D a y -
3 6

D a y s D a y s

D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x

D a ys + 7 t o + 2 1 ( - 2 
d a ys)

p ost -fi n al visit
a-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 -1 5 - 8 - 1

U ri n al ysis X X X X X

P D a n d Bi o m a r k e r u ri n e 
s a m pl e

X X X X ( X)
g X X

St a rt n e wl y dis p e ns e d I M P X  X X X

T ol e r a bilit y/ D osi n g r e vi e w X  X  X  X  X X X  X

R a n d o mi z ati o n X

D r u g dis p e ns ati o n
i X X X X X

D r u g r e c o n cili ati o n
i X X X X  X

I V R S e nt r y
j X  X  X X  X  X  X  X X X  X X

E x pl o r at o r y P K D o ut c o m es
k X X X  X

A d v e rs e e v e nts X < ----------------------------------------------------------------------------------------------------------------------------- ------------->

C o n c o m it a nt m e di c ati o ns X < ----------------------------------------------------------------------------------------------------------------------------- ------------->
a
T h e s cr e e ni n g p eri o d s h o ul d b e c o m pl et e d wit hi n 1 -2 w e e ks b ef or e t h e st art of t h e pl a c e b o r u n -i n p eri o d.  T h e s cr e e ni n g p eri o d m a y b e e xt e n d e d u p t o a n 

a d diti o n al 8 w e e ks f or s u bj e cts w h o r e q uir e m o difi c ati o n of m e di c al c ar e s p e cifi c all y f or t his tri al.  Visits d uri n g t h e s cr e e ni n g a n d f oll o w -u p p eri o ds m ust 
b e s c h e d ul e d at l e ast 2 4 h o urs ( 1 d a y) a p art.   T h e D a y -4 3 visit c a n n ot o c c ur u ntil l a b or at or y v al u es fr o m V 2 ar e r e c ei v e d.  F or t w o visits ( V 1, V 2) d uri n g 
t h e s cr e e ni n g p eri o d, bl o o d will b e c oll e ct e d a n d a n al y z e d c e ntr all y f or s er u m cr e ati ni n e c o n c e ntr ati o ns, i n a d diti o n t o a n y ot h er ass ess m e nt s li st e d.  A 
visiti n g n urs e h o us e c all or l o c al l a b or at or y visit m a y b e s u bstit ut e d f or visits w h er e o nl y bl o o d/ uri n e will b e c oll e ct e d d u ri n g t h e f oll o w-u p p eri o d.  Visits 
d uri n g t h e f oll o w -u p p eri o d m ust b e s c h e d ul e d d uri n g a 2 -w e e k p eri o d t h at b e gi ns 1 w e e k aft er t h e e n d of tr e at m e nt visit.

b
If I M P tr e at m e nt is i nt err u pt e d f or  7 d a ys d uri n g t his p eri o d, pr o c e d ur es s h o ul d b e f oll o w e d as d et ail e d i n S e cti o n 3. 8. 3. 2 .
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c
T h e f oll o w i n g visits ( a n d all ass ess m e nts r e q uir e d d uri n g t h os e visits) s h o ul d b e p erf or m e d i n-cli ni c: s cr e e ni n g ( V 1, V 2, D a y -4 3), e n d of pl a c e b o r u n -i n, e n d 

of t ol v a pt a n titr ati o n, e n d of t ol v a pt a n r u n-i n, q u art erl y visits d uri n g t h e r a n d o mi z e d, d o u bl e-bli n d tr e at m e nt p eri o d ( e g, M o nt hs 3, 6, 9), M o nt h 1 2/ e n d of 
tr e at m e nt ( E o T x) visit, a n d t h e l ast f oll o w-u p visit.  Vit al si g ns at e a c h of t h e a b o v e visits i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e.  P ost -v oi d b o d y 
w ei g ht s h o ul d b e m e as ur e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit o nl y.  H ei g ht s h o ul d b e ass ess e d at t h e fi rst s cr e e ni n g vi sit o nl y.  Eit h er 
h ei g ht or w ei g ht m a y b e c oll e ct e d as a n u ns c h e d ul e d m e as ur e m e nt if i ts ass ess m e nt w as miss e d.

d
A f ull p h ysi c al e x a mi n ati o n i s r e q uir e d at   s cr e e ni n g ( V 1)  a n d t h e M o nt h 1 2/ E o T x visit.  A “ dir e ct e d p h ysi c al e x a mi n ati o n ” is p erf or m e d at t h e q u art erl y visits 

( e g, M o nt hs 3, 6, 9) f or ass ess m e nt of si g ns or s y m pt o ms r e p ort e d b y t h e s u bj e ct t h at mi g ht r e q uir e f urt h er e v al u ati o n.
e
D uri n g t h e tri al, a pr e g n a n c y t est s h o ul d b e c o m pl et e d at s cr e e ni n g, e n d of pl a c e b o r u n -i n a n d at t h e q u art erl y visits.  O n s us pi ci o n of pr e g n a n c y, 

u ns c h e d ul e d uri n e or s er u m pr e g n a n c y t esti n g will b e p e rf or m e d.  P ositi v e uri n e pr e g n a n c y t ests s h o ul d b e c o nfir m e d wit h a s er u m pr e g n a n c y t est.
f
All s er u m cr e ati ni n e s a m pl es will b e a n al y z e d b y t h e c e ntr al l a b or at or y.  T h e s p e cifi cs a n d ti mi n g f or all cli ni c al l a b or at or y s a m pl es f or c e ntr al a n d l o c al 

l a b or at or y a n al ys es ar e as f oll o ws:
All visits: O n e or m or e t u b es of bl o o d m a y b e c oll e ct e d t o a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 1 -2 w e e ks of t h e s cr e e ni n g p eri o d, bl o o d w ill b e dr a w n 2 ti m es o n s e p ar at e d a ys ( V 1, V 2) at l e ast 2 4 h o urs a p art.  T h e 
s u bj e ct’s eli gi bilit y will b e c o nfir m e d b y t h e m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ 2 pr e -tr e at m e nt ( V 1, V 2), c e ntr al l a b or at or y s er u m cr e ati ni n e 
ass ess m e nts a n d e nt er e d i n I V R S o n D a y -4 3.
Pl a c e b o r u n -i n p e ri o d:  S u bj e cts will h a v e 1 bl o o d dr a w  at t h e e n d of 1 w e e k wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   S u bj e cts will h a v e 1 bl o o d dr a w at t h e e n d of 2 w e e ks wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -2 2.
T ol v a pt a n r u n -i n p e ri o d:  D uri n g t h e l ast 2 w e e ks of t h i s p eri o d, bl o o d will b e dr a w n 2 ti m es o n s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art) wit h t h e l ast 
s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt p e ri o d:   S a m pl es will b e c oll e ct e d f or c e ntr al l a b a n al ysis m o nt hl y a n d at t h e M o nt h 1 2/ E o T x visit.  L o c al st a n d ar d of c ar e 
l a b or at or y t ests will b e p erf or m e d m o nt hl y p er t h e s u bj e ct’s i n di vi d u al cli ni c al m a n a g e m e nt n e e ds.  L o c al li v er f u n cti o n p a n el a n al ys es will als o b e 
p erf or m e d m or e fr e q u e ntl y, if n e c ess ar y.
F oll o w -u p p e ri o d:   S u bj e cts will h a v e bl o o d dr a w n o n 3 visi ts o v er D a ys + 7 t o + 2 1 p ost-tr e at m e nt.

    F ull C h e mistr y p a n el will b e o bt ai n e d d uri n g f oll o wi n g visit: S cr e e ni n g ( V 1), q u art erl y visit ( M 3, M 6, M 9, M 1 2/ E o T x, F/ U p eri o d D a y 2 1
    S er u m cr e ati ni n e, s er u m s o di u m,: S cr e e ni n g ( V 2), e n d of pl a c e b o p eri o d, e n d of  t ol v a pt a n titr ati o n,  2 ti m es d uri n g t ol v a pt a n r u n -i n,  m o nt hl y d uri n g 

d o u bl e bli n d tr e at m e nt p eri o d, 2 ti m es d uri n g F/ U p eri o d
    Li v er f u n cti o n p a n el: S cr e e ni n g ( V 2), e n d of pl a c e b o p eri o d, e n d of  t ol v a pt a n titr ati o n, 2 ti m es d uri n g t ol v a pt a n r u n -i n,  m o nt hl y d uri n g d o u bl e bli n d 

tr e at m e nt p eri o d, F/ U p eri o d D a y 2 1
g
D uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d, P K pl as m a s a m pl es, P D uri n e s a m pl es, a n d bi o m ar k er uri n e/ pl as m a s a m pl es will b e c oll e ct e d

q u art erl y ( e g, M o nt hs 3, 6, 9, 1 2/ E o T x).
h
D N A s a m pl es ar e o pti o n al.

i
Dr u g dis p e nsi n g a n d r e c o n cili ati o n will b e d o n e m o nt hl y ( e x c e pti o ns t o all o w dis p e nsi n g/r e c o n cili ati o n at e a c h 3 -m o nt h cli ni c visit m a y b e m a d e b y t h e 

m e di c al m o nit or i n e x c e pti o n al cir c u mst a n c es, wit h i nstr u cti o ns t o t a k e o nl y o n e m o nt h’s s u p pl y a n d st art t h e n e xt m o nt h o nl y aft er a c c e pt a bl e s af et y l a b 
r es ults ar e c o nfir m e d b y t h e i n v esti g at or).  I nstr u cti o ns t o b e gi n t a ki n g t h e n e xt m o nt h’s tri al m e di c ati o n will b e gi v e n b y t el e p h o n e c o nt a ct.  S u bj e cts will 
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b e r e mi n d e d of t h e i m p ort a n c e of t h eir c o m mit m e nt t o c o nti n u e p arti ci p ati o n i n t h e tri al.  At t h e c o m pl eti o n of t h e s cr e e ni n g p eri o d, tri al m e di c ati o n will b e 
dis p e ns e d at D a y -4 3 aft er s u bj e ct eli gi bilit y is c o nfir m e d.  I n e x c e pti o n al cir c u mst a n c es, tri al m e di c ati o n m a y b e d i s p e n s e d at V 2, wit h t h e i nstr u cti o n n ot 
t o t a k e a n y tri al m e di c ati o n u ntil eli gi bilit y is c o nfir m e d b y t h e i n v esti g at or.  I n t h es e c as es, c o nfir m ati o n of eli gi bilit y a n d i nstr u cti o ns f or t a ki n g tri al 
m e di c ati o n will b e pr o vi d e d b y t el e p h o n e o n D a y -4 3.

j
If, d uri n g t h e titr ati o n c o nt a ct, t h e d et er mi n ati o n i s m a d e t o a dj u st t h e d o s e -r e gim e n, t he i n vesti gat or will e nt er t h e s u bj e ct’s st at us i n t h e I V R S a n d arr a n g e f or

dis p e ns ati o n of a n e w I M P kit a n d r e c o n cili ati o n of r et ur n e d I M P.  At t h e e n d of t h e titr ati o n p eri o d, t h e s u bj e ct’s hi g h e st t ol er at e d d os e will b e utili z e d f or 
t h e 3-w e e k t ol v a pt a n r u n -i n p eri o d.

k
E x pl or at or y P K D o ut c o m es will b e c o m pl et e d eit h er m o nt hl y o v er t h e p h o n e or i n p ers o n d uri n g q u art erl y cli ni c visits.
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A d mi nist r ati v e C h a n g e N u m b e r: 2

Iss u e D at e: 2 5 J u n e 2 0 1 4

P U R P O S E:
T his a d mi nistr ati v e c h a n g e will n ot aff e ct t h e s af et y  of s u bj e cts, t h e s c o p e of t h e 
i n v esti g ati o n, or t h e s ci e ntifi c q u alit y of t h e tri al.

T h e m ai n p ur p os e of t his a d mi nist r ati v e c h a n g e w as t o ali g n t h e St atisti c al A n al y sis Pl a n 
wit h t h e pr ot o c ol.  I n a d diti o n, an a d mi nistr ati v e c h a n g e t o H o m e N ursi n g S er vi c es w as 
m a d e , a n d s e v er al cl ari fi c ati o ns t o t h e pr ot o c ol w er e a d d e d.

B A C K G R O U N D:

T h e U S -F D A’s S p e ci al Pr ot o c ol A gr e e m e nt ( S P A) r e q u est e d s e v er al m o difi c ati o ns t o t h e 
pr ot o c ol t o m or e cl os el y ali g n a n al ys es wit h t h e St atisti c al A n al y sis Pl a n.   T h e d el e g at e d 
H o m e N ursi n g S er vi c es v e n d or w as als o c h a n g e d a n d is n o w u p d at e d . 

S e cti o n al R e visi o ns

L o c ati o n Ol d T e xt U p d at e d T e xt
S y n o psis, Tri al D esi g n, 
D o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt 
p eri o d ( 1 2 m o nt hs):  

...S u bj e ct s w ill als o b e str atifi e d b y 
t ot al ki d n e y v ol u m e  

 if k n o w n.  

...S u bj e ct s w ill als o b e str atifi e d b y 
t h r e e t ot al ki d n e y v ol u m e ( T K V)
c rit e ri a  

S y n o psis, Pri m ar y 
Effi c a c y A n al ysis

Pri m ar y effi c a c y a n al ysis: T h e 
c h a n g e i n e G F R fr o m pr e -tr e at m e nt 
b as eli n e t o p ost -tr e at m e nt f oll o w-u p, 
a n n u ali z e d ( di vi d e d) b y e a c h 
s u bj e ct ’s I M P tr e at m e nt d ur ati o n, will 
b e c al c ul at e d.  T h e a n n u ali z e d c h a n g e 
i n e G F R will b e a n al y z e d b y a n al ysis 
of c o v ari a n c e ( A N C O V A ) wit h 
tr e at m e nt a n d r a n d o mi z ati o n 
str atifi c ati o n f a ct ors as f a ct or a n d 
c o v ari at e b as eli n e s.

