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R E C D 3 1 2 6 I n v esti g at o r P r ot o c ol A g r e e m e nt  
 

I a gr e e: 
•  T o ass u m e r es p o nsi bilit y f or t h e pr o p er c o n d u ct of t h e st u d y at t his sit e. 

•  T o c o n d u ct t h e st u d y i n c o m pli a n c e wit h t his pr ot o c ol, a n y f ut ur e a m e n d m e nts, a n d wit h a n y 
ot h er st u d y c o n d u ct pr o c e d ur es pr o vi d e d b y t h e S p o ns or, S ali x P h ar m a c e uti c als, I n c.  ( S ali x). 

•  N ot t o i m pl e m e nt a n y d e vi ati o ns fr o m or c h a n g es t o t h e pr ot o c ol wit h o ut a gr e e m e nt fr o m t h e 
S p o ns or a n d pri or r e vi e w a n d writt e n a p pr o v al fr o m t h e I nstit uti o n al R e vi e w 
B o ar d/I nstit uti o n al Et hi c s C o m mitt e e (I R B/I E C), e x c e pt w h er e n e c ess ar y t o eli mi n at e a n 
i m m e di at e h a z ar d t o t h e s u bj e cts, or f or a d mi nistr ati v e as p e cts of t h e st u d y ( w h er e p er mitt e d 
b y all a p pli c a bl e r e g ul at or y  r e q uir e m e nts). 

•  T h at I a m t h or o u g hl y f a mili ar wit h t h e a p pr o pri at e us e of t h e i n v esti g ati o n al dr u g(s), as 
d es cri b e d i n t his pr ot o c ol a n d a n y ot h er i nf or m ati o n pr o vi d e d b y t h e S p o ns or 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: t h e c urr e nt i n v esti g at or’s br o c h ur e or e q ui v al e nt d o c u m e nt 
pr o vi d e d b y S ali x a n d a p pr o v e d pr o d u ct l a b el, if  a p pli c a bl e.  

•  T h at I a m a w ar e of, a n d will c o m pl y wit h, “ g o o d c li ni c al pr a cti c es ” ( G C P) a n d all a p pli c a bl e 
r e g ul at or y r e q uir e m e nts. 

•  T o e ns ur e t h at all p ers o ns assisti n g m e wit h t h e st u d y ar e a d e q u at el y i nf or m e d a b o ut t h e 
i n v esti g ati o n al dr u g(s) a n d of t h eir st u d y-r el at e d d uti es a n d f u n cti o ns as d es cri b e d i n t h e 
pr ot o c ol.  

•  T o p eri o di c o n -sit e m o nit ori n g of t h e c as e r e p ort f or ms ( C R Fs) a n d s o ur c e d o c u m e nts b y 
S ali x or d esi g n e e a n d t o o n -sit e i ns p e cti o n of C R Fs a n d s o ur c e d o c u m e nts b y  a p pr o pri at e 
r e g ul at or y a ut h oriti es, i n cl u di n g b ut n ot li mit e d t o t h e U nit e d St at es ( U S) Fo o d a n d Dr u g 
A d mi nistr ati o n ( F D A), l o c al g o v er ni n g r e g ul at or y b o di es, a n d I R B/I E C  i ns p e ct ors. 

•  T h at I h a v e b e e n i nf or m e d t h at c ert ai n r e g ul at or y a ut h oriti es r e q uir e t h e S p o ns or t o o bt ai n 
a n d s u p pl y d et ails a b o ut t h e i n v esti g at or’s o w n ers hi p i nt er est i n t h e S p o ns or or st u d y dr u g, 
a n d m or e g e n er all y a b o ut his/ h er fi n a n ci al ti es wit h t h e S p o ns or. S ali x will us e a n d  dis cl os e 
t h e i nf or m ati o n s ol el y f or t h e p ur p os e of c o m pl yi n g wit h r e g ul at or y r e q uir e m e nts. 

H e n c e I:  
–  A gr e e t o s u p pl y S ali x wit h a n y i nf or m ati o n r e g ar di n g o w n ers hi p i nt er est a n d  fi n a n ci al 

ti es (i n cl u di n g t h os e of m y s p o us e a n d d e p e n d e nt c hil dr e n);  

–  A gr e e t o pr o m ptl y u p d at e t his i nf or m ati o n if a n y r el e v a nt c h a n g es o c c ur d uri n g  t h e 
c o urs e of t h e st u d y a n d f or 1 y e ar f oll o wi n g c o m pl eti o n of t h e st u d y;  a n d  

–  A gr e e t h at S ali x m a y dis cl os e t his i nf or m ati o n a b o ut s u c h o w n ers hi p i nt er ests a n d 
fi n a n ci al ti es t o r e g ul at or y a ut h oriti es.  

 
 

 
I n v esti g at o r N a m e [ P ri nt]   I n v esti g at o r Si g n at u r e   D at e  
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S Y N O P S I S  
 

P R O T O C O L T I T L E:  A D o u bl e -Bli n d, Pl a c e b o -C o ntr oll e d, P ar all el -Gr o u p, M ulti c e nt er, 
M ultir e gi o n al, O n e Y e ar St u d y t o Ass ess t h e Effi c a c y a n d S af et y of 
T wi c e D ail y Or al Rif a xi mi n D el a y e d R el e as e T a bl ets f or I n d u cti o n 
of Cli ni c al R e missi o n wit h E n d os c o pi c R es p o ns e at 1 6 W e e ks 
f oll o w e d b y Cli ni c al a n d E n d os c o pi c R e missi o n at 5 2 W e e ks i n 
S u bj e cts wit h A cti v e M o d er at e Cr o h n’s Dis e as e  

P R O T O C O L N U M B E R:  R E C D 3 1 2 6  

S P O N S O R:  S ali x P h ar m a c e uti c als, I n c.  

T R E A T M E N T:  Tr e at m e nt A: Rif a xi mi n D el a y e d R el e as e ( D R) Or al T a bl ets 8 0 0 
m g BI D a d mi nist er e d c o nti n u o usl y wit h o ut d os e -a dj ust m e nt f or 5 2 
w e e ks  

Tr e at m e nt B: M at c hi n g pl a c e b o BI D a d mi nist er e d c o nti n u o usl y 
wit h o ut d os e -a dj ust m e nt f or 5 2 w e e ks  

P RI M A R Y O B J E C T I V E:  T o d et er mi n e t h e effi c a c y of Rif a xi mi n D R 8 0 0 m g BI D vs. 
pl a c e b o f or t h e i n d u cti o n of cli ni c al r e missi o n a n d e n d os c o pi c 

r es p o ns e f oll o wi n g 1 6 w e e ks of tr e at m e nt i n s u bj e cts pr es e nti n g 
wit h a cti v e m o d er at e Cr o h n’s dis e as e.  

K E Y S E C O N D A R Y 
O B J E C T I V E:  

A k e y s e c o n d ar y o bj e cti v e is t o e v al u at e cli ni c al a n d e n d os c o pi c 
r e missi o n f oll o wi n g a n a d diti o n al 3 6-w e e k l o n g t er m tr e at m e nt 
p h as e of Rif a xi mi n D R 8 0 0 m g BI D vs. pl a c e b o.  

S T U D Y D E S I G N:  R E C D 3 1 2 6 is a d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, p ar all el -gr o u p, 
m ulti c e nt er, m ultir e gi o n al, 5 2 -w e e k st u d y t o ass es s t h e effi c a c y 
a n d s af et y of Rif a xi mi n D R t a bl ets f or t h e i n d u cti o n of cli ni c al 
r e missi o n a n d e n d os c o pi c r es p o ns e at 1 6 w e e ks f oll o w e d b y 

cli ni c al a n d e n d os c o pi c r e missi o n aft er 5 2 w e e ks of c o nti n u o us 
t h er a p y i n s u bj e cts wit h a cti v e m o d er at e Cr o h n’s dis e as e. S u bj e cts 
will b e eli gi bl e if t h e y h a v e a cti v e, m o d er at e dis e a s e d efi n e d b y a 
Cr o h n’s dis e as e A cti vit y I n d e x ( C D AI) s c or e of ≥ 2 2 0 a n d ≤ 4 5 0 
p oi nts at s cr e e ni n g, a n d e v i d e n c e of a cti v e il e o c ol o ni c Cr o h n’s 
dis e as e d efi n e d b y a Si m pl e E n d os c o pi c S c or e f or Cr o h n’s dis e as e 
( S E S-C D) of ≥ 7 o n b as eli n e il e o c ol o n os c o p y as a ss ess e d b y 
bli n d e d c e ntr al r e a di n g. Eli gi bl e s u bj e cts will c o m pl et e a 2 - t o 3- 
w e e k S cr e e ni n g P eri o d, a 5 2 -w e e k Tr e at m e nt P eri o d c o nsisti n g of 
a 1 6 -w e e k I n d u cti o n P h a s e a n d 3 6 -W e e k L o n g T er m Tr e at m e nt 
P h as e, a n d a 2 -w e e k F oll o w -u p P eri o d. S u bj e cts will b e 
r a n d o mi z e d i n a 1: 1 all o c ati o n t o Rif a xi mi n D R 8 0 0 m g BI D or 
pl a c e b o at t h e b e gi n ni n g of t h e tr e at m e nt p er i o d a n d will m ai nt ai n 
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 tr e at m e nt assi g n m e nt t hr o u g h o ut t h e d ur ati o n of t h e st u d y. 
Il e o c ol o n os c o p y will b e p erf or m e d o n all s u bj e cts at b as eli n e 
( b et w e e n Visits 1 a n d 2), b et w e e n W e e ks 1 6 a n d 1 7 ( e n d of t h e 
I n d u cti o n P h as e), a n d f oll o wi n g c o m pl eti o n of t h e 3 6-w e e k L o n g 
T er m Tr e at m e nt P h as e ( W e e k 5 2) t o ass ess t h e eff e cts of tr e at m e nt 
o n t h e d e gr e e of m u c os al h e ali n g. S u bj e cts will b e ass ess e d d uri n g 
cli ni c visits w hi c h ar e s c h e d ul e d at W e e ks 0 ( b as eli n e), 2, 4, 8, 1 2, 
a n d 1 6; t h e n  e v er y f o ur w e e ks t hr o u g h W e e k 5 2. All s u bj e cts will 
b e r e q uir e d t o c o m pl et e a d ail y di ar y. All s u bj e cts will c o m pl et e a 
2 -w e e k (st u d y dr u g fr e e) F oll o w -u p P eri o d f oll o wi n g c o m pl eti o n 
of t h e 5 2 -w e e k Tr e at m e nt P eri o d, a n d will r et ur n t o t h e cli ni c f or 
fi n al ass ess m e nts ( E n d -of -St u d y [ E O S] visit; W e e k 5 4). S e e 
Fi g ur e  1.  

S T U D Y D U R A T I O N:  P er S u bj e ct: 2 - t o 3-w e e k S cr e e ni n g P eri o d, 5 2 -w e e k Tr e at m e nt 
P eri o d, a n d a 2 -w e e k F oll o w -u p P eri o d. T h e m a xi m u m d ur ati o n of 
s u bj e ct p arti ci p ati o n will b e 5 7 w e e ks.  

S U B J E C T 
P O P U L A T I O N:  

S u bj e cts wit h a cti v e, m o d er at e dis e as e d efi n e d b y a C D AI s c or e of  
≥ 2 2 0 a n d ≤ 4 5 0 p oi nts at s cr e e ni n g, a n d e vi d e n c e of a cti v e 
il e o c ol o ni c Cr o h n’s dis e a s e d efi n e d b y a S E S-C D s c or e of ≥ 7 as 
d et er mi n e d fr o m b as eli n e il e o c ol o n os c o p y.  