Pri m ar y effi c a c y a n al ysis: T h e 
c h a n g e i n e G F R fr o m pr e -tr e at m e nt 
b as eli n e t o p ost -tr e at m e nt f oll o w-u p, 
a n n u ali z e d ( di vi d e d) b y e a c h 
s u bj e ct ’s I M P tr e at m e nt d ur ati o n, 
will b e c al c ul at e d.  T h e a n n u ali z e d
c h a n g e i n e G F R will b e a n al y z e d b y 
a w ei g ht e d a n al ysis of c o v ari a n c e 
(A N C O V A ) wit h tr e at m e nt a n d 
r a n d o mi z ati o n str atifi c ati o n f a ct ors 
as f a ct or a n d c o v ari at e b as eli n e s.   
T his w ei g ht e d a n al ysis is b as e d o n 
t h e r e ci p r o c al of t h e esti mat e d 
v a ri a n c e of t h e “ e sti m at e d sl o p es. ”

A b br e vi ati o ns List I D M S - Is ot o p e dil uti o n m ass 
s p e ctr o m etr y

S e cti o n 2. 1, Tri al 
R ati o n al e

T o d e cr e as e v ari a bilit y, m ulti pl e 
s er u m cr e ati ni n e m e as ur e m e nts will 
b e t a k e n b ot h pr e - a n d p ost -tr e at me nt 
f or e a c h s u bj e ct, a n d t h e eG F R v al u es
will t h e n b e a v er a g e d.

T o d e cr e as e v ari a bilit y, m ulti pl e 
s er u m cr e ati ni n e m e as ur e m e nts 
(is ot o p e dil uti o n ma s s 
s p e ct r o m et r y [I D M S] -t r a c e a bl e)
will b e t a k e n b ot h pr e - a n d p o st -
tr e at m e nt f or e a c h s u bj e ct, a n d t h e 
e G F R v al u es will t h e n b e a v er a g e d.

S e cti o n 3. 2. 2 , D o u bl e - Aft e r str atifi e d r a n d o mi z ati o n, Aft er str atifi e d r a n d o mi z ati o n , b y 
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L o c ati o n Ol d T e xt U p d at e d T e xt
bli n d R a n d o mi z e d 
Tr e at m e nt P eri o d ( D a y 
0 t o M o nt h 1 2)

s u bj e cts will e nt er t h e d o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt p eri o d 
r e c ei vi n g eit h er t ol v a pt a n or pl a c e b o 
i n a 1: 1 r ati o.

b as eli n e e G F R ( at a t h r es h ol d of 

, b y 

a g e (  5 5 o r > 5 5 y e a rs ol d), a n d 
b y t h r e e T K V c rit e ri a  

 s u bj e cts 
will e nt er t h e d o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt p eri o d 
r e c ei vi n g eit h er t ol v a pt a n or pl a c e b o 
i n a 1: 1 r ati o.

S e cti o n 3. 4. 1 , I nf or m e d 
C o ns e nt

O n c e t h e a p pr o pri at e ess e nti al 
i nf or m ati o n h as b e e n pr o vi d e d t o t h e 
s u bj e ct a n d f ull y e x pl ai n e d i n 
l a y m a n’s l a n g u a g e b y t h e i n v esti g at or 
( or a q u alifi e d d esi g n e e) a n d it is f elt 
t h at t h e s u bj e ct u n d erst a n ds t h e 
i mpli c ati o ns of p arti ci p ati n g, t h e 
I R B/I E C-a p pr o v e d w ritt e n I C F s h all 
b e p ers o n all y si g n e d a n d d at e d b y 
b ot h t h e s u bj e ct a n d t h e p ers o n 
o bt ai ni n g c o ns e nt (i n v esti g at or or 
d esi g n e e), ...

O n c e t h e a p pr o pri at e ess e nti al 
i nf or m ati o n h as b e e n pr o vi d ed t o t h e 
s u bj e ct a n d f ull y e x pl ai n e d i n 
l a y m a n’s l a n g u a g e b y t h e 
i n v esti g at or ( or a q u alifi e d d esi g n e e) 
a n d it is f elt t h at t h e s u bj e ct 
u n d erst a n ds t h e i m pli c ati o ns of 
p arti ci p ati n g, t h e I R B/I E C -a p pr o v e d
writt e n I C F s h all b e si g n e d a n d 
d at e d b y all s u bj e ct s ( o r t h ei r 
g u a r di a n o r l e g al r e p r es e nt ati v e, 
as a p pli c a bl e f o r l o c al l a ws), a n d 
t h e p ers o n o bt ai ni n g c o ns e nt 
(i n v esti g at or or d esi g n e e),..

S e cti o n 3. 5. 2. 1 , K e y 
S e c o n d ar y Effi c a c y 
E n d p oi nt

Tr e at m e nt diff er e n c e i n a n n u ali z e d 
sl o p e of e G F R c al c ul at e d f or 
i ndi vi d u al s u bj e cts usi n g a n 
a p pr o pri at e b as eli n e a n d a v ail a bl e, 
p o st -r a n d o mi z atio n, o n tr e at m e nt 
ass ess m e nts.

Tr e at m e nt diff er e n c e i n a n n u ali z e d 
sl o p e of e G F R c al c ul at e d f or 
i n di vi d u al s u bj e cts usi n g e G F R d at a 
o bs e r v e d i n t h e pl a c e b o r u n -i n, 
t ol v a pt a n r u n-in ( n ot i n cl u di n g 
t ol v a pt a n tit r ati o n), d o u bl e-bli n d 
t r e at me nt, a n d p ost -t r e at me nt 
f oll o w-u p ( n ot i n cl u di n g d at a 
c oll e ct e d i n t h e fi rst w e e k a ft e r t h e 
l ast I M P d os e) p e ri o ds.

S e cti o n 3. 6 , M e as ur es 
t o Mi ni mi z e/ A v oi d 
Bi a s

S u bj e cts will als o b e str atifi e d b y 
t ot al ki d n e y v ol u m e ( T K V;  2 0 0 0 
m L or > 2 0 0 0 m L ), if k n o w n.

S u bj e cts will als o b e str atifi e d b y 
t h r e e T K V c rit e ri a ( 2 0 0 0 m L, > 
2 0 0 0 m L, o r u n k n o w n ).

S e cti o n 3. 7, Tri al 
Pr o c e d ur es , S c h e d ul e of 
Ass ess m e nts

c
...Eit h er h ei g ht or w ei g ht m a y b e 

c oll e ct e d as a n u ns c h e d ul e d 
m e as ur e m e nt if its ass ess m e nt w as 
miss e d .

c
...Eit h er h ei g ht or w ei g ht m a y b e 

c oll e ct e d as a n u ns c h e d ul e d 
m e as ur e m e nt if t h e pl a n n e d
ass ess m e nt w as miss e d .  W ei g ht 
m a y b e ass ess e d as n e c e s s a r y t o 
ass ess c h a n g es i n b o d y w ei g ht.

i...I nstr u cti o ns t o b e gi n t a ki n g t h e n e xt 
m o nt h’s tri al m e di c ati o n will b e 
gi v e n b y t el e p h o n e c o nt a ct....

i...I nstr u cti o ns t o b e gi n t a ki n g t h e 
n e xt m o nt h’s tri al m e di c ati o n will b e 
gi v e n d u ri n g t h e ti m e of I M P 
dis p e n s ati o n at e a c h m o nt hl y vi sit 
o r b y t el e p h o n e c o nt a ct aft e r t h e 
m o nt hl y L F T s a m pl e s a r e
c oll e ct e d .  If L F T r es ults a r e 
a b n o r m al, t h e sit e will c o n d u ct a
t el e p h o n e c o nt a ct wit h t h e t ri al 
s u bj e ct t o i nf o r m t h e m t h at 
p r o m pt i m m e di at e r et esti n g (i e, 
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L o c ati o n Ol d T e xt U p d at e d T e xt
w it hi n 7 2 h o u rs) ma y b e n e c ess a r y 
(s e e S e cti o n 3. 7. 3. 4 f o r g ui d a n c e) 
a n d t o a r r a n g e f o r f oll o w -u p a n d 
a dj us t me nt of m e di c ati o n ( a s 
n e e d e d); if a d o w n tit r ati o n is 
r e q ui r e d, t h e s u bj e ct ma y n e e d t o 
r et u r n t o t h e sit e o r h a v e n e w d r u g 
d eli v e r e d .

T ol v a pt a n R u n -i n ( 3 we e k s  1 d a y)
D a y  - 1 5 c ol u m n w as d el et e d

S e cti o n 3. 7. 1. 1, Pr e -
r a n d o mi z ati o n P eri o d

Pr e -r a n d o mi z ati o n e G F R v al u e(s) 
will b e c oll e ct e d f or e a c h p ot e nti al 
tr e at m e nt assi g n m e nt f or all s u bj e cts.

Pr e -r a n d o mi z ati o n e G F R v al u e(s) 
will b e c al c ul at e d b y C K D -E PI f or 
e a c h p ot e nt i al tr e at m e nt assi g n m e nt 
f or all s u bj e cts.

T o est a bli s h t h e pr e -r a n d o mi z ati o n 
e G F R, m ulti pl e s er u m cr e ati ni n e 
v al u es will b e o bt ai n e d u n d er 
st a n d ar di z e d c o n diti o ns

T o est a bli s h t h e pr e -r a n d o mi z ati o n 
e G F R, m ulti pl e s er u m cr e ati ni n e 
v al u es ( I D M S-t r a c e a bl e) wi ll b e 
o bt ai n e d u n d er st a n d ar di z e d 
c o n diti o ns

S e cti o n 3. 7. 1. 1. 4, 
T ol v a pt a n R u n -I n 
P eri o d ( D a ys -2 1 t o -1)

S u bj e cts will al s o b e str atifi e d b y a g e 
( 5 5 or > 5 5 y e ars ol d) a n d b y t ot al 
ki d n e y v ol u m e ( T K V;  2 0 0 0 m L, or 
> 2 0 0 0 m L), if k n o w n.

S u bj e ct s w ill als o b e st r atifi e d b y 
a g e (  5 5 or > 5 5 y e ars ol d) a n d b y  
t h r e e T K V c rit e ri a ( 2 0 0 0 m L, > 
2 0 0 0 m L, o r u n k n o w n ).

S e cti o n 3. 7. 2. 1, S er u m 
Cr e ati ni n e f or 
Esti m at e d Gl o m er ul ar 
Filtr ati o n R at e

T h e e G F R v al u es will b e c al c ul at e d 
fr o m t h e c e ntr al-l a b or at or y s er u m 
cr e ati ni n e c o n c e ntr ati o ns t a k e n at 
s cr e e ni n g a n d d uri n g e v er y tri al visit.

T h e e G F R v al u es will b e c al c ul at e d 
b y C K D -E PI fr o m t h e c e ntr al-
l a b or at or y s er u m cr e ati ni n e 
c o n c e ntr ati o ns t a k e n at s cr e e ni n g 
a n d d uri n g e v er y tri al visit.

S e cti o n 7. 4. 1. 1, 
Pr i m ar y E n d p oi nt 
A n al ysis

T h e pri m ar y e n d p oi nt of t his tri al is 
t h e c h an g e i n e G F R fr o m pr e -
tr e at m e nt b as eli n e t o p ost-tr e at me nt 
f oll o w-u p, a n n u ali z e d ( di vi d e d) b y 
e a c h s u bj e cts’ I M P tr e at m e nt 
d ur ati o n .

T h e pri m ar y e n d p oi nt of t his tri al is 
t h e c h a n g e i n e G FR ( c al c ul at e d b y 
t h e C K D-E PI f o r m ul a) fr o m pr e-
tr e at m e nt b as eli n e t o p ost-tr e at me nt 
f oll o w-u p, a n n u ali z e d ( di vi d e d) b y 
e a c h s u bj e cts’ I M P tr e at m e nt 
d ur ati o n .

...T h us, a n al ysis of c o v ari a n c e 
( A N C O V A) wit h eff e cts of tr e at m e nt 
a n d r a n d o mi z ati o n str atifi c ati o n 
f a ct ors a n d c o v ari at e b as eli n e will b e 
a p pli e d t o t h es e “ esti m at e d sl o p es ” as 
t h e pri m ar y a n al ysis.  

...T h us, a w ei g ht e d a n al ysis of 
c o v ari a n c e ( A N C O V A) wit h eff e cts 
of tr e at m e nt a n d r a n d o mi z ati o n 
str atifi c ati o n f a ct ors a n d c o v ari at e 
b as eli n e will b e a p pli e d t o t h es e 
“ esti m at e d sl o p es ” as t h e pri m ar y 
a n al ysis.  T his w ei g ht e d a n al ysis is 
b as e d o n t h e r e ci p r o c al of t h e 
e sti m at e d v a ri a n c e of t h e 
“ e sti m at e d sl o p es, ” a n d t h e 
d et ail e d al g o rit h m  t o d e ri v e t h e 
e sti m at e d v a ri a n c e is p r o vi d e d i n 
S e cti o n 8. 3 of t h e S A P.

S e cti o n 7. 4. 1. 3, 
S e nsiti vit y A n al ysis 
I n cl u di n g D at a fr o m 
S u bj e cts W h o 
Dis c o nti n u e I M P

T his s e nsiti vit y a n al ysis d e vi at es 
fr o m t h e M A R ass u m pti o n t o i n cl u d e 
t h e p ost-dis c o nti n u ati o n f oll o w - u p 
d at a i n t h e a n al ysis s p e cifi e d i n t h e 
pr e vi o us s e cti o n.  S u bj e cts w h o 
dis c o nti n u e I M P aft er r a n d o mi z ati o n 

T his s e nsiti vit y a n al ysis d e vi at es 
fr o m t h e M A R ass u m pti o n t o 
i n cl u d e t h e p ost-di s c o nti n u ati o n 
f oll o w-u p d at a i n t h e a n al ysis 
s p e cifi e d i n t h e p ri m a r y a n al ysis
s e cti o n.  S u bj e cts w h o dis c o nti n u e 
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L o c ati o n Ol d T e xt U p d at e d T e xt
wit h o ut wit h dr a w i n g c o ns e nt will b e 
f oll o w e d f or a d diti o n al off-tr e at me nt 
e G F R t hr o u g h t o M o nt h 1 2.  T h es e 
p ost “ p ost -tr e at m e nt f oll o w-u p ” 
e G F R d at a will b e i n cl u d e d wit h t h e 
d at a s p e cifi e d i n t h e pr e vi o us s e cti o n, 
i n a s e nsiti vit y a n al ysis usi n g t h e 
s a m e a n al yti c a p pr o a c h s p e cifi e d i n 
t h e pr e vi o us se cti o n .

I M P a ft er r a n d o mi z ati o n wit h o ut 
wit h dr a wi n g c o ns e nt w ill b e 
f oll o w e d f or a d diti o n al off-tr e at me nt 
e G F R v al u es u p t o M o nt h 1 2.  
T h es e “ p ost -tr e at m e nt f oll o w-u p ” 
e G F R d at a at M o nt h 1 2 will b e 
i n cl u d e d t o r e pl a c e t h e d at a 
o bs e r v e d d u ri n g p ost -t r e at m e nt 
f oll o w-u p f o r t h e s u bj e cts w h o 
dis c o nti n u e I M P e a rl y , i n a 
s e nsiti vit y a n al ysis usi n g t h e s a m e 
a n al yti c a p pr o a c h s p e cifi e d i n t h e 
p ri m a r y a n al ysis s e cti o n. 

S e cti o n 7. 4. 2. 1, K e y 
S e c o n d ar y E n d p oi nt 
A n al ysis

T h e ti m e v ari a bl e us e d i n t h e m o d el 
m a y st art fr o m t h e first o bs er v ati o n of 
e G F R o bt ai n e d fr o m pl a c e b o r u n-i n 
p eri o d.

T h e ti m e v ari a bl e us e d i n t h e m o d el 
m a y st art fr o m t h e first o bs er v ati o n 
of e G F R o bt ai n e d fr o m pl a c e b o r u n -
i n p eri o d.  T h e c o v a ri at e “ a c ut e 
h e m o d y n a mi c eff e ct ” i n t h e m o d el 
is t h e fl a g v a ri a bl e wit h v al u e of 0 
a n d 1 s p e cifi e d e a rli e r i n t his
s e cti o n f o r t h e d at a o bs e r v e d 
d u ri n g t ol v a pt a n r u n -i n a n d t h e 
d at a o bs e r v e d f o r t ol v a pt a n 
s u bj e cts d u ri n g t h e d o u bl e bli n d 
t r e at me nt p e ri o d.   T h e st a rti n g 
p oi nt of t his e G F R sl o p e a n al ysis is 
t h e e G F R o bs e r v atio n d u ri n g t h e 
pl a c e b o r u n -i n p e ri o d.

S e cti o n 7. 4. 3, S u b gr o u p 
Effi c a c y A n al ysis

S u b gr o u p a n al ys es will b e pr o vi d e d 
f or t h e pri m ar y a n d t h e k e y s e c o n d ar y 
e n d p oi nts b y r e gi o ns ( U S a n d n o n -
U S), g e n d er ( m al e a n d f e m al e), r a c e, 
( C a u c asi a n a n d Ot h er), a g e ( 5 5 
y e ars, > 5 5 y e ars), b a s eli n e G F R l e v el 

 

a n d b as eli n e 

T K V  

S u b gr o u p a n al ys es will b e pr o vi d e d 
f or t h e pri m ar y a n d t h e k e y 
s e c o n d ar y e n d p oi nts b y r e gi o ns ( U S 
a n d n o n -U S), g e n d er ( m al e a n d 
f e m al e), r a ce ( C a u c asi a n a n d Ot h er), 
a g e (  5 5 y e ars, > 5 5 y e ars), b as eli n e 
G F R l e v el  

 a n d 

t h r e e b as eli n e T K V c rit e ri a  

A p p e n di x 2, I nstit uti o ns 
C o n c er n e d Wit h t h e 
Tri al , H o m e N ursi n g 
S er vi c es P h o n e: 

F a x: 

T el: 
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A m e n d m e nt N u m b e r 2

Iss u e D at e: 2 6 N o v e m b er 2 0 1 4

P U R P O S E:

T h e pri m ar y  p ur p os e of t his a m e n d m e nt w as t o a d d a n a d diti o n al e x cl usi o n crit eri o n f or 
Fr a n c e.

B A C K G R O U N D:

A l ett er fr o m t h e Fr e n c h h e alt h a g e n c y  A g e n c e n ati o n al e d e s é c urit é d u m e di c a m e nt 
(A N S M ) r e q u est e d v er bi a g e b e a d d e d t o t h e e x cl usi o n crit eri a e x pl ai ni n g 
c o ntr ai n di c ati o ns of t ol v a pt a n. 

S e cti o n al R e visi o ns

L o c ati o n Ol d T e xt U p d at e d T e xt
S e cti o n 3. 4. 3, 
E x cl usi o n Crit eri a, 
T a bl e 3. 4. 3 - 1

8. T ol v a pt a n is c o ntr ai n di c at e d i n 
p ati e nts w h o:  ar e k n o w n t o h a v e 
h y p ers e nsiti vit y t o t ol v a pt a n or o n e 
of t h e e x ci pi e nts, ar e h y p o v ol e mi c 
( v ol u m e d e pl eti o n), c a n n ot p er c ei v e 
t hirst.  A d diti o n all y, s u bj e cts wit h 
b as eli n e s cr e e ni n g a b n or m aliti es of 
s er u m s o di u m c o n c e ntr ati o ns 
( h y p o n atr e mi a or h y p er n atr e mi a) 
m a y n ot b e e nr oll e d i n t h e tri al u ntil 
t h es e a b n or m aliti es r es ol v e a n d t h e n 
m ust b e m o nit or e d a c c or di n gl y.  

A D DI TI O N A L RI S K T O T H E S U B J E C T :

T h er e is n o a d diti o n al ris k t o t h e s u bj e cts.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 1 4 0 2 6 M ar 2 0 1 5 

A m e n d m e nt N u m b e r 3

Iss u e D at e: 2 6 M ar c h 2 0 1 5

P U R P O S E:

T h e pri m ar y  p ur p os e of t his a m e n d m e nt is t o cl arif y t h e i n cl usi o n crit eri o n f or ol d er 
s u bj e cts, a n d t o c orr e ct a misst at e m e nt r e g ar di n g S U S A R r e p orti n g f or pr o c e d ur es. Ot h er 
cl arifi c ati o ns w er e a d d e d f or c o nsist e n c y  b et we e n t h e S c h e d ul e of Ass ess m e nts t a bl e a n d 
t e xt or t o cl arif y s a m pl e c oll e cti o n pr o c ess or ti mi n g.  T h e D N A s a m pl e c oll e cti o n ti m e 
w as c h a n g e d fr o m t h e s e c o n d s cr e e ni n g visit o nl y t o a n y  visit fr o m t h e s e co n d s cr e e ni n g 
visit o n w ar ds. 

B A C K G R O U N D:

Cl a rifi c ati o n of I n cl usi o n C rit e ri o n # 2 (ot h e r t h a n s y n o psis, fi rst a p p e a rs i n 
S e cti o n 3. 4 )

A c h a n g e is m a d e t o t h e i n cl usi o n crit eri o n t o cl arif y  t h at s u bj e cts li k el y t o h a v e sl o wly 
pr o gr essi v e A D P K D d u e t o t h eir a d v a n c e d a g e at e ntr y  b e e x cl u d e d if a v ail a bl e r e n al 
f u n cti o n hist or y c o nfir ms a pr o gr essi o n r at e i n c o nsist e nt wit h t h e s ci e ntifi c g o als of t h e 
tri al. As t his tri al is o nl y 1 ye ar i n d ur ati o n, it is t h er ef or e i m p ort a nt t h at e nr oll e d 
s u bj e cts h a v e a d e cr e as e of at l e ast 2 m L / mi n/ 1. 7 3 m2 p er y e ar s o t h at t h e e x p e ct e d 
m e as u r a bl e eff e ct of t ol v a pt a n ( a 3 3 % r e d u cti o n i n t h e r at e of d e cli n e) m a y b e 
d et er mi n e d .

Cl a rifi c ati o n of S a m pl e C oll e cti o n ( ot h e r t h a n s y n o psis, fi rst a p p e a rs i n S e cti o n 3. 7 )

I n or d er t o e ns ur e t h at uri n e s a m pl es ar e c oll e ct e d i n t h e s a m e m a n n er at e v er y sit e, 
w or di n g is a d d e d t o t h e S c h e d ul e of Ass ess m e nts t a bl e t o s p e cif y  t h at uri n e s a m pl es will 
b e c oll e ct e d d uri n g t h e s e c o n d m or ni n g v oi d as a mid- str e a m, cl e a n -c at c h s a m pl e, a n d 
o bt ai n e d pri or t o t h e s u bj e ct’s e ati n g br e a kf ast.  T his i nstr u cti o n w as a d d e d t o e v er y  visit 
w h er e a uri n e s a m pl e is c oll e ct e d.  W h er e n e c ess ar y, all s u p pli es f or t h e c oll e cti o n s h o ul d 
b e pr o vi d e d t o t h e s u bj e ct pri or t o t h e n e xt visit s o t h e s a m pl e c a n b e c oll e ct e d eit h er 
i n-cli ni c or at h o m e o n t h e d a y  of t h e s c h e d ul e d visit.

In t h e pr e vi o us v ersi o n of t h e pr ot o c ol, s er u m cr e ati ni n e s a m pl es ar e t o b e c oll e ct e d t hr e e 
ti m es o v er t h e f oll o w-u p p eri o d.  T h e l a n g u a g e is cl arifi e d t o e m p h asi z e t h at t h e first of 
3 s a m pl es i n t h e 3- w e e k f oll o w-u p p eri o d o c c urs at l e ast 7 d a y s aft er t h e l ast dos e of I M P 
t o e ns ur e t h e a c ut e, r e v ersi bl e eff e cts of t ol v a pt a n o n s er u m cr e ati ni n e h a v e a mi ni m all y 
r e as o n a bl e ti m e p eri o d t o a b at e.
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Cl a rifi c ati o n of D N A Bl o o d S a m pl es (fi rst a p p e a rs i n t h e S c h e d u l e of Ass ess m e nts 
t a bl e, S e cti o n 3. 7 )

L a n g u a g e w as a d d e d t o all o w fl e xi bilit y  i n t h e ti mi n g of D N A bl o o d s a m pl e c oll e cti o n i n 
c as e s u bj e cts d o n ot pr o vi d e c o ns e nt at t h e s e c o n d s cr e e ni n g visit, b ut c o ns e nt t o d o s o at 
a l at er v isit. T his eli mi n at es p ot e nti al pr ot o c ol d e vi ati o ns t h at h a v e n o i m p a ct o n t h e 
a bilit y  t o i nt er pr et t h e d at a f or t h e pri m ar y e n d p oi nt of t his tri al.

S e cti o n al R e visi o ns

L o c ati o n Ol d T e xt U p d at e d T e xt
S y n o psis, Tri al D esi g n D o u bl e -bli n d, r a n d o mi z e d tr e at m e nt

p eri o d ( 1 2 m o nt hs) :  O nl y s u bj e ct s 
w h o r e a c h t h e e n d of t h e t ol v a pt a n 
r u n-i n p eri o d a n d ar e a bl e t o t ol er at e 
t ol v a pt a n 6 0/ 3 0 m g or 9 0/ 3 0 m g 
d ail y “f or t h e r est of t h eir li v es ” ar e 
eli gi bl e t o e nt er t h is p eri o d.   
R a n d o mi z ati o n will b e 1: 1, t ol v a pt a n 
t o pl a c e b o.  S u bj e ct s w ill b e str atifi e d 
b y t h eir b as eli n e e G F R , at a 
t hr es h ol d of  

, a n d b y a g e 

( 5 5 or > 5 5 y e ars ol d).  S u bj e cts 
will als o b e str atifi e d b y t hr e e t ot al 
ki d n e y v ol u m e ( T K V) crit eri a 

 
.  P ost-r a n d o mi z ati o n, t h e 

m a xi m all y -t ol er at e d d os e of 
t ol v a pt a n est a blis h e d d uri n g t h e r u n-
i n p eri o d, or t h e e q ui v al e nt as 
m at c hi n g pl a c e b o t a bl ets, w ill b e 
dis p e ns e d a c c or di n g t o t h e s u bj e ct’s 
r a n d o mi z ati o n o ut c o m e.  If c o nti n u e d 
t ol er a bilit y b e c om es a n iss u e, 
s u bj e cts m a y titr at e d o w n w ar d t o 
4 5/ 1 5 m g (or 3 0/ 1 5 m g , wit h m e di c al 
m o nit or a p pr o v al) or t e m p or aril y 
i nt err u pt tr e at m e nt as n e e d e d.  R et ur n 
t o hi g h er d os es is als o all o w e d.

F oll o w -u p p eri o d ( 3 w e e ks):   F or 
r a n d o mi z e d s u bj e cts, aft er M o nt h 1 2 
( or t h e E o T x visit, if a s u bj e ct 

D o u bl e -bli n d, r a n d o mi z e d tr e at m e nt
p eri o d ( 1 2 m o nt hs) :  O nl y s u bj e ct s 
w h o r e a c h t h e e n d of t h e t ol v a pt a n 
r u n-i n p eri o d a n d ar e a bl e t o t ol er at e 
t ol v a pt a n 6 0/ 3 0 m g or 9 0/ 3 0 m g
d ail y “f or t h e r est of t h eir li v es ” ar e 
eli gi bl e t o e nt er t h is p eri o d.   
R a n d o mi z ati o n will b e 1: 1, t ol v a pt a n 
t o pl a c e b o.  S u bj e ct s w ill b e str atifi e d 
b y t h eir b as eli n e e G F R , at a 
t hr es h ol d of  

, a n d b y a g e 

( 5 5 or > 5 5 y e ars ol d).  S u bj e cts 
will als o b e str atifi e d b y t hr e e t ot al 
ki d n e y v ol u m e ( T K V) crit eri a 

 
 P ost-r a n d o mi z ati o n, t h e 

m a xi m all y -t ol er at e d d os e of 
t ol v a pt a n est a blis h e d d uri n g t h e r u n-
i n p eri o d, or t h e e q ui v al e nt as 
m at c hi n g pl a c e b o t a bl et s, w ill b e 
dis p e ns e d a c c or di n g t o t h e s u bj e ct’s 
r a n d o mi z ati o n o ut c o m e.  If c o nti n u e d 
t ol er a bilit y b e c o m es a n iss u e, 
s u bj e cts m a y titr at e d o w n w ar d t o 
4 5/ 1 5 m g (or 3 0/ 1 5 m g , wit h m e di c al 
m o nit or a p pr o v al) or t e m p or aril y 
i nt err u pt tr e at m e nt as n e e d e d.  R et ur n 
t o hi g h er d os es is als o all o w e d.  
S u bj e cts w h o dis c o nti n u e I M P b ef or e 
t h e M o nt h 1 2 visit will c o m pl et e a n 
E o T x visit, w hi c h s h o ul d b e 
s c h e d ul e d as s o o n as p ossi bl e aft er 
t h e s u bj e ct’s l ast d os e of 
i n v esti g ati o n al m e di ci n al pr o d u ct 
(I M P) a n d c o m pl et e t h e f oll o w - u p 
p eri o d .  