N U M B E R O F 
S U B J E C T S:  

A p pr o xi m at el y 6 6 0 t ot al: 3 3 0 t o Tr e at m e nt A ( 8 0 0 m g Rif a xi mi n 
D R BI D) a n d 3 3 0 t o Tr e at m e nt B ( Pl a c e b o BI D)  

N U M B E R O F C E N T E R S:  A p pr o xi m at el y 2 0 0  

L O C A T I O N:  U nit e d St at es, C a n a d a, R ussi a, Isr a el a n d c o u ntri e s i n E ur o p e  

C O -P RI M A R Y 
E F FI C A C Y E N D P OI N T:  

T h er e will b e t w o c o -pri m ar y m e as ur es of effi c a c y ass ess e d d uri n g 
t h e I n d u cti o n of Cli ni c al R e missi o n a n d E n d os c o pi c R es p o ns e 
P h as e. T h e first c o -pri m ar y e n d p oi nt is:  

•  Cli ni c al S y m pt o m R e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er  of 
li q ui d/ v er y s oft st o ols f or t h e 7 d a ys pri or t o t h e W e e k 1 6 visit 
b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n a b d o mi n al p ai n 
r ati n g of ≤ 1 (fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys 
pri or t o t h e W e e k 1 6  visit.  

T h e s e c o n d c o -pri m ar y e n d p oi nt is:  

•  E n d os c o pi c R es p o ns e d efi n e d as a ≥ 3 -p oi nt d e cr e as e i n t h e 
S E S -C D fr o m b as eli n e t o t h e S E S -C D s c or e o bt ai n e d b et w e e n 
W e e k 1 6 a n d W e e k 1 7. S E S -C D s c or es will b e c al c ul at e d fr o m 
c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at  
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 b as eli n e a n d b et w e e n W e e k 1 6 a n d W e e k 1 7.  

K E Y C O -S E C O N D A R Y 
E N D P OI N T:  

T h er e will b e t w o k e y c o -s e c o n d ar y e n d p oi nts of effi c a c y ass ess e d 
d uri n g t h e L o n g T er m Tr e at m e nt P h as e. T h e first is:  

 
•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er  of 

li q ui d/ v er y s oft st o ols f or t h e 7 d a ys pri or t o t h e W e e k 5 2 visit 
b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n a b d o mi n al p ai n 
r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys 
pri or t o t h e W e e k 5 2  visit.  

T h e s e c o n d is:  
 
•  E n d os c o pi c r e missi o n d efi n e d as a S E S -C D s c or e of ≤ 2 at 

W e e k 5 2. S E S -C D s c or e s will b e c al c ul at e d fr o m c e ntr all y - 
r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at W e e k 5 2  

S E C O N D A R Y 
E N D P OI N T S:  

T h e f oll o wi n g s e c o n d ar y e n d p oi nts will b e ass ess e d:  
 

•  I n d u cti o n of cli ni c al r e missi o n d efi n e d as a C D AI s c or e of l ess 
t h a n 1 5 0 p oi nts at W e e k 1 6.  

•  Pr o p orti o n of s u bj e cts wit h S E S -C D s c or e of 0 at W e e k  5 2.  

•  Cli ni c al r e missi o n d efi n e d as a C D AI s c or e of l ess t h a n  1 5 0 
p oi nts at p ost -b as eli n e  visits.  

•  C h a n g e fr o m b as eli n e i n S E S -C D s c or e at W e e k 1 6 a n d  W e e k 
5 2.  

•  Cli ni c al s y m pt o m r e missi o n o v er ti m e: T h e t ot al n u m b er of 
li q ui d/ v er y s oft st o ols f or t h e 7 d a ys pri or t o e a c h cli ni c visit 
b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n a b d o mi n al p ai n 
r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e l ast 7 

d a ys pri or t o e a c h cli ni c visit i n ≥  8 0 % of t h e st u d y visits 
d uri n g t h e 5 2 -W e e k Tr e at m e nt P h as e, i n cl u di n g W e e k  5 2.  

•  Ti m e t o l oss of C D AI r es p o ns e d efi n e d b y a C D AI s c or e of  ≥  
1 5 0 p oi nts d uri n g t h e L o n g T er m Tr e at m e nt P h as e.  

 
•  Ti m e u ntil d ur a bl e r es p o ns e t o t h e li q ui d/ v er y s oft st o ol 

c o m p o n e nt of t h e c o -pri m ar y e n d p oi nt d uri n g t h e  5 2 -W e e k 
Tr e at m e nt  P h as e.  
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 •  Ti m e u ntil d ur a bl e r es p o ns e t o t h e a b d o mi n al p ai n c o m p o n e nt 
of t h e c o -pri m ar y e n d p oi nt d uri n g t h e 5 2 -W e e k Tr e at m e nt 
P h as e.  

•  Pr o p orti o n of s u bj e cts wit h r es p o ns e t o t h e a b d o mi n al p ai n 
c o m p o n e nt of t h e c o -pri m ar y e n d p oi nt at p ost -b a s eli n e ti m e 
p oi nts.  

•  Pr o p orti o n of s u bj e cts wit h r es p o ns e t o t h e li q ui d/ v er y s oft 
st o ol c o m p o n e nt of t h e c o -pri m ar y e n d p oi nt at p o st -b as eli n e 
ti m e p oi nts.  

•  Pr o p orti o n of s u bj e cts w h o a c hi e v e cli ni c al r e mis si o n b y t h e 
C D AI e n d p oi nt at p ost -b as eli n e ti m e  p oi nts.  

•  P er c e nt a g e of s u bj e cts w h o a c hi e v e cli ni c al r es p o ns e at p ost - 
b as eli n e ti m e p oi nts. Cli ni c al r es p o ns e is d efi n e d a s a  r e d u cti o n 
of at l e ast 1 0 0 p oi nts fr o m t h e b as eli n e C D AI  s c or e.  