F oll o w -u p p eri o d ( 3 w e e ks):   F or all 
r a n d o mi z e d s u bj e cts, t h e f oll o w- u p 
p eri o d st arts i m m e di at el y aft er t h e 
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L o c ati o n Ol d T e xt U p d at e d T e xt
dis c o nti n u es i n v esti g ati o n al 
m e di ci n al pr o d u ct pr e m at ur el y) e a c h 
s u bj e ct will e nt er a 3 we e k f oll o w - u p 
p eri o d.  N o ass ess m e nts will b e t a k e n 
f or t h e first w e e k of t his p eri o d; 
h o w e v er, 3 visits will b e s c h e d ul e d 
for t h e l ast 2 w e e ks of f oll o w -u p f or 
p o st -tr e at m e nt effi c a c y a n d s af et y 
m e as ur es.

l ast d os e of I M P.  N o f oll o w -u p 
ass ess m e nts will b e t a k e n d uri n g t h e 
first w e e k of t his p eri o d.  D uri n g t h e 
l ast 2 w e e k s, D a ys 8 t hr o u g h 2 1, 
i n cl usi v e, 3 f oll o w-u p visits will b e 
s c h e d ul e d.  T h e l ast f oll o w -u p visit 
will i n cl u d e m e as ur e m e nts of 
effi c a c y a n d s af et y.  S u bj e cts will 
h a v e bl o o d dr a w n at e a c h visit.

S y n o psis, S u bj e ct 
P o p ul ati o n

T his tri al w ill r a n d o mi z e 
a p pr o xi m at el y 1 3 0 0 t ol v a pt a n n aï v e 
s u bj e cts wit h A D P K D.  M al e a n d 
f e m al e a d ults will b e e nr oll e d, fr o m 
1 8 -5 5 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 6 5 m L/ mi n/ 1. 7 3 m
2 

o r 5 6 t o < 6 6 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 4 4 m L/ mi n/ 1. 7 3 m
2 

( wit h m e di c al m o nit or a p pr o v al),

T his tri al w ill r a n d o mi z e 
a p pr o xi m at el y 1 3 0 0 t ol v a pt a n n aï v e 
s u bj e cts wit h A D P K D.  M al e a n d 
f e m al e a d ults will b e e nr oll e d, fr o m 
1 8 -5 5 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 6 5 m L/ mi n/ 1. 7 3 m
2 

o r 5 6 t o < 6 6 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 4 4 m L/ mi n/ 1. 7 3 m
2 

( wit h e vi d e n c e of A D P K D 
p r o g r essi o n a n d m e di c al m o nit or 
a p pr o v al) .

S y n o psis, 
I n cl usi o n/ E x cl usi o n 
Crit eri a

M ai n i n cl usi o n crit eri a:
 e G F R b et w e e n 2 5 a n d 

6 5 m L/ mi n/ 1. 7 3 m 2 ( 1 8 t o 
5 5 y e ars) or e G F R b et w e e n 
2 5 a n d 4 4 m L/ mi n/ 1. 7 3 m 2

( 5 6 t o < 6 6 y e ars, b y 
m e di c al m o nit or dis cr eti o n 
o nl y).

M ai n i n cl usi o n crit eri a:
 e G F R b et w e e n 2 5 a n d 

6 5 m L/ mi n/ 1. 7 3 m 2 ( 1 8 t o 
5 5 y e ars of a g e) or e G F R 
b et w e e n 2 5 a n d 4 4 
m L/ mi n/ 1. 7 3 m 2 ( 5 6 t o < 6 6 
y e ars of a g e, wit h e vi d e n c e 
of A D P K D p r o g r essi o n , i e, 
e G F R d e cli n e of
> 2. 0 m L/ mi n/ 1. 7 3 m 2 p e r 
y e a r , b as e d o n hist o ri c al 
e G F R d at a a n d m e di c al 
m o nit or dis cr eti o n.

S e cti o n 3. 2. 1. 1, 
S cr e e ni n g P eri o d ( u p t o 
D a y -4 3)

N o i n v esti g ati o n al tr e at m e nts will b e 
a d mi nist er e d d uri n g t h e s cr e e ni n g 
p eri o d.  D uri n g t his p eri o d , t h e 
s u bj e ct’s eli gi bilit y f or t h e tri al will 
b e c o nfir m e d usi n g hist ori c al 
i ma gi n g d at a of t ot al ki d n e y v ol u m e 
( T K V; if a v ail a bl e) t o s u p p ort a 
di a g n osis of A D P K D a n d t o v erif y 
t h e l e v el of C K D pri m aril y d u e t o 
A D P K D a n d n ot t o ot h er r e n al 
( h y p o pl asi a) or m et a b oli c ( di a b eti c or 
h y p ert e nsi v e n e p hr o p at h y) dis or d ers .

N o i n v esti g ati o n al tr e at m e nts will b e 
a d mi nist er e d d uri n g t h e s cr e e ni n g 
p eri o d.  D uri n g t his p eri o d , t h e 
s u bj e ct’s eli gi bilit y f or t h e tri al will 
b e c o nfir m e d usi n g hist ori c al 
i ma gi n g d at a t o s u p p ort a di a g n osis 
of A D P K D a n d t o v erif y t h e l e v el of 
C K D pri m aril y d u e t o A D P K D a n d 
n ot t o ot h er r e n al ( h y p o pl asi a) or 
m et a b oli c ( di a b eti c or h y p ert e nsi v e 
n e p hr o p at h y) dis or d ers .

S e cti o n 3. 4. 2, I n cl usi o n 
Crit eri a, T a bl e 3. 4. 2 -1, 
I n cl usi o n Crit eri a

2. M al e a n d f e m al e s u bj e cts a g e 5 6 t o 
< 6 6 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 4 4 m L/ mi n/ 1. 7 3 m
2

( b y m e di c al m o nit or dis cr eti o n, 
o nl y).

2. M al e a n d f e m al e s u bj e cts a g e 5 6 t o 
< 6 6 y e ars of a g e wit h e G F R 

b et w e e n 2 5 a n d 4 4 m L/ mi n/ 1. 7 3 m
2

wit h e vi d e n c e of A D P K D
p r o g r essi o n , i e, e G F R d e cli n e of 
> 2. 0 m L/ mi n/ 1. 7 3 m 2 p e r y e a r , 
b as e d o n hist o ri c al e G F R d at a a n d 
m e di c al m o nit o r dis c r eti o n.
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L o c ati o n Ol d T e xt U p d at e d T e xt
S e cti o n 3. 7, 
T a bl e 3. 7 -1, S c h e d ul e 
of Ass ess m e nts 

F oll o w  u p c ol u m n h as t h e t w o 
s u b h e a d ers b el o w:
3 w e e k s p ost -tr e at m e nt
D a y s + 7 t o + 2 1 ( -2 d a ys) p ost fi n al 
visit a

I n t h e ass ess m e nt r o w c all e d Li v er 
F u n cti o n P a n el, a n X is m ar k e d f or 
D a y -1 d uri n g t h e t ol v a pt a n r u n -i n. 

I n t h e ass ess m e nt r o w c all e d P D a n d 
Bi o m ar k er uri n e s a m pl e a n X wit h 
f o ot n ot e g o c c urs o nl y o n c e.  All 
ot h er Xs i n t his r o w  d o n ot h a v e a 
f o ot n ot e. 

I n t h e I V R S e ntr y r o w i n t h e c ol u m ns 
u n d er T ol v a pt a n titr ati o n, Xs o c c ur 
f or D a ys -3 2, -2 8, -2 4, a n d -2 2. 

F o ot n ot e a
T h e s cr e e ni n g p eri o d s h o ul d b e 
c o m pl et e d wit h i n 1-2 w e e ks b ef or e 
t h e st art of t h e pl a c e b o r u n-i n p eri o d.  
T h e s cr e e ni n g p eri o d m a y b e 
e xt e n d e d u p t o a n a d diti o n al 8 w e e ks 
f or s u bj e cts w h o r e q uir e m o difi c ati o n 
of m e di c al c ar e s p e cifi c all y f or t his 
tri al.  Visits d uri n g t h e s cr e e ni n g a n d 
f oll o w-u p p eri o d s m ust b e s c h e d ul e d 
at l e ast 2 4 h o urs ( 1 d a y) a p art.  T h e 
D a y  -4 3 visit c a n n ot o c c ur u ntil 
l a b or at or y v al u es fr o m V 2 ar e 
r e c ei v e d.  F or t wo visits ( V 1, V 2) 
d uri n g t h e s cr e e ni n g p eri o d, bl o o d 
will b e c oll e ct e d a n d a n al y z e d 
c e ntr all y f or s er u m cr e ati ni n e 
c o n c e ntr ati o ns, i n a d diti o n t o a n y 
ot h er ass ess m e nts list e d.  A visiti n g 
n urs e h o us e c all or l o c al l a b or at or y 
visit m a y b e s u bstit ut e d f or visits 
w h er e o nl y bl o o d/ uri n e will b e 
c oll e ct e d d uri n g t h e f oll o w -u p 
p eri o d.  Visits d uri n g t h e f oll o w - u p 
p eri o d m ust b e s c h e d ul e d d uri n g a 2 -
w e e k p eri o d t h at b e gi ns 1 w e e k aft er 
t h e e n d of tr e at m e nt visit.

F oll o w  u p c ol u m n h as t h e t w o 
s u b h e a d ers b el o w:
3 w e e ks p ost -tr e at m e nta

D a y s + 8 t o + 2 1 

T h e r o w  b e n e at h h as V 1, V 2, a n d V 3 
a d d e d t o s h o w  t h e t hr e e visit d at es 
m o r e cl e arl y.

I n t h e ass ess m e nt r o w c all e d Li v er 
F u n cti o n P a n el, a n X is m ar k e d f or 
D a y -8 d uri n g t h e t ol v a pt a n r u n -i n, 
a n d t h e X m ar k e d f or D a y -1 h a s 
b e e n d el et e d.

E v er y X is t h e ass ess m e nt r o w c all e d 
P D a n d Bi o m ar k er uri n e s a m pl e h a s
f o ot n ot e g.

I n t h e I V R S e ntr y r o w, t h e X f or 
S cr e e ni n g V 2 h as b e e n d el et e d, a n d
i n t h e c ol u m ns u n d er T ol v a pt a n 
titr ati o n, a n X o c c urs f or D a y -2 2 
o nl y.

F o ot n ot e a
T h e s cr e e ni n g p eri o d s h o ul d b e 
c o m pl et e d wit hi n 1 -2 w e e ks b ef or e 
t h e st art of t h e pl a c e b o r u n-i n p eri o d.  
T h e s cr e e ni n g p eri o d m a y b e 
e xt e n d e d u p t o a n a d diti o n al 8 w e e ks 
f or s u bj e cts w h o r e q uir e m o difi c ati o n 
of m e di c al c ar e s p e cifi c all y f or t his 
tri al.  Visits d uri n g t h e s cr e e ni n g a n d 
f oll o w-u p p eri o ds m ust b e s c h e d ul e d 
at l e ast 2 4 h o urs ( 1 d a y) a p art.  T h e 
D a y  -4 3 visit c a n n ot o c c ur u ntil 
l a b or at or y v al u es fr o m V 2 ar e 
r e cei v e d.  F or t w o visits ( V 1, V 2) 
d uri n g t h e s cr e e ni n g p eri o d, bl o o d 
will b e c oll e ct e d a n d a n al y z e d 
c e ntr all y f or s er u m cr e ati ni n e 
c o n c e ntr ati o ns, i n a d diti o n t o a n y 
ot h er ass ess m e nts list e d.  A visiti n g 
n urs e h o us e c all or l o c al l a b or at or y 
visit m a y b e s u bstit ut e d f or visits 
w h er e o nl y bl o o d/ uri n e will b e 
c oll e ct e d d uri n g t h e f oll o w -u p ( F/ U) 
p eri o d.  T hr e e visits i n t h e F/ U p eri o d 
s h o ul d b e s c h e d ul e d b et w e e n D a y 8 
a n d D a y 2 1 (i n cl usi v e) aft er t h e l ast 
d os e of I M P .  N o F/ U ass ess m e nts 
will b e t a k e n d uri n g t h e first w e e k of 
t his p eri o d.  Bl o o d s a m pl es will b e 
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F o ot n ot e f
f
All s er u m cr e ati ni n e s a m pl es will 

b e a n al y z e d b y t h e c e ntr al 
l a b or at or y.  T h e s p e cifi cs a n d 
ti mi n g f or all cli ni c al 
l a b or at or y s a m pl es f or c e ntr al 
a n d l o c al l a b or at or y a n al ys es 
ar e as f oll o ws:
All visits: O n e or m or e t u b es of 
bl o o d m a y b e c oll e ct e d t o 
a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 
1 -2 w e e ks of t h e s cr e e ni n g 
p eri o d, bl o o d will b e dr a w n 2 
ti m es o n s e p ar at e d a ys ( V 1, 
V 2) at l e ast 2 4 h o urs a p art.  
T h e s u bj e ct’s eli gi bilit y will b e 
c o nfir m e d b y t h e m e a n of 
e G F R c al c ul at e d fr o m t h e 
s u bj e cts’ 2 pr e -tr e at m e nt ( V 1, 
V 2), c e ntr al l a b or at or y s er u m 
cr e ati ni n e ass ess m e nts a n d 
e nt er e d i n I V R S o n D a y -4 3.
Pl a c e b o r u n -i n p e ri o d:  
S u bj e cts will h a v e 1 bl o o d 
dr a w  at t h e e n d of 1 we e k wit h 
t h e s a m pl e b ei n g o bt ai n e d o n 
D a y  -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   
S u bj e cts will h a v e 1 bl o o d 
dr a w  at t h e e n d of 2 we e k s wit h 
t h e s a m pl e b ei n g o bt ai n e d o n 
D a y  -2 2.
T ol v a pt a n r u n -i n p e ri o d:  
D uri n g t h e l ast 2 w e e ks of t his 
p eri o d, bl o o d will b e dr a w n 2 
ti m es o n s e p ar at e d a ys ( at l e ast 
2 4 h o ur s a p art) w it h t h e l ast 
s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt 
p e ri o d:   S a m pl es will b e 
c oll e ct e d f or c e ntr al l a b 
a n al ysis m o nt hl y a n d at t h e 
M o nt h 1 2 / E o T x visit.  L o c al 
st a n d ar d of c ar e l a b or at or y t ests 
will b e p erf or m e d m o nt hl y p er 
t h e s u bj e ct’s i n di vi d u al cli ni c al 
m a n a g e m e nt n e e ds.  L o c al li v er 
f u n cti o n p a n el a n al ys es will 

dr a w n at e a c h visit f or s er u m 
cr e ati ni n e ( V 1, V 2) a n d s er u m 
cr e ati ni n e a n d ot h er s af et y, effi c a c y, 
P K a n d P D m e as ur e m e nts ( V 3). 