•  Ti m e t o cli ni c al r es p o ns e b as e d o n W e e k 1 6 c o -pri m ar y 
e n d p oi nts.  

S A F E T Y E N D P OI N T S:  •  I n ci d e n c e, i nt e nsit y, a n d t y p es of a d v ers e e v e nts ( A Es). 

•  C h a n g es fr o m b as eli n e i n t h e l a b or at or y p ar a m et er s 
( h e m at ol o g y, cli ni c al c h e mistr y, uri n al ysis).  

•  C h a n g es fr o m b as eli n e i n vit al si g n  m e as ur e m e nts.  

O T H E R E N D P OI N T S:  E x pl or at or y ass ess m e nts will i n cl u d e: 

•  C h ar a ct eri z ati o n of st o ol mi cr o bi ot a at b as eli n e a n d aft er  1 6 
a n d 5 2 w e e ks of  tr e at m e nt. 

  B as eli n e a n d p ost -tr e at m e nt b a ct eri al D N A is ol at e d 
fr o m st o ol f or 1 6 S r R N A g e n e a m plifi c ati o n.  

  D es cri pti v e c h ar a ct eri z ati o n of b a ct eri a i n st o ol  b y:  

•  Is ol ati o n a n d i d e ntifi c ati o n of s el e ct e d Gr a m - 
n e g ati v e a n d Gr a m -p ositi v e  b a ct eri a.  

•  R esist a n c e t o s el e ct e d a nti bi oti cs, i n cl u di n g 
rif a xi mi n a n d rif a m pi n. 

•  G e n o mi c pr ofili n g of pr e g n a n e X r e c e pt or ( P X R) i n  bl o o d.  

•  P o p ul ati o n p h ar m a c o ki n eti cs of  rif a xi mi n. 
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SAMPLE SIZE: The information below provides the background information for 
sample size determination for the induction of clinical remission 
with endoscopic response at 16 weeks followed by clinical and 
endoscopic remission at 52 weeks. For placebo, the expected rates 
are based on data from a Phase 2 study (RETIC 03/06) conducted 
in subjects with active moderate Crohn’s disease. The rates for 
Rifaximin DR are based on the assumption that Rifaximin DR will 
provide a somewhat higher induction of remission rate. 
 
Expected rates for induction of clinical remission with endoscopic 
response at Week 16 are 40% for placebo and 55% for Rifaximin 
DR. 
 
Based on a significance level of 5% (alpha 0.05), a sample size of 
approximately 240 subjects per treatment group will have at least 
90% power to test the hypothesis that Rifaximin DR is superior to 
placebo for each co-primary endpoint considered individually. 
Approximately 80% power is available to detect significant 
differences between Rifaximin DR and placebo for each of the co- 
primary endpoints. 
 
For the long term treatment phase, a 15% treatment effect is 
expected for both clinical symptom and endoscopic remission at 
Week 52. Based on this assumption and testing at a significance 
level of 5% (alpha 0.05), a sample size of approximately 210 
subjects per treatment group will have at least 90% power to test 
the key secondary efficacy hypothesis that Rifaximin DR is 
superior to placebo when each key co-secondary endpoint is 
considered individually. In addition, approximately 80% power is 
available to detect significant differences between Rifaximin DR 
and placebo for each of the key co-secondary endpoints. 

An additional consideration for sample size determination is the 
application of an inflation factor of 20% to account for drop-out 
rates during the Induction and Long Term Treatment Phases of the 
study. This consideration suggested that 330 subjects per treatment 
group would be required at study entry. 
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E M A  E ur o p e a n M e di ci n es A g e n c y  

E O S  E n d of St u d y  

E O T  E n d of Tr e at m e nt  

F D A  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 es  

GI  G astr oi nt esti n al  

H b A 1 c  H e m o gl o bi n A 1 c  
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Abbreviation Definition 

HDPE High Density Polyethylene 
HIV Human Immunodeficiency Virus 
IB Investigator’s Brochure 
IBDQ Inflammatory Bowel Disease Questionnaire 
IBS Irritable Bowel Syndrome 
ICF Informed Consent Form 
ICH International Conference on Harmonization 
IEC Institutional Ethics Committee 
IL Interleukins 
IND Investigational New Drug 
IRB Institutional Review Board 
ITT Intent-to-Treat 
IUD Intrauterine Device 
LFT Liver Function Test 
LLN Lower Limit of Normal 
LOCF Last Observation Carried Forward 
MedDRA Medical Dictionary for Regulatory Activities 
MMP-9 Matrix Metalloproteinase-9 
NASH Non-alcoholic Steatohepatitis 
NC North Carolina 
NF-kB Nuclear Factor kappa-light-chain-enhancer of activated B Cells 
PCR Polymerase Chain Reaction 
PHI Protected Health Information 
PK Pharmacokinetic(s) 
PP Per Protocol 
PSAP Pharmacokinetics Statistical Analysis Plan 
PXR Pregnane X Receptor 
rCRT Clinical Remission Rate Treatment 
rCRP Clinical Remission Rate Placebo 
RNA Ribonucleic Acid 
ROC Receiver Operating Characteristics 
SAE Serious Adverse Event 
SAS Statistical Analysis System 
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A b b r e vi ati o n  D efi niti o n  

S E S -C D  Si m pl e E n d os c o pi c S c or e f or Cr o h n’s Dis e as e  

S D  St a n d ar d D e vi ati o n  

t c d B C. diffi cil e T o xi n B  

T m a x  Ti m e of M a xi m u m O bs er v e d Pl as m a C o n c e ntr ati o n  

T N B S  Tri nitr o b e n z e n e S ulf o ni c A ci d  

T N F α  T u m or N e cr osis F a ct or al p h a  

U L N  U p p er Li mit of N or m al  

U S  U nit e d St at es  

W P AI: C D  W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e - Cr o h n’s 
Dis e as e  

W H O  W orl d H e alt h Or g a ni z ati o n  
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1. 0  I N T R O D U C T I O N  
 

1. 1  Di s e as e B a c k g r o u n d a n d S ci e ntifi c R ati o n al e f o r t h e Us e of Rif a xi mi n D R  i n 
C r o h n’s  Dis e as e  

 
Cr o h n’s di s e as e ( C D) is a c hr o ni c, r el a psi n g, r e mitti n g, s yst e mi c dis e as e w hi c h m a y r es ult i n 
tr a ns m ur al i nfl a m m ati o n of t h e g astr oi nt esti n al tr a ct. T h e i n ci d e n c e a n d pr e v al e n c e r at es f or 
C D i n C a u c asi a n p e o pl e i n N ort h er n E ur o p e a n d N ort h A m eri c a ar e n ot e d i n T a bl e 1.  

 
T a bl e 1: E pi d e mi ol o g y of C r o h n’s Dis e as e  

F a ct or  Cr o h n’s dis e as e  

I n ci d e n c e p er 1 0 0, 0 0 0  1 -6  

Pr e v al e n c e p er 1 0 0, 0 0 0  1 0 -1 0 0  

R a ci al I n ci d e n c e  Hi g h i n C a u c asi a ns  

Et h ni c I n ci d e n c e  Hi g h i n J e wis h p e o pl e  

G e n d er  Sli g ht f e m al e pr e p o n d er a n c e  

A g e of O ns et  1 5 -2 5 ( p e a k)  
5 5 -6 5 ( 2 n d s m all er p e a k)  

R ef er e n c e ( 1)  

Cr o h n’s di s e as e m a y aff e ct a n y p art of t h e ali m e nt ar y tr a ct, b ut m ai nl y aff e cts t h e il e u m ( 3 0 - 
4 0 %), il e o c ol o ni c r e gi o n ( 4 0 -5 5 %) or c ol o n ( 1 5 -2 5 %). G astr oi nt esti n al s y m pt o ms ar e 
d et er mi n e d b y t h e a n at o mi c al l o c ati o n a n d t h e s e v erit y of t h e dis e as e a n d i n cl u d e:  

 
•  G e n er al m a nif est ati o ns: f ati g u e, l oss of a p p etit e,  f e v er. 

•  B o w el s p e cifi c s y m pt o ms: irr e g ul ar b o w el m o v e m e nts, m u c us a n d / or bl o o d i n st o ols, 
c hr o ni c r e c urr e nt di arr h e a, r e c urr e nt a b d o mi n al p ai n, a b d o mi n al t e n d er n ess, n a us e a, 
w ei g ht l oss, p eri a n al  dis e as es.  

•  Stri ct ur es a n d fist ul a e, w hi c h m a y l e a d t o o bstr u cti o ns, a bs c ess es a n d m al a bs or pti o n.  

•  E xtr ai nt esti n al m a nif est ati o ns: pr es e nt i n u p t o 3 0 % of C D p ati e nts a n d i n cl u d e 
art hr o p at hi es, b o n e d e mi n er ali z ati o n, s ki n l esi o ns, o c ul ar m a nif est ati o ns, h e p ati c  dis e as es.  

 
S e v erit y of  dis e as e g e n er all y is ass ess e d b y b ot h n o n -i n v asi v e a n d i n v asi v e m e as ur es. T h e 
Cr o h n’s dis e as e A cti vit y I n d e x ( C D AI) s c or e is a w ei g ht e d, c o m p osit e i n d e x of ei g ht it e ms 
(st o ol fr e q u e n c y, s e v erit y of a b d o mi n al p ai n, d e gr e e of g e n er al w ell-b ei n g, pr es e n c e or  
a bs e n c e of e xtr ai nt esti n al m a nif est ati o ns i n cl u di n g fist ul a, us e or n o n us e of a nti di arr h e al 
a g e nts, pr es e n c e or a bs e n c e of a b d o mi n al m ass, h e m at o crit a n d b o d y w ei g ht). S c or es r a n g e 
fr o m 0 t o a p pr o xi m at el y 6 0 0 wit h hi g h er s c or es i n di c ati n g gr e at er dis e as e s e v erit y. Cli ni c al 
( as y m pt o m ati c) r e missi o n is d efi n e d as a s c or e of ≤ 1 5 0 p oi nts. Mil d-t o-m o d er at e dis e as e a n d 

s e v er e dis e as e ar e d efi n e d b y s c or es of >  1 5 0 t o ≤ 4 5 0, a n d >  4 5 0 p oi nts, r e s p e cti v el y. ( S e e 
A p p e n di x 2: Cr o h n’s  Dis e as e A cti vit y I n d e x ). 
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T h e Si m pl e E n d os c o pi c S c or e f or Cr o h n’s dis e as e ( S E S -C D) is a v ali d at e d i nstr u m e nt 
r efl e cti n g a n e n d os c o pist’s gl o b al a p pr ais al of m u c os al l esi o ns i n Cr o h n’s dis e as e. T h e S E S - 
C D gr a d es l esi o ns b y l o c ati o n (il e u m, ri g ht  c ol o n, tr a ns v ers e c ol o n, l eft c ol o n a n d r e ct u m) 
usi n g ul c er si z e, e xt e nt of ul c er at e d s urf a c e, e xt e nt of aff e ct e d s urf a c e, a n d pr es e n c e/t y p e of 
n arr o wi n g. ( S e e A p p e n di x 4: Si m pl e E n d os c o pi c S c or e f or Cr o h n’s Dis e as e ( S E S -C D ) 
D efi niti o ns of S E S -C D V ari a bl es ). 