F o ot n ot e f
f
All s er u m cr e ati ni n e s a m pl es will 

b e a n al y z e d b y t h e c e ntr al 
l ab or at or y.  T h e s p e cifi cs a n d 
ti mi n g f or all cli ni c al 
l a b or at or y s a m pl es f or c e ntr al 
a n d l o c al l a b or at or y a n al ys es 
ar e as f oll o ws:
All visits: O n e or m or e t u b es 
of bl o o d m a y b e c oll e ct e d t o 
a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 
1 -2 w e e ks of t h e s cr e e ni n g 
p eri o d, bl o o d will b e dr a w n 2 
ti m es o n s e p ar at e d a ys ( V 1, 
V 2) at l e ast 2 4 h o urs a p art.  
T h e s u bj e ct’s eli gi bilit y will b e 
c o nfir m e d b y t h e m e a n of 
e G F R c al c ul at e d fr o m t h e 
s u bj e cts’ 2 pr e -tr e at m e nt ( V 1, 
V 2), c e ntr al l a b or at or y s er u m 
cr e ati ni n e ass ess m e nts a n d 
e nt er e d i n I V R S o n D a y -4 3.
Pl a c e b o r u n -i n p e ri o d:  
S u bj e cts will h a v e 1 bl o o d 
dr a w  at t h e e n d of 1 we e k wit h 
t h e s a m pl e b ei n g o bt ai n e d o n 
D a y  -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   
S u bj e cts will h a v e 1 bl o o d 
dr a w  at t h e e n d of 2 we e k s wit h 
t h e s a m pl e b ei n g o bt ai n e d o n 
D a y  -2 2.
T ol v a pt a n r u n -i n p e ri o d:  
D uri n g t h e l ast 2 w e e ks of t his 
p eri o d, bl o o d will b e dr a w n 
2 ti m es o n s e p ar at e d a ys ( at 
l e ast 2 4 h o urs a p art) wit h t h e 
l ast s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt 
p e ri o d:   S a m pl es will b e 
c oll e ct e d f or c e ntr al l a b 
a n al ysis m o nt hl y a n d at t h e 
M o nt h 1 2/ E o T x visit.  L o c al 
st a n d ar d of c ar e l a b or at or y t ests 
will b e p erf or m e d m o nt hl y p er 
t h e s u bj e ct’s i n di vi d u al cli ni c al 
m a n a g e m e nt n e e ds.  L o c al li v er 
f u n cti o n p a n el a n al ys es will 
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als o b e p erf or m e d m or e 
fr e q u e ntl y, if n e c ess ar y.
F oll o w -u p p e ri o d:   S u bj e cts 
will h a v e bl o o d dr a w n o n 3 
visits o v er D a ys + 7 t o + 2 1 
p o st -tr e at m e nt.

    F ull C h e mistr y p a n el will b e 
o bt ai n e d d uri n g f oll o wi n g visit: 
S cr e e ni n g ( V 1), q u art erl y visit 
( M 3, M 6, M 9, M 1 2/ E o T x, F/ U 
p eri o d D a y 2 1

    S er u m cr e ati ni n e, s er u m 
s o di u m,: S cr e e ni n g ( V 2), e n d 
of pl a c e b o p eri o d, e n d of
t ol v a pt an titr ati o n, 2 ti m es 
d uri n g t ol v a pt a n r u n -i n, 
m o nt hl y d uri n g d o u bl e bli n d 
tr e at m e nt p eri o d, 2 ti m es 
d uri n g F/ U p eri o d

    Li v er f u n cti o n p a n el: S cr e e ni n g 
( V 2), e n d of pl a c e b o p eri o d, 
e n d of t ol v a pt a n titr ati o n, 2
ti m es d uri n g t ol v a pt a n r u n-i n, 
m o nt hl y d uri n g d o u bl e bli n d 
tr e at m e nt p eri o d, F/ U p eri o d 
D a y  2 1

F o ot n ot e g:
g D uri n g t h e d o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt p eri o d, P K 
pl as m a s a m pl es, P D uri n e s a m pl es, 
a n d bi o m ar k er uri n e/ pl as m a s a m pl es 
will b e c ol l e ct e d q u art erl y ( e g, 
M o nt hs 3, 6, 9, 1 2/ E o T x).   

F o ot n ot e h:
h D N A s a m pl es ar e o pti o n al.

als o b e p erf or m e d m or e 
fr e q u e ntl y, if n e c ess ar y.
F oll o w -u p p e ri o d:   S u bj e cts 
will h a v e bl o o d dr a w n o n 
3 visits at l e ast 2 4 h o urs a p art 
d uri n g t h e 3 -w e e k p eri o d ,
w hi c h st art s aft er t h e l ast d os e 
of I M P .  Visits s h o ul d b e 
s c h e d ul e d b et we e n D a y s 8 a n d 
2 1 , i n cl usi v e.

    F ull C h e mistr y p a n el will b e 
o bt ai n e d d uri n g t h e f oll o wi n g 
visit s: S cr e e ni n g ( V 1), 
q u art erl y visit ( M 3, M 6, M 9, 
M 1 2/ E o T x, F/ U p eri o d ( V 3)

    S er u m cr e ati ni n e, s er u m 
s o di u m: S cr e e ni n g ( V 2) , e n d of 
pl a c e b o p eri o d, e n d of
t ol v a pt an titr ati o n, 2 ti m es 
d uri n g t ol v a pt a n r u n -i n, 
m o nt hl y d uri n g d o u bl e bli n d 
tr e at m e nt p eri o d, 3 ti m es f or 
s er u m cr e ati ni n e a n d 1 ti m e f or 
s er u m s o di u m ( V 3) d uri n g t h e 
F/ U p eri o d .  N ot e t h at t h e first 
F/ U visit will o c c ur at l e ast
7 d a ys ( D a y 8) aft er t h e l ast 
d os e of I M P.

    Li v er f u n cti o n p a n el: S cr e e ni n g 
( V 2), e n d of pl a c e b o p eri o d, 
e n d of t ol v a pt a n titr ati o n, 
1 ti m e d uri n g t ol v a pt a n r u n-i n, 
m o nt hl y d uri n g d o u bl e bli n d 
tr e at m e nt p eri o d, F/ U p eri o d 
( V 3).

F o ot n ot e g:
g D uri n g t h e d o u bl e -bli n d, 
r a n d o mi z e d tr e at m e nt p eri od, P K 
pl as m a s a m pl es, P D uri n e s a m pl es, 
a n d bi o m ar k er uri n e/ pl as m a s a m pl es 
will b e c oll e ct e d q u art erl y ( e g, 
M o nt hs 3, 6, 9, 1 2/ E o T x).  Uri n e 
bi o m ar k er s s h o ul d b e c oll e ct e d as a 
mi d -str e a m, cl e a n -c at c h s a m pl e
d uri n g t h e s e c o n d m or ni n g v oi d pri or 
t o t h e s u bje ct e ati n g br e a kf a st. 
W h er e n e c ess ar y, s u p pli es f or 
c oll e cti o n s h o ul d b e dis p e ns e d pri or 
t o t h e visit wit h i nstr u cti o ns t o c oll e ct 
t h e uri n e s a m pl e o n t h e d a y of t h e
visit.

F o ot n ot e h:
h D N A s a m pl es ar e o pti o n al a n d m a y 
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F o ot n ot e j:
jIf, d uri n g t h e titr ati o n c o nt a ct, t h e 
d et er mi n ati o n is m a d e t o a dj ust t h e 
d o s e -r e gi m e n, t h e i n v esti g at or will 
e nt er t h e s u bj e ct’s st at us i n t h e I V R S 
a n d arr a n g e f or dis p e ns ati o n of a n e w 
I M P kit a n d re c o n cili ati o n of 
r et ur n e d I MP.  At t h e e n d of t h e 
titr ati o n p eri o d, t h e s u bj e ct’s hi g h est 
t ol er at e d d os e will b e utili z e d f or t h e 
3- w e e k t ol v a pt a n r u n -i n p eri o d.

b e c oll e ct e d at s u bs e q u e nt visits wit h 
s u bj e ct ’s c o n s e nt .
F o ot n ot e j:
jAt t h e e n d of t h e titr ati o n p eri o d, t h e 
s u bj e ct’s hi g h est t ol er at e d d os e will 
b e utili z e d f or t h e 3 -w e e k t ol v a pt a n 
r u n-i n p eri o d.

S e cti o n 3. 7. 1. 1 . 1, 
S cr e e ni n g P eri o d ( u p t o 
D a y -4 3)

1 6) C oll e ct bl o o d f or D N A s a m pl e 
(s e c o n d visit, f or c o ns e nti n g s u bj e cts 
o nl y)

1 6) C oll e ct bl o o d f or D N A s a m pl e 
(s e c o n d visit, f or c o ns e nti n g s u bj e cts 
o nl y).  D N A s a m pl es m a y b e 
c oll e ct e d at a s u bs e q u e nt visit if 
s u bj e cts c o ns e nt at a l at er d at e.

S e cti o n 3. 7. 1. 1. 3, 
T ol v a pt a n Titr ati o n 
P eri o d ( D a ys -3 5 
t o -2 2)

8) U p d at e s u bj e ct st at us i n I V R S at 
e a c h u p w ar d titr ati o n visit

8) U p d at e s u bj e ct st at us i n I V R S o n 
D a y -2 2

S e cti o n 3. 7. 1. 1. 4, 
T ol v a pt a n R u n -I n 
P eri o d ( D a ys -2 1 t o -1)

Ass ess m e nts d uri n g t h e t ol v a pt a n 
ru n -i n p eri o d will i n cl u d e ( S e e 
T a bl e 3. 7 -1):
…
5)   C oll e ct bl o o d ( 2 ti m es o n s e p ar at e 
d a ys d uri n g t h e l ast 2 w e e ks of t h e 
p eri o d, w ith t h e l ast s a m pl e dr a w n o n 
D a y  -1) f or s er u m cr e ati ni n e f or 
e G F R c al c ul ati o n a n d f or ass ess m e nt 
of s o di u m a n d li v er f u n cti o n p a n el 
(s e e S e cti o n 3. 7. 3. 2).  If s o di u m a n d 
li v er f u n cti o n p a n el ar e c oll e ct e d at 
t h e s a m e visit, a si n gl e t u b e of bl o o d 
s h o ul d b e dr a w n f or all ass ess m e nts .

Ass ess m e nts d uri n g t h e t ol v a pt a n 
r u n-i n p eri o d will i n cl u d e ( S e e 
T a bl e 3. 7 -1):
…
5)  C oll e ct bl o o d ( 2 ti m es o n s e p ar at e 
d a ys d uri n g t h e l ast 2 w e e ks of t h e 
p eri o d, w it h t h e l ast s a m pl e dr a w n o n 
D a y  -1) f or s er u m cr e ati ni n e f or 
e G F R c al c ul ati o n a n d f or 1
ass ess m e nt of s o di u m a n d li v er 
f u n cti o n p a n el (s e e S e cti o n 3. 7. 3. 2).  
If s o di u m a n d li v er f u n cti o n p a n el ar e 
c oll e ct e d at t h e s a m e visit, a si n gl e 
t u b e of bl o o d s h o ul d b e dr a w n f or all 
ass ess m e nts.

S e cti o n 3. 7. 1. 2, 
D o u bl e -bli n d, 
R a n d o mi z e d Tr e at m e nt 
P eri o d ( D a y 0 t o 
M o nt h 1 2)

R e g ar dl ess of dis c o nti n u ati o n of 
I M P, t h e s u bj e cts ar e e x p e ct e d t o 
c o m pl et e all m o nt hl y visits a n d 
ass ess m e nts i n cl u di n g t h e M o nt h 1 2 
visit . 
… ( e n u m er at e d list of ass ess m e nts)
1 3) U p d at e s u bj e ct st at us i n I V R S 
( mo nt hl y a n d at t h e M o nt h 1 2/ E o T x 
visit)
1 4) Dis p e ns e I M P at m o nt hl y visits 
u p t o a n d i n cl u di n g M o nt h 1 1.  I n 
c ert ai n cir c u mst a n c es, wit h m e di c al 
m o nit or a p pr o v al, a 3 -m o nt h dr u g 
s u p pl y m a y b e pr o vi d e d; h o w e v er, 
i niti ati o n of t h e n e xt m o nt h’s s u p pl y 
m ust b e dir e ct e d b y t h e sit e.