 
T h e dis e as e c o urs e is v ari a bl e wit h s o m e p ati e nts e x p eri e n ci n g a v er y mil d dis e as e wit h 
i nfr e q u e nt fl ar e-u ps w hil e ot h ers m a y s uff er fr o m m or e s e v er e dis e as e wit h fr e q u e nt 
h os pit ali z ati o n s. E pi d e mi ol o gi c al st u di es s h o w t h at o v er 1 y e ar fr o m di a g n o sis, 1 0 -3 0 % of 
p ati e nts h a v e at l e ast o n e e x a c er b ati o n; 6 7 -7 3 % of p ati e nts h a v e a c hr o ni c i nt er mitt e nt c o urs e; 
a n d 2 7 % a n d 2 9 % of p ati e nts d e v el o p stri ct ur es or p e n etr ati n g dis e as e, r es p e cti v el y ( 2 -6). F or 
r efr a ct or y C D or C D c o m pli c at e d b y p erf or ati o n, i nt esti n al o bstr u cti o n, st e n osis or fist ul a e, 
p ati e nts fr e q u e ntl y r e q uir e b o w el s ur g er y ( 3; 6 -8).  

 
C o nsi d er a bl e cli ni c al a n d e x p eri m e nt al e vi d e n c e e xists t o d e m o nstr at e t h at a n alt er e d i m m u n e 
r es p o nse t o c o m m e ns al e nt eri c b a ct eri a i n a g e n eti c all y s us c e pti bl e h ost pl a ys a k e y r ol e b ot h 
i n t h e d e v el o p m e nt a n d p ersist e n c e of t h e i nt esti n al i nfl a m m ati o n pr es e nt i n C D ( 9-1 1).  
R e c e nt e vi d e n c e i n di c at e s t h e pr es e n c e of c h ar a ct eristi c c h a n g es i n t h e bi ostr u c t ur e of t h e 
f e c al mi cr o bi ot a i n C D p ati e nts ( 1 2). A d diti o n all y, f e c al mi cr o bi ot a of C D p ati e nts is 
u nst a bl e o v er ti m e as c o m p ar e d wit h h e alt h y s u bj e cts ( 1 3), wit h i n cr e as e d E nt er o b a ct eri a a n d 
d e cr e as e d d e nsit y of b e n efi ci al b a ct eri a s u c h as Fi r mi c ut es (i n p arti c ul ar F. pr a us nitzii ), 
Bifi d o b a ct eri a , a n d L a ct o b a cilli ( 1 3-1 6). F urt h er m or e, t h e c orr el ati o n b et w e e n t h e 
q u a ntifi c ati o n of E. c oli i n il e al bi o psi es a n d t h e e xt e nt of dis e as e a cti vit y i n C D p ati e nts, 
c o u pl e d wit h t h e a bilit y of C D -ass o ci at e d E. c oli t o d e m o nstr at e p at h o g e n-li k e a d h er e nt a n d 

i n v asi v e b e h a vi ors i n c ult ur e d c ells, s u p p ort t h e r ol e of E. c oli i n t h e i nfl a m m at or y pr o c ess 
( 1 7; 1 8). 

 
Rif a xi mi n is a n or al, mi ni m all y a bs or b e d, n o n -s yst e mi c, a nti b a ct eri al a g e nt t h at e x erts its 
a cti vit y i n t h e i nt esti n al l u m e n. B y d e cr e asi n g t h e tri g g ers of i m m u n e a cti v ati o n as w ell as 
e nt eri c i nfl a m m at or y r es p o ns e, rif a xi mi n m a y r e d u c e t h e u n c o ntr oll e d i m m u n e r es p o ns e t o 
e nt eri c b a ct eri a, wit h o ut t h e s af et y c o n c er ns ass o ci at e d wit h s yst e mi c br o a d s p e ctr u m 
a nti b i oti cs, i n cl u di n g m etr o ni d a z ol e a n d ci pr ofl o x a ci n. 

 
T h e us e of rif a xi mi n i n t h e tr e at m e nt of C D is s u p p ort e d b y r e c e nt mi cr o bi ol o gi c a n d 
p h ar m a c o d y n a mi c e vi d e n c e w hi c h s u g g ests b ot h a nti b a ct eri al a n d a nti -i nfl a m m at or y eff e cts 
as m e c h a nis ms of a cti o n as o ut li n e d b el o w: 
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A nti b a ct e ri al eff e ct a n d i m p a ct o n i nt esti n al mi c r o bi ot a:  

 
•  Rif a xi mi n i s a cti v e a g ai n st t h e b a ct eri a t h at h a v e b e e n i n v esti g at e d as p ossi bl e p at h o g e ni c 

a g e nts f or  C D.  

•  Rif a xi mi n i n d u c es i n e nt er o a g gr e g ati v e a n d e nt er ot o xi g e ni c E. c oli a l oss of vir ul e n c e 
f a ct ors s u c h as e nt er ot o xi ns, s urf a c e a d h esi o n f a ct ors a n d m atri x m et all o pr ot ei n as e-9 
( M M P-9), a n d c h a n g es i n e pit h eli al c ell p h ysi ol o g y ass o ci at e d wit h c h a n g es i n b a ct eri al 
att a c h m e nt/i nt er n ali z ati o n  ( 1 9; 2 0). 

•  Rif a xi mi n di d n ot alt er t h e o v er all str u ct ur e of h u m a n c ol o ni c mi cr o bi ot a, b ut c a us e d a n 
i n cr e as e i n c o n c e ntr ati o n s of Bifi d o b a ct eri u m, At o p o bi u m a n d F. pr a us nit zii, all b e n efi ci al 
b a ct eri a, as s h o w n b y a s u p p or ti v e i n vitr o st u d y u si n g a c o nti n u o us c ult ur e c ol o ni c m o d el 
s yst e m t o a n al y z e t h e i m p a ct of rif a xi mi n a d mi nistr ati o n o n t h e f e c al mi cr o bi ot a of 
p ati e nts aff e ct e d b y c ol o ni c a cti v e C D  ( 2 1). 

 
H ost eff e cts of Rif a xi mi n:  

 
•  Rif a xi mi n aff e cts b a ct eri al tr a nsl o c a ti o n t o m es e nt eri c l y m p h n o d es ( 2 2). 