R e g ar dl ess of dis c o nti n u ati o n of 
I M P, t h e s u bj e cts ar e e x p e ct e d t o 
c o m pl et e all m o nt hl y visits a n d 
ass ess m e nts i n cl u di n g t h e M o nt h 1 2 
visit (s e e S e cti o n 3. 8. 3. 3).
… ( e n u m er at e d list of ass ess m e nts)
1 3) As k s u bj e ct “ C a n y o u t ol e r at e 
t his d os e of t ri al me di c ati o n f o r t h e 
r est of y o u r lif e ? ” at e a c h visit
1 4) U p d at e s u bj e ct st at us i n I V R S 
( mo nt hl y a n d at t h e M o nt h 1 2/ E o T x 
visit)
1 5) Dis p e ns e I M P at m o nt hl y visits 
u p t o a n d i n cl u di n g M o nt h 1 1.  I n 
c ert ai n cir c u mst a n c es, wit h m e di c al 
m o nit or a p pr o v al, a 3 -m o nt h dr u g 
s u p pl y m a y b e pr o vi d e d; h o w e v er, 
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i niti ati o n of t h e n e xt m o nt h’s s u p pl y 
m ust b e dir e ct e d b y t h e sit e.

S e cti o n 3. 7. 1. 3, F oll o w -
u p P eri o d 
( M o nt h 1 2/ E n d of 
Tr e at m e nt t o D a y 2 1 
P o st -tr e at m e nt)

R a n d o mi z e d s u bj e cts will e nt er t h e 
f oll o w-u p p eri o d aft er t h e y c o m pl et e 
t h e d o u bl e-bli n d, r a n d o mi z e d 
tr e at m e nt p eri o d, or aft er t h eir E o T x 
visit, if t h e y dis c o nti n u e d I M P.  T h e 
f oll o w-u p p eri o d will b e f or 2 1 d a ys 
i n d ur ati o n.
T h er e w ill b e n o s c h e d ul e d 
visits/ ass ess m e nts d uri n g t h e first 
w e e k of t h e f oll o w -u p p eri o d.  Aft er 
t h e first w e e k, 3 visits s h o ul d b e 
s c h e d ul e d d uri n g t h e r e m ai ni n g 
2 w e e ks of t h e f oll o w-u p p eri o d 
( b et we e n D a y + 7 a n d D a y + 2 1).  T h e 
first visit s h o ul d b e s c h e d ul e d o n 
a p pr o xi m at el y D a y + 7, t h e s e c o n d 
visit o n a p pr o xi m at el y D a y + 1 4 a n d 
th e t hir d visit o n a p pr o xi m at el y 
D a y + 2 1 ( -2 d a ys).  T h es e visits m a y 
b e visiti n g n urs e h o us e c alls or l o c al 
l a b or at or y visits w h e n o nl y bl o o d 
s a m pl es will b e c oll e ct e d, w it h t h e 
e x c e pti o n of t h e l ast visit, w hi c h will 
b e a cli ni c visit .
Ass ess m e nts d uri n g t h e l ast 2 w e e ks 
of t h e f oll o w -u p p eri o d will i n cl u d e 
( S e e T a bl e 3. 7 -1):
…
6)   C oll e ct bl o o d f or ass ess m e nt of 
s o di u m l e v els at t h e first visit (s e e 
S e cti o n 3. 7. 3. 2)

F or all r a n d o mi z e d s u bj e cts, t h e 
3 -w e e k f oll o w -u p p eri o d st arts 
i m m e di at el y aft er t h e l ast d o s e of 
I M P.  N o f oll o w-u p ass ess m e nts will 
b e t a k e n d uri n g t h e first w e e k of t his 
p eri o d.  D uri n g t h e l ast 2 w e e ks, 
D a y s 8 t hr o u g h 2 1, i n cl usi v e, 
3 f oll o w-u p visits will b e s c h e d ul e d.  
T h e visits m ust o c c ur at l e ast 
2 4 h o urs a p art.  Bl o o d s a m pl es will 
b e c oll e ct e d at e a c h visit f or s er u m 
cr e ati ni n e m e as ur e m e nts.  T h e bl o o d 
s a m pl e c oll e ct e d at t h e l ast f oll o w- u p 
visit will als o i n cl u d e m e as ur e m e nt s 
of p ost -tr e at m e nt effi c a c y a n d s af et y. 

T h es e visits m a y b e visiti n g n urs e 
h o us e c alls or l o c al l a b or at or y v isits 
w h e n o nl y bl o o d s a m pl es will b e 
c oll e ct e d, w it h t h e e x c e pti o n of t h e 
l ast visit, w hi c h will b e a cli ni c visit.  
Ass ess m e nts d uri n g t h e l ast 2 w e e ks 
of t h e f oll o w -u p p eri o d will i n cl u d e 
( S e e T a bl e 3. 7 -1):

…
6)   C oll e ct bl o o d f or ass ess m e nt of 
s o di u m l e v els at t h e l ast visit (s e e 
S e cti o n 3. 7. 3. 2)

S e cti o n 3. 7. 3. 2, Cli ni c al 
L a b or at or y 
Ass ess m e nts

• d uri n g t ol v a pt a n r u n -i n - uri n al ysis 
( D a y -1), li v er f u n cti o n p a n el, 
cr e ati ni n e, a n d s o di u m ( 2 ti m es o n 
s e p ar at e d a ys d uri n g t h e l ast 2 we e ks 
of t h e p eri o d, w it h t h e l ast s a m pl e 
dr a w n o n D a y - 1

• d uri n g t h e f oll o w -u p p eri o d ( 3 
visits t h at b e gi n 1 w e e k aft er t h e 
M o nt h 1 2/ E o T x visit) - cr e ati ni n e 
( 3 visits), s o di u m (first visit), li v er 
f u n cti o n p a n el a n d s er u m c h e mistr y 
p a n el (l ast visit)

 d uri n g t ol v a pt a n r u n -i n - li v er 
f u n cti o n p a n el ( D a y-8), 
uri n al ysis ( D a y -1), cr e ati ni n e, 
( 2 ti m es o n s e p ar at e d a ys d uri n g 
t h e l ast 2 w e e ks of t h e p eri o d, 
wit h t h e l ast s a m pl e dr a w n o n 
D a y  -1), a n d s o di u m ( D a y -1)

•d uri n g t h e 3- w e e k f oll o w-u p p eri o d 
( 3 visits t h at o c c ur b et w e e n D a y s 8 
a n d 2 1, i n cl usi v e, aft er t h e l ast d os e 
of I M P, a n d at l e ast 2 4 h o urs a p art) -
cr e ati ni n e ( 3 visits), s o di u m (first 
visit), li v er f u n cti o n p a n el a n d s er u m 
c h e mistr y p a n el (l ast visit)

S e cti o n 3. 7. 3. 5. 3, D N A 
Bl o o d S a m pl es

A bl o o d s a m pl e f or D N A c oll e cti o n 
will b e o bt ai n e d f or e v er y c o ns e nti n g 
s u bj e ct at t h e s e c o n d visit of t h e 
s cr e e ni n g p eri o d.

A bl o o d s a m pl e f or D N A c oll e cti o n 
will b e o bt ai n e d fr o m e v er y 
c o ns e nti n g s u bj e ct at t h e s e c o n d visit 
of t h e s cr e e ni n g p eri o d .  S a m pl es 
m a y b e c oll e ct e d at a s u bs e q u e nt visit 
if s u bj e cts pr o vi d e c o ns e nt aft er t h e 
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s e c o n d visit of t h e s cr e e ni n g p eri o d .  

S e cti o n 3. 8. 3. 3, 
Tr e at m e nt 
Dis c o nti n u ati o n

A s u bj e ct w h o p er m a n e ntl y 
dis c o nti n u es tr e at m e nt will b e 
r e c or d e d as a n I M P dis c o nti n u ati o n 
o n t h e e C R F.  T h e y will h a v e a n 
E o T x visit t o c oll e ct vit al si g ns, 
p h ysi c al e x a m, s er u m cr e ati ni n e 
ass ess m e nt, cli ni c al l a b or at or y 
ass ess m e nts, P K/ P D s a m pl es, a n d 
bi o m ar k er uri n e/ pl as m a s a m pl es.  
T h e s u bj e ct will t h e n e nt er t h e 
f oll o w-u p p eri o d as t h o u g h t h e y h a d 
r e a c h e d t h e M o nt h 1 2 visit.  D uri n g 
t h e first w e e k of t h e f oll o w-u p 
p eri o d, n o pr o c e d ur es will b e d o n e.  
D uri n g t h e l ast t w o w e e ks of t h e 
f oll o w-u p p eri o d, t h e s u bj e ct will 
h a v e a t ot al of 3 s a m pl es c oll e ct e d 
f or s er u m cr e ati ni n e m e as ur e m e nts.  

A s u bj e ct w h o p er m a n e ntl y 
dis c o nti n u es tr e at m e nt will b e 
r e c or d e d as a n I M P dis c o nti n u ati o n 
o n t h e e C R F.  T h e y will h a v e a n 
E o T x visit , w hi c h s h o ul d b e 
s c h e d ul e d as s o o n as p ossi bl e aft er 
t h e s u bj e ct’s l ast d os e of I M P, t o
c oll e ct vit al si g ns, p h ysi c al e x a m, 
s er u m cr e ati ni n e ass ess m e nt, cli ni c al 
l a b or at or y ass ess m e nts, P K/ P D 
s a m pl es, a n d bi o m ar k er uri n e/ pl as m a 
s a m pl es.  T h e s u bj e ct ’s f oll o w- u p 
p eri o d will b e 3 w e e ks as t h o u g h 
t h e y h a d r e a c h e d t h e M o nt h 1 2 visit, 
a n d t h e f oll o w-u p p eri o d will st art 
aft er t h e l ast d a y of tr e at m e nt, w hi c h 
m a y b e a diff er e nt d a y fr o m t h e 
E o T x visit .  N o f oll o w-u p 
ass ess m e nts will b e t a k e n d uri n g t h e 
first w e e k of t his p eri o d.  T h er e w ill 
b e t hr e e visits i n t h e f oll o w  u p p eri o d 
b et w e e n D a y 8 a n d D a y 2 1.  T h e first 
t wo will b e f or t h e c oll e cti o n of 
s er u m cr e ati ni n e m e as ur e m e nt a n d 
t h e t hir d will h a v e a d diti o n al s af et y, 
effi c a c y, P K, a n d P D m e as ur e m e nts.

S e cti o n 3. 1 3, Pr ot o c ol 
D e vi ati o ns

I n t h e e v e nt of a si g nifi c a nt d e vi ati o n 
fr o m t h e pr ot o c ol d u e t o a n 
e m er g e n c y, a c ci d e nt, or mist a k e ( e g, 
vi ol ati o n of i nf or m e d c o ns e nt 
pr o c ess, I M P dis p e nsi n g or s u bj e ct 
d osi n g err or, tr e at m e nt assi g n m e nt 
err or, s u bj e ct e nr oll e d i n vi ol ati o n of 
eli gi bilit y crit eri a or c o n c o mit a nt 
m e di c ati o n crit eri a), t h e i n v esti g at or 
or d esi g n e e will c o nt a ct t h e s p o ns or 
at t h e e arli est p ossi bl e ti m e b y 
t el e p h o n e.

I n t h e e v e nt of a si g nifi c a nt d e vi ati o n 
fr o m t h e pr ot o c ol d u e t o a n 
e m er g e n c y, a c ci d e nt, or mist a k e ( e g, 
vi ol ati o n of i nf or m e d c o ns e nt 
pr o c ess, I M P dis p e nsi n g or s u bj e ct
d osi n g err or, tr e at m e nt assi g n m e nt 
err or, s u bj e ct e nr oll e d i n vi ol ati o n of 
eli gi bilit y crit eri a or c o n c o mit a nt 
m e di c ati o n crit eri a), t h e i n v esti g at or 
or d esi g n e e will c o nt a ct t h e m e di c al 
m o nit o r at t h e e arli est p ossi bl e ti m e 
b y t el e p h o n e .

S e cti o n 5. 1, D e fi niti o ns A s us p e ct e d a d v ers e r e a cti o n m e a ns 
a n y A E f or w hi c h t h er e is a 
r e as o n a bl e p ossi bilit y t h at t h e dr u g 
c a us e d t h e A E.  F or t h e p ur p os e of 
I N D s af et y r e p orti n g, “r e as o n a bl e 
p ossi bilit y ” m e a ns t h er e is e vi d e n c e 
t o s u g g est a c a us al r el ati o ns hi p 
b et w e e n t h e dr u g a n d t h e A E.  
S us p e ct e d a d v ers e r e a cti o n i m pli es a 
l ess er d e gr e e of c ert ai nt y a b o ut 
c a us alit y.  A d diti o n all y, i n t h e 
E ur o p e a n U ni o n ( E U), a n a d v ers e 
pr o c e d ur e -r el at e d r e a cti o n is a n y 
n o xi o us or u ni nt e n d e d r es p o ns e t o a 
tri al-r el at e d pr o c e d ur e a n d r e q uir es a 

A s us p e ct e d a d v ers e r e a cti o n m e a ns 
a n y A E f or w hi c h t h er e is a 
r e as o n a bl e p ossi bilit y t h at t h e dr u g 
c a us e d t h e A E.  F or t h e p ur p os e of 
I N D s af et y r e p orti n g, “r e as o n a bl e 
p ossi bilit y ” m e a ns t h er e is e vi d e n c e 
t o s u g g est a c a us al r el ati o ns hi p 
b et w e e n t h e dr u g a n d t h e A E.  
S us p e ct e d a d v ers e r e a cti o n i m pli es a 
l ess er d e gr e e of c ert ai nt y a b o ut 
c a us alit y.   



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 1 4 9 2 6 M ar 2 0 1 5 
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S U S A R r e p ort. 

S e cti o n 5. 3, 
I m m e di at el y R e p ort a bl e 
E v e nts

T h e i n v esti g at or m ust i m m e di at el y 
r e p ort wit hi n 2 4 h o urs aft er eit h er t h e 
i n v esti g at or or sit e p ers o n n el b e c o m e 
a w ar e of a n y S A E, n e w li v er l a b 
a b n or m alit y r e q uiri n g s p e ci al li v er 
e C R F c o m pl eti o n, or c o nfir m e d 
pr e g n a n c y, b y t el e p h o n e or b y f a x t o 
t h e s p o ns or as o utli n e d i n 
A p p e n di x 1.  A n I R E f or m m ust b e 
c o m pl et e d a n d s e nt b y f a x or 
o v er ni g ht c o uri er t o t h e s p o ns or.  
( Pl e as e n ot e t h at t h e I R E f or m is 
N O T t h e A E e C R F.)