•  Rif a xi mi n i n d u c e d a d o w n -r e g ul ati o n of pr o-i nfl a m m at or y c yt o ki n es i n b ot h i n vitr o 
( 2 0; 2 1) e x p eri m e nts a n d a ni m al m o d els [tri nitr o b e n z e n e s ulf o ni c a ci d ( T N B S)-i n d u c e d 
c olitis]. Rif a xi mi n -i n d u c e d i n hi biti o n of c yt o ki n e pr o d u cti o n pr ot e ct e d a ni m als a g ai nst t h e 
d e v el o p m e nt of c olitis  ( 2 3). 

•  D at a i n di c at e t h at t h e a nti -i nfl a m m at or y a cti vit y of rif a xi mi n is d u e t o its g ut-s p e cifi c 
h u m a n pr e g n a n e -X -r e c e pt or ( P X R) a cti v ati o n ( 2 3). Rif a xi mi n a cti v ati o n of P X R i n d u c es 
t h e i n hi bitio n of n u cl e ar f a ct or k a p p a -li g ht-c h ai n -e n h a n c er of a cti v at e d B c ells ( N F -κ B) 
m e di at e d e x pr essi o n of pr o -i nfl a m m at or y f a ct ors ( 2 4; 2 5). T h e d o w n-r e g ul ati o n of N F-κ B 
t ar g et g e n es is c o u pl e d wit h a n i m pr o v e m e nt i n cli ni c al s y m pt o ms of c olitis ( 2 6). 

 
1. 2  C u r r e nt T h e r a p y f o r C r o h n’s  Dis e as e  

 
T h er e is c urr e ntl y n o c ur e f or C D. T h e c h oi c e of t h er a p y d e p e n ds o n t h e a n at o mi c al l o c ati o n 
of t h e dis e as e, dis e as e s e v erit y, a n d g o als of t h er a p y w hi c h i n cl u d e i n d u cti o n a n d 
m ai nt e n a n c e of cli ni c al r e missi o n, tr e at m e nt of i nf e cti o us a n d ot h er c o m pli c ati o ns ass o ci at e d 
wit h t h e dis e as e, a n d a v oi di n g h os pit ali z ati o ns a n d s ur g eri es. C urr e nt tr e at m e nts f or C D 
i n cl u d e 5-a mi n os ali c yl at e ( 5 -A S A) c o m p o u n ds, gl u c o c orti c oi ds, i m m u n e m o d ul at ors ( 6 - 
m er c a pt o p uri n e, m et h otr e x at e, a z at hi o pri n e), bi ol o gi c r es p o ns e m o d ul at ors ( T u m or N e cr osis 

F a ct or al p h a ( T N F α ) i n hi bit ors), a n d a nti bi oti cs.  F or mil d t o m o d er at e C D, t w o a p pr o a c h es 
t o t h er a p y ar e us e d i n t h e o ut p ati e nt s etti n g. St e p-u p t h er a p y is a gr a d e d t h er a p y t h at i niti all y 
u s es l ess p ot e nt m e di c ati o ns ( wit h f e w er a d v ers e eff e cts) s u c h as t h e 5 -A S A dr u gs. If 
r es p o ns e is i n a d e q u at e, m or e p ot e nt m e di c ati o ns s u c h as t h e i m m u n o m o d ul at ors a n d bi ol o gi cs  
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are added. Top-down therapy begins with more potent therapies earlier in the course of the 
disease. Induction of remission for patients in an acute flare is typically achieved using 5- 
ASA drugs, antibiotics (see below), and/or a glucocorticoid. Patients with severe or 
fulminant disease are treated aggressively with available pharmacologic agents, bowel rest, 
parenteral nutrition, and intravenous glucocorticoids. 

 
Antibiotics, primarily metronidazole and ciprofloxacin, are used to treat complications of CD 
such as perianal disease, small intestinal bacterial overgrowth, postoperative infections, toxic 
colitis, and secondary infections such as Clostridium difficile (C. difficile). Given the 
association between enteric bacteria and CD as noted above, antibiotics have been evaluated 
as primary therapy for active CD. Metronidazole, a broad spectrum antibiotic with activity 
against enteric anaerobes, and ciprofloxacin, a broad spectrum antibiotic with activity against 
aerobic bacteria, have been investigated in several randomized, controlled trials. Results from 
these trials show that metronidazole given alone or with ciprofloxacin for 12 to 16 weeks is 
better than placebo, and comparable to methylprednisolone and sulfasalazine at reducing the 
CDAI score in patients with mild to moderate CD; however, it has been less effective than 
methylprednisolone at inducing clinical remission (26-29). Ciprofloxacin administered alone 
for up to 6 weeks has shown similar efficacy to mesalazine at inducing clinical remission 
(56% and 55%) in patients with mild to moderate disease. Early clinical evidence indicates 
that metronidazole may be more effective in patients with colonic disease (27;30-32). 
Metronidazole was more effective than steroids at reducing symptoms of CD including 
abdominal pain, diarrhea, fever, and general well-being (22). A retrospective review of 
patients with CD receiving rifaximin 600 mg/day for a median duration of 16.6 weeks 
demonstrated clinical improvements in CDAI score (33). While the efficacy of antibiotics 
supports the hypothesis that colonic flora contribute to the etiology of CD, both 
metronidazole and ciprofloxacin are potent broad spectrum antibiotics with significant side 
effect profiles and high systemic exposures. 

 
1.3 Rifaximin DR Background 

 
Rifaximin Delayed Release (Rifaximin DR) tablets contain a new pharmaceutical formulation 
that has been designed to release the active drug following passage through the stomach, and 
to achieve a homogeneous distribution of rifaximin in the intestinal tract. The intent of the 
formulation is to provide uniform coverage of the active drug in the intestinal lumen, and to 
maximize contact with the intestinal mucosa. 