T h e i n v esti g at or m ust i m m e di at el y 
r e p ort wit hi n 2 4 h o urs aft er eit h er t h e 
i n v esti g at or or sit e p ers o n n el b e c o m e 
a w ar e of a n y S A E, n e w li v er l a b 
a b n or m alit y r e q uiri n g s p e ci al li v er
e C R F c o m pl eti o n, or c o nfir m e d 
pr e g n a n c y, b y t el e p h o n e or b y f a x t o 
Q ui ntil es d r u g s af et y s e r vi c es as 
o utli n e d i n A p p e n di x 1.  A n I R E 
f or m m ust b e c o m pl et e d a n d s e nt b y 
f a x or o v er ni g ht c o uri er t o t h e 
s p o ns or.  ( Pl e as e n ot e t h at t h e I R E 
f or m is N O T t h e A E e C R F.)

A p p e n di x 1 Gl o b al Cli ni c al M a n a g e m e nt
L a uri e D e b u q u e
Sr. M a n a g er, Gl o b al Cli ni c al 
D e v el o p m e nt
Ots u k a P h ar m a c e uti c al D e v el o p m e nt 
& C o m m er ci ali z ati o n, I n c.
1 U ni v ersit y S q u ar e Dri v e
S uit e 5 0 0
Pri n c et o n, NJ 0 8 5 4 0, U S A
P h o n e:  + 1 -6 0 9 -5 2 4 -6 8 9 4; F a x + 1 -
2 4 0 -5 1 4 -3 9 9 4

Gl o b al Cli ni c al M a n a g e m e nt
L a uri e D e b u q u e
Sr. M a n a g er, Gl o b al Cli ni c al 
D e v el o p m e nt
Ots u k a P h ar m a c e uti c al D e v el o p m e nt 
& C o m m er ci ali z ati o n, I n c.
5 0 6 C ar n e gi e C e nt er
Pri n c et o n, NJ 0 8 5 4 0, U S A
P h o n e:  + 1 -6 0 9 -5 2 4 -6 8 9 4; F a x + 1 -
2 4 0 -5 1 4 -3 9 9 4

A p p e n d i x 2 …
I n v esti g at or P a y m e nts
C F S Cli ni c al
1 0 0 0 M a dis o n A v e, 1st Fl o or
A u d u b o n, P A 1 9 4 0 3 , U S A
P h o n e:  
F a x: 
…
D N A S a m pl e St or a g e
G e ntris C or p or ati o n
1 3 3 S o ut h c e nt er C o urt, S uit e 4 0 0
M orris vill e, N C 2 7 5 6 0 , U S A
P h o n e: 

…
I n v esti g at or P a y m e nts
Q ui ntil es
5 9 2 7 S o ut h Mi a mi Bl v d
M orris vill e, N C 2 7 5 6 0 , U S A
P h o n e:  
M o bil e: 
F a x: 
…
D N A S a m pl e St or a g e
C a n c er G e n e tics , I n c.
1 3 3 S o ut h c e nt er C o urt, S uit e 4 0 0
M orris vill e, N C 2 7 5 6 0 , U S A
P h o n e: 
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P r e vi o us S c h e d ul e of Ass ess m e nts
T a bl e 3. 7 - 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1)

( D a y 
0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h
1 2/ E o T x

visit
3 w e e ks

p ost -t r e at me nt

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x

D a y s + 7 t o + 2 1 

(- 2 d a ys)

p ost -fi n al visit
a

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1
I nf o r m e d c o ns e nt X

I n cl usi o n/ E x cl usi o n X

D e m o g r a p hi c/ M e di c al hi st o r y X

Vit al si g ns
c X X X X X ( X)

c X X

P h ysi c al e x a mi n ati o n
d X ( X)

d X

U ri n e p r e g n a n c y t est ( W O C B P 

o nl y)
e

X X ( X)
e X X

C h e mist r y Bl o o d S a m pl e
c,f

:

   S er u m C h e mistr y P a n el X X X

   Li v er F u n cti o n P a n el X  X X X X X  X X

   Cr e ati ni n e X X X X  X  X X  X  X  X  X

   S o di u m X  X X X X X  X X

H e m at ol o g y a n d c o a g ul ati o n X

P K pl a s m a s a m pl e X ( X)
g X X

Bi o m a r k e r pl a s m a s a m pl e X X X X ( X)
g X X
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T a bl e 3. 7 - 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1)

( D a y 
0)

Visits:
m o nt hl y

( ± 2 d a y s)

M o nt h
1 2/ E o T x

visit
3 w e e ks

p ost -t r e at me nt

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x

D a y s + 7 t o + 2 1 

(- 2 d a ys)

p ost -fi n al visit
a

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1

D N A bl o o d s a m pl e
h X

U ri n al ysis X X X X X

P D a n d Bi o m a r k e r u ri n e 
s a m pl e

X X X X ( X)
g X X

St a rt n e wl y dis p e ns e d I M P X  X X X

T ol e r a bilit y/ D osi n g r e vi e w X  X  X  X  X X X  X

R a n d o mi z ati o n X

D r u g dis p e ns ati o n
i X  X X X X

D r u g r e c o n cili ati o n
i X X X X  X

I V R S e nt r y
j X  X  X  X  X  X  X  X X X  X X

E x pl o r at o r y P K D o ut c o m es
k X X X  X

A d v e rs e e v e nts X < ----------------------------------------------------------------------------------------------------------------------------- ------------>

C o n c o m it a nt m e dic ati o n s X < ----------------------------------------------------------------------------------------------------------------------------- ------------>
a
T h e s cr e e ni n g p eri o d s h o ul d b e c o m pl et e d wit hi n 1 -2 w e e ks b ef or e t h e st art of t h e pl a c e b o r u n -i n p eri o d.  T h e s cr e e ni n g p eri o d m a y b e e xt e n d e d u p t o a n 

a d diti o n al 8 w e e ks f or s u bj e cts w h o r e q uir e m o difi c ati o n of m e di c al c ar e s p e cifi c all y f or t his tri al. V isits d uri n g t h e s cr e e ni n g a n d f oll o w-u p p eri o ds m ust 
b e s c h e d ul e d at l e ast 2 4 h o urs ( 1 d a y) a p art.  T h e D a y -4 3 visit c a n n ot o c c ur u ntil l a b or at or y v al u es fr o m V 2 ar e r e c ei v e d.  F or t w o visits ( V 1, V 2) d uri n g 
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t h e s cr e e ni n g p eri o d, bl o o d will b e c oll e ct e d a n d a n al y z e d c e ntr all y f or s er u m cr e ati ni n e c o n c e ntr ati o ns, i n a d diti o n t o a n y ot h er ass ess m e nts list e d.  A 
visiti n g n urs e h o us e c all or l o c al l a b or at or y visit m a y b e s u bstit ut e d f or visits w h er e o nl y bl o o d/ uri n e will b e c oll e ct e d d u ri n g t h e f oll o w-u p p eri o d.  Visits 
d uri n g t h e f oll o w -u p p eri o d m ust b e s c h e d ul e d d uri n g a 2 -w e e k p eri o d t h at b e gi ns 1 w e e k aft er t h e e n d of tr e at m e nt visit.

b
If I M P tr e at m e nt is i nt err u pt e d f or  7 d a ys d uri n g t his p eri o d, pr o c e d ur es s h o ul d b e f oll o w e d as d et ail e d i n S e cti o n 3. 8. 3. 2 .

c
T h e f oll o w i n g visits ( a n d all ass ess m e nts r e q uir e d d uri n g t h os e visits) s h o ul d b e p erf or m e d i n-cli ni c: s cr e e ni n g ( V 1, V 2, D a y -4 3), e n d of pl a c e b o r u n -i n, e n d 

of t ol v a pt a n titr ati o n, e n d of t ol v a pt a n r u n-i n, q u art erl y visits d uri n g t h e r a n d o mi z e d, d o u bl e-bli n d tr e at m e nt p eri o d ( e g, M o nt hs 3, 6, 9), M o nt h 1 2/ e n d of 
tr e at m e nt ( E o T x) visit, a n d t h e l ast f oll o w-u p visit.  Vit al si g ns at e a c h of t h e a b o v e visits i n cl u d e sitti n g h e art r at e a n d bl o o d pr ess ur e.  P ost -v oi d b o d y 
w ei g ht s h o ul d b e m e as ur e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit o nl y.  H ei g ht s h o ul d b e ass ess e d at t h e fi rst s cr e e ni n g visit o nl y.  Eit h er 
h ei g ht or w ei g ht m a y b e c oll e ct e d as a n u ns c h e d ul e d m e as ur e m e nt if th e pl a n n e d ass ess m e nt w as miss e d .  W ei g ht m a y b e ass ess e d as n e c ess ar y t o ass ess 
c h a n g es i n b o d y w ei g ht.

d
A f ull p h ysi c al e x a mi n ati o n i s r e q uir e d at s cr e e ni n g ( V 1) a n d t h e M o nt h 1 2/ E o T x visit.  A “ dir e ct e d p h ysi c al e x a mi n ati o n ” is p erf or m e d at t h e q u art erl y visits 

( e g, M o nt hs 3, 6, 9) f or ass ess m e nt of si g ns or s y m pt o ms r e p ort e d b y t h e s u bj e ct t h at mi g ht r e q uir e f urt h er e v al u ati o n.
e
D uri n g t h e tri al, a pr e g n a n c y t est s h o ul d b e c o m pl et e d at s cr e e ni n g, e n d of pl a c e b o r u n -i n a n d at t h e q u art erl y visits.  O n s us pi ci o n of pr e g n a n c y, 

u ns c h e d ul e d uri n e or s er u m pr e g n a n c y t esti n g will b e p erf or m e d.  P ositi v e uri n e pr e g n a n c y t ests s h o ul d b e c o nfir m e d wit h a s e r u m pr e g n a n c y t est.
f
All s er u m cr e ati ni n e s a m pl es will b e a n al y z e d b y t h e c e ntr al l a b or at or y.  T h e s p e cifi cs a n d ti mi n g f or all cli ni c al l a b or at or y s a m pl es f or c e ntr al a n d l o c al 

l a b or at or y a n al ys es ar e as f oll o ws:
All visits: O n e or m or e t u b es of bl o o d m a y b e c oll e ct e d t o a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 1 -2 w e e ks of t h e s cr e e ni n g p er i o d, bl o o d will b e dr a w n 2 ti m es o n s e p ar at e d a y s ( V 1, V 2) at l e ast 2 4 h o urs a p art.  T h e 
s u bj e ct’s eli gi bilit y will b e c o nfir m e d b y t h e m e a n of e G F R c al c ul at e d fr o m t h e s u bj e cts’ 2 pr e -tr e at m e nt ( V 1, V 2), c e ntr al l a b or at or y s er u m cr e ati ni n e 
ass ess m e nts a n d e nt er e d i n I V R S o n D a y -4 3.
Pl a c e b o r u n -i n p e ri o d:  S u bj e cts will h a v e 1 bl o o d dr a w  at t h e e n d of 1 w e e k wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -3 6.
T ol v a pt a n tit r ati o n p e ri o d:   S u bj e cts will h a v e 1 bl o o d dr a w at t h e e n d of 2 w e e ks wit h t h e s a m pl e b ei n g o bt ai n e d o n D a y -2 2.
T ol v a pt a n r u n -i n p e ri o d:  D uri n g t h e l ast 2 w e e ks of t his p eri o d, bl o o d w ill b e dr a w n 2 ti m es o n s e p ar at e d a ys ( at l e ast 2 4 h o urs a p art) wit h t h e l ast 
s a m pl e o n D a y -1.
D o u bl e -bli n d t r e at m e nt p e ri o d:   S a m pl es will b e c oll e ct e d f or c e ntr al l a b a n al ysis m o nt hl y a n d at t h e M o nt h 1 2/ E o T x visit.  L o c al st a n d ar d of c ar e 
l a b or at or y t ests will b e p erf or m e d m o nt hl y p er t h e s u bj e ct’s i n di vi d u al cli ni c al m a n a g e m e nt n e e ds.  L o c al li v er f u n cti o n p a n el a n al ys es will al s o b e 
p erf or m e d m or e fr e q u e ntl y, if n e c ess ar y.
F oll o w -u p p e ri o d:   S u bj e cts will h a v e bl o o d dr a w n o n 3 visit s o v er D a ys + 7 t o + 2 1 p ost -tr e at m e nt.

    F ull C h e mistr y p a n el will b e o bt ai n e d d uri n g f oll o wi n g visit: S cr e e ni n g ( V 1), q u art erl y visit ( M 3, M 6, M 9, M 1 2/ E o T x, F/ U p eri o d D a y 2 1
    S er u m cr e ati ni n e, s er u m s o di u m,: S cr e e ni n g ( V 2) , e n d of pl a c e b o p eri o d, e n d of t ol v a pt an titr ati o n, 2 ti m es d uri n g t ol v a pt a n r u n-i n, m o nt hl y d uri n g d o u bl e 

bli n d tr e at m e nt p eri o d, 2 ti m es d uri n g F/ U p eri o d
    Li v er f u n cti o n p a n el: S cr e e ni n g ( V 2), e n d of pl a c e b o p eri o d , e n d of t ol v a pt a n titr ati o n, 2 ti m es d uri n g t ol v a pt a n r u n-i n, m o nt hl y d uri n g d o u bl e bli n d 

tr e at m e nt p eri o d, F/ U p eri o d D a y 2 1
g
D uri n g t h e d o u bl e -bli n d, r a n d o mi z e d tr e at m e nt p eri o d, P K pl as m a s a m pl es, P D uri n e s a m pl es, a n d bi o m ar k er uri n e/ pl as m a s a m pl es will b e c oll e ct e d 

q u art erl y ( e g, M o nt hs 3, 6, 9, 1 2/ E o T x).
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h
D N A s a m pl es ar e o pti o n al.

i
Dr u g dis p e nsi n g a n d r e c o n cili ati o n will b e d o n e m o nt hl y ( e x c e pti o ns t o all o w dis p e nsi n g/r e c o n cili ati o n at e a c h 3 -m o nt h cli ni c visit m a y b e m a d e b y t h e 

m e di c al m o nit or i n e x c e pti o n al cir c u mst a n c es, wit h i nstr u cti o ns t o t a k e o nl y o n e m o nt h’s s u p pl y a n d st art t h e n e xt m o nt h o nl y aft er a c c e pt a bl e s af et y l a b 
r es ults ar e c o nfir m e d b y t h e i n v esti g at or).  I nstr u cti o ns to b e gi n t a ki n g t h e n e xt m o nt h’s tri al m e di c ati o n will b e gi v e n d uri n g t h e ti m e of I M P dis p e ns ati o n 
at e a c h m o nt hl y visit or b y t el e p h o n e c o nt a ct aft er t h e m o nt hl y L F T s a m pl es ar e c oll e ct e d.  If L F T r es ults ar e a b n or m al, t h e sit e will c o n d u ct a t el e p h o n e 
c o nt a ct wit h t h e tri al s u bj e ct t o i nf or m t h e m t h at pr o m pt i m m e di at e r et esti n g (i e, w it hi n 7 2 h o urs) m a y b e n e c es s ar y (s e e S e cti o n 3. 7. 3. 4 f or g ui d a n c e) a n d 
t o arr a n g e f or f oll o w-u p a n d a dj ust m e nt of m e di c ati o n ( as n e e d e d); if a d o w n titr ati o n is r e q uir e d, t h e s u bj e ct m a y n e e d t o r et ur n t o t h e sit e or h a v e n e w 
dr u g d eli v er e d.   S u bj e cts will b e r e mi n d e d of t h e i m p ort a n c e o f t h eir c o m mit m e nt t o c o nti n u e p arti ci p ati o n i n t h e tri al.  At t h e c o m pl eti o n of t h e s cr e e ni n g 
p eri o d, tri al m e di c ati o n will b e dis p e ns e d at D a y -4 3 aft er s u bj e ct eli gi bilit y is c o nfir m e d.  I n e x c e pti o n al cir c u mst a n c es, tri al m e di c ati o n m a y b e dis p e ns e d 
at V 2, w it h t h e i nstr u cti o n n ot t o t a k e a n y tri al m e di c ati o n u ntil eli gi bilit y is c o nfir m e d b y t h e i n v esti g at or.  I n t h es e c as es , c o nfir m ati o n of eli gi bilit y a n d 
i nstr u cti o ns f or t a ki n g tri al m e di c ati o n will b e pr o vi d e d b y t el e p h o n e o n D a y -4 3.

j
If, d uri n g th e titr ati o n c o nt a ct, t h e d et er mi n ati o n i s m a d e t o a dj u st t h e d o s e -r e gim e n, t he i n vesti gat or will e nt er t h e s u bj e ct’s st at us i n t h e I V R S a n d arr a n g e f or

dis p e ns ati o n of a n e w I M P kit a n d r e c o n cili ati o n of r et ur n e d I M P.  At t h e e n d of t h e titr ati o n p eri o d, t h e s u bj e ct’s hi g h est t ol er at e d d os e will b e utili z e d f or 
t h e 3-w e e k t ol v a pt a n r u n -i n p eri o d.

k
E x pl or at or y P K D o ut c o m es will b e c o m pl et e d eit h er m o nt hl y o v er t h e p h o n e or i n p ers o n d uri n g q u art erl y cli ni c visits.



Pr ot o c ol 1 5 6 -1 3 -2 1 0

C o nfi d e nti al - Ots u k a Pr o pri et ar y I nf or m ati o n 1 5 4 2 6 M ar 2 0 1 5 

R e vis e d S c h e d ul e of Ass ess m e nts
T a bl e 3. 7- 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 
d a ys)

M o nt h 
1 2/ E o T x

visit

3 w e e ks

p ost -t r e at me nt
a

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x D a y s + 8 t o + 2 1 

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1 V 1  V 2  V 3
I nf o r m e d c o ns e nt X

I n cl usi o n/ E x cl usi o n X

D e m o g r a p hi c/ M e di c al hi st o r y X

Vit al si g ns
c X X X X X ( X)

c X X

P h ysi c al e x a mi n ati o n
d X ( X)

d X

U ri n e p r e g n a n c y t est ( W O C B P 

o nl y)
e

X X ( X)
e X X

C h e mist r y Bl o o d S a m pl e
c,f

:

   S er u m C h e mistr y P a n el X X X

   Li v er F u n cti o n P a n el X  X X X  X X  X X

   Cr e ati ni n e X X X X  X  X X  X  X  X  X

   S o di u m X  X X X X X  X X

H e m at ol o g y a n d c o a g ul ati o n X

P K pl a s m a s a m pl e X ( X)
g X X

Bi o m a r k e r pl a s m a s a m pl e X X X X ( X)
g X X
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T a bl e 3. 7- 1 S c h e d ul e of Ass ess m e nts

Ass ess m e nt

P r e -r a n d o m i z ati o n
D o u bl e -bli n d R a n d o mi z e d 

T r e at m e nt F oll o w -u p

S c r e e ni n g
a

( 1-2 w e e ks)

Pl a c e b o
r u n- i n

( 1 w e e k  1 
d a y) 

( D a y s - 4 2 

t o - 3 6)

T ol v a pt a n tit r ati o n
( 2 w e e ks  1 d a y)
( D a y s -3 5 t o -2 2)

T ol v a pt a n r u n -
i n ( 3 w e e ks  1 

d a y)
( D a y s -2 1 t o -1) ( D a y 0)

Visits:
m o nt hl y

( ± 2 
d a ys)

M o nt h 
1 2/ E o T x

visit

3 w e e ks

p ost -t r e at me nt
a

V 1  V 2
D a y
-4 3

D a y
-4 2

D a y
-3 6

D a y s D a y s D a y 0

M o nt h s

1 t o 1 1
b M o nt h 1 2 

/ E o T x D a y s + 8 t o + 2 1 

-3 5 -3 2 -2 8 -2 4 -2 2 -2 1 - 8 - 1 V 1  V 2  V 3

D N A bl o o d s a m pl e
h X

U ri n al ysis X X X X X

P D a n d Bi o m a r k e r u ri n e 
s a m pl e

X
g

X
g

X
g

X
g

( X)
g

X
g

X
g

St a rt n e wl y dis p e ns e d I M P X  X X X

T ol e r a bilit y/ D osi n g r e vi e w X  X  X  X  X X X  X

R a n d o mi z ati o n X

D r u g dis p e ns ati o n
i X  X X X X

D r u g r e c o n cili ati o n
i X X X X  X

I V R S e nt r y
j X  X  X X X X  X X

E x pl o r at o r y P K D o ut c o m es
k X X X  X

A d v e rs e e v e nts X < ----------------------------------------------------------------------------------------------------------------------------- ------------>

C o n c o m it ant m e di c ati o ns X < ----------------------------------------------------------------------------------------------------------------------------- ------------>
a
T h e s cr e e ni n g p eri o d s h o ul d b e c o m pl et e d wit hi n 1 -2 w e e ks b ef or e t h e st art of t h e pl a c e b o r u n -i n p eri o d.  T h e s cr e e ni n g p eri o d m a y b e e xt e n d e d u p t o a n 

a d diti o n al 8 w e e ks f or s u bj e cts w h o r e q uir e m o difi c ati o n of m e di c al c ar e s p e cifi c all y f or t his tri al. V isits d uri n g t h e s cr e e ni n g a n d f oll o w-u p p eri o ds m ust 
b e s c h e d ul e d at l e ast 2 4 h o urs ( 1 d a y) a p art.  T h e D a y -4 3 visit c a n n ot o c c ur u ntil l a b or at or y v al u es fr o m V 2 ar e r e c ei v e d.  F or t w o visits ( V 1, V 2) d uri n g 
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t h e s cr e e ni n g p eri o d, bl o o d will b e c oll e ct e d a n d a n al y z e d c e ntr all y f or s er u m cr e ati ni n e c o n c e ntr ati o ns, i n a d diti o n t o a n y ot h er ass ess m e nts list e d.  A 
visiti n g n urs e h o us e c all or l o c al l a b or at or y visit m a y b e s u bstit ut e d f or visits w h er e o nl y bl o o d/ uri n e will b e c oll e ct e d d u ri n g t h e f oll o w- u p ( F/ U) p eri o d.  
T hr e e visits i n t h e F/ U p eri o d s h o ul d b e s c h e d ul e d b et w e e n D a y 8 a n d D a y 2 1 (i n cl usi v e) aft er t h e l ast d os e of I M P .  N o F/ U ass ess m e nts will b e t a k e n 
d uri n g t h e first w e e k of t his p eri o d.  Bl o o d s a m pl es will b e dr a w n at e a c h visit f or s er u m cr e ati ni n e ( V 1, V 2) a n d s er u m cr e at i ni n e a n d ot h er s af et y, 
effi c a c y, P K a n d P D m e as ur e m e nt s ( V 3).  

b
If I M P tr e at m e nt is i nt err u pt e d f or  7 d a ys d uri n g t his p eri o d, pr o c e d ur es s h o ul d b e f oll o w e d as d et ail e d i n S e cti o n 3. 8. 3. 2 .

c
T h e f oll o w i n g visits ( a n d all ass ess m e nts r e q uir e d d uri n g t h os e visits) s h o ul d b e p erf or m e d i n-cli ni c: s cr e e ni n g ( V 1, V 2, D a y -4 3), e n d of pl a c e b o r u n -i n, e n d 

of t ol v a pt a n tit r ati o n, e n d of t ol v a pt a n r u n-i n, q u art erl y visits d uri n g t h e r a n d o mi z e d, d o u bl e-bli n d tr e at m e nt p eri o d ( e g, M o nt hs 3, 6, 9), M o nt h 1 2/ e n d of 
tr e at m e nt ( E o T x) visit, a n d t h e l ast f oll o w-u p visit.  Vit al si g ns at e a c h of t h e a b o v e visits i n cl u d e sitti n g h e ar t r at e a n d bl o o d pr ess ur e.  P ost-v oi d b o d y 
w ei g ht s h o ul d b e m e as ur e d at t h e first s cr e e ni n g visit a n d t h e M o nt h 1 2/ E o T x visit o nl y.  H ei g ht s h o ul d b e ass ess e d at t h e fi rst s cr e e ni n g visit o nl y.  Eit h er 
h ei g ht or w ei g ht m a y b e c oll e ct e d as a n u ns c h e d ul e d m e a s ur e m e nt if t h e pl a n n e d ass ess m e nt w as miss e d .  W ei g ht m a y b e ass ess e d as n e c ess ar y t o ass ess 
c h a n g es i n b o d y w ei g ht.

d
A f ull p h ysi c al e x a mi n ati o n i s r e q uir e d at s cr e e ni n g ( V 1) a n d t h e M o nt h 1 2/ E o T x visit.  A “ dir e ct e d p h ysi c al e x a mi n ati o n ” is p erf or m e d at t h e q u art erl y visits 

( e g, M o nt hs 3, 6, 9) f or ass ess m e nt of si g ns or s y m pt o ms r e p ort e d b y t h e s u bj e ct t h at mi g ht r e q uir e f urt h er e v al u ati o n.
e
D uri n g t h e tri al, a pr e g n a n c y t est s h o ul d b e c o m pl et e d at s cr e e ni n g, e n d of pl a c e b o r u n -i n a n d at t h e q u art erl y visits.  O n s us pi ci o n of pr e g n a n c y, 

u ns c h e d ul e d uri n e or s er u m pr e g n a n c y t esti n g will b e p erf or m e d.  P ositi v e uri n e pr e g n a n c y t ests s h o ul d b e c o nfir m e d wit h a s e r u m pr e g n a n c y t est.
f
All s er u m cr e ati ni n e s a m pl es will b e a n al y z e d b y t h e c e ntr al l a b or at or y. T h e s p e cifi cs a n d ti mi n g f or all cli ni c al l a b or at or y s a m pl es f or c e ntr al a n d l o c al 

l a b or at or y a n al ys es ar e as f oll o ws:
All visits: O n e or m or e t u b es of bl o o d m a y b e c oll e ct e d t o a c c o m m o d at e t h e n e e d e d t ests.
S c r e e ni n g p e ri o d:   D uri n g t h e 1 -2 w e e ks of t h e s cr e e ni n g p eri o d, bl o o d w ill b e dr a w n 2 ti m es o n s e p ar at e d a ys ( V 1, V 2) at l e ast 2 4 h o urs a p art.  T h e 
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A D DI TI O N A L RI S K T O T H E S U B J E C T :

T h er e is n o a d diti o n al ris k t o t h e s u bj e cts.
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[i n s ert c o m p o u n d n u m b er] will b e t e st e d pri or t o c o m m e n c e m e nt of t hi s tri al. I a gr e e t o a d h er e 
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s p o n s or' s Cli ni c al R e s e ar c h A gr e e m e nt, at w hi c h ti m e I a gr e e t o a d h er e stri ctl y t o t h e pr ot o c ol a s 
a m e n d e d).

I u n d er st a n d t h at t hi s I R B- or I EC- a p pr o v e d pr ot o c ol will b e s u b mitt e d t o t h e a p pr o pri at e 
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I a gr e e t o a w ait I R B/I E C a p pr o v al b ef or e i m pl e m e nt ati o n of a n y pr ot o c ol a m e n d m e nt s t o t hi s 
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i m m e di at el y, a n d pr o vi d e t h e i nf or m ati o n to t h e I R B/I E C wit hi n 5 w or ki n g d a y s. A d mi ni str ati v e 
c h a n g e s t o t h e pr ot o c ol will b e tr a n s mitt e d t o t h e I R B/I E C f or i nf or m ati o n al p ur p o s e s o nl y.

I a gr e e t o pr o vi d e all s u bj e ct s wit h i nf or m e d c o n s e nt f or m s, a s r e q uir e d b y t h e a p pli c a bl e 
r e g ul ati o n s a n d b y IC H g ui d eli n e s. I a gr e e t o r e p ort t o t h e s p o n s or a n y a d v er s e e x p eri e n c e s i n 
a c c or d a n c e wit h t h e t er m s of t h e s p o n s or' s Cli ni c al R e s e ar c h A gr e e m e nt a n d t h e r el e v a nt 
r e gi o n al r e g ul ati o n( s) a n d g ui d eli n e( s). I f urt h er a gr e e t o pr o vi d e all r e q uir e d i nf or m ati o n 
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p arti ci p ati o n i n t h e pr ot o c ol i n v ol v e s a c o m mit m e nt t o p u bli s h t h e d at a fr o m t hi s tr ail i n a 
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