 
1.4 Clinical Experience with Rifaximin 

 
A summary of the clinical studies conducted with rifaximin are provided in the Investigator’s 
Brochure. 
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Rif a xi mi n D R t a bl ets w er e d es cri b e d as E xt e n d e d I nt esti n al R el e as e ( Rif a xi mi n EI R) t a bl ets 
i n pr e vi o usl y c o n d u ct e d st u di es. T h e r el e as e d es cri pt or w as c h a n g e d t o ‘ d el a y e d r el e as e’ t o 
r efl e ct c o n v e nti o n al st a n d ar d d os a g e f or m t er mi n ol o g y a n d t h e r el e as e r at e of t h e dr u g 
pr o d u ct fr o m t h e f or m ul ati o n.  

 
T hr e e p h ar m a c o ki n eti c st u di es wit h Rif a xi mi n EI R 4 0 0 m g t a bl ets ( R E TI C/ 0 1/ 0 6, 
R E TI C/ 0 2/ 0 6 a n d R E TI C -P K/ 0 0 4/ 2 0 0 9) a n d o n e s u p p orti v e st u d y wit h a n 8 0 0 m g s a c h et 
f or m ul ati o n ( C CR U -0 1 5 1 4) h a v e b e e n c o m pl et e d t o ass ess bi o a v ail a bilit y.  

 
R E TI C/ 0 1/ 0 6 w as a n o p e n l a b el, r a n d o mi z e d cr oss -o v er st u d y t h at ass ess e d t h e eff e ct of a 
hi g h -f at br e a kf ast o n t h e bi o a v ail a bilit y of a si n gl e 1 2 0 0 m g d os e of Rif a xi mi n EI R (t a bl et 
f or m ul ati o n), c o m p ar e d t o t h e f ast e d st at e i n h e alt h y v ol u nt e ers. Ei g ht e e n s u bj e cts ( 9 m al es 
a n d 9 f e m al es) w er e r a n d o mi z e d. All s u bj e cts r e c ei v e d t h e tr e at m e nt b ot h i n f asti n g sit u ati o n 
a n d aft er f o o d. T h e w as h -o ut p eri o d b et w e e n t h e t w o tr e at m e nts w as 8 d a ys. A d mi nistr ati o n 
i n t h e f ast e d a n d f e d st at e pr o d u c e d si mil ar r es ults i n t er ms of m e a n Cm a x  (st a n d ar d d e vi ati o n 
[ S D]) [ 5. 1 ( 3. 8) a n d 4. 4 ( 2. 9) n g/ m L, r es p e cti v el y], m e a n A U C t [ 1 1. 3 ( 8. 8) a n d 1 0. 2 ( 6. 0) 
n g· h/ m L, r es p e cti v el y] a n d m e di a n T m a x  ( 1 a n d 1. 5 h o urs, r es p e cti v el y). I n a d diti o n, t h e 
a d mi nistr ati o n of Rif a xi mi n EI R wit h f o o d di d n ot aff e ct t h e uri n ar y e x cr eti o n, w hi c h 
r e pr es e nt e d < 0. 0 2 % of t h e d os e i n b ot h c o n diti o ns. T h e l o w s yst e mi c a bs or pti o n w as 
c o nfir m e d b y a st u d y i n h e alt h y s u bj e cts ( N = 9) a d mi nist er e d Rif a xi mi n EI R 8 0 0 m g (s a c h et) 
as a si n gl e d os e ( C C R U -0 1 5 1 4).  

 
T h e v er y l o w a bs or pti o n of rif a xi mi n w as als o o bs er v e d i n p ati e nts wit h a cti v e C D 
( R E TI C/ 0 2/ 0 6). Ei g ht e e n p ati e nts wit h a cti v e C D ( H ar v e y Br a ds h a w i n d e x of ≤ 7) a n d n o 

c o n c o mit a nt t r e at m e nt wit h ot h er a nti bi oti cs (fr o m t h e w e e k b ef or e s cr e e ni n g), or or al a n d 
r e ct al st er oi ds (l ess t h a n 3 0 d a ys pri or t o s cr e e ni n g) r e c ei v e d a si n gl e or al d os e of 1 2 0 0 m g ( 3 
x 4 0 0 m g) Rif a xi mi n EI R t a bl ets. Rif a xi mi n p e a k c o n c e ntr ati o n i n pl as m a w as r e a c h e d o n 
a v er a g e at 1. 8 h o urs. T h e C m a x  ( S D) a v er a g e d 1 1. 8 ( 1 0. 3) n g/ m L a n d m e a n A U C0 -t ( S D) w as 

4 7. 8 ( 3 0. 9) n g· h/ m L.  

 
A n o p e n -l a b el st u d y w as p erf or m e d t o ass ess t h e bi o a v ail a bilit y of a r e p e at d os e of 1 2 0 0 m g 
( 3 x 4 0 0 m g) Rif a xi mi n EI R t a bl ets a d mi nist er e d t wi c e d ail y (t ot al d ail y d os e 2 4 0 0 m g) f or 7 
d a ys i n 1 2 ( 1 0 e v al u a bl e) a cti v e C D p ati e nts ( R E TI C -P K/ 0 0 4/ 2 0 0 9). O n D a ys 1 a n d 7, o nl y 
t h e m or ni n g d os e w as a d mi nist er e d. S yst e mi c e x p os ur e t o rif a xi mi n w as l o w aft er b ot h si n gl e 
[ Cm a x  ( S D) = 7. 8 ( 3. 5) n g/ m L; AU C 0 -t ( S D) = 3 4. 6 ( 1 9. 4) n g. h/ m L] a n d r e p e at d osi n g [ Cm a x  
( S D) = 6. 1 ( 2. 4) n g/ m L; A U C0 -t ( S D) = 4 1. 4 ( 1 7. 4) n g. h/ m L). St e a d y-st at e w as r e a c h e d b y 
D a y 3 of m ulti pl e d osi n g wit h a mi ni m al e xt e nt of a c c u m ul ati o n ( R C = 1. 4 2). T h e a m o u nt of 
rif a xi mi n e x cr et e d i n uri n e ( c u m ul ati v e uri n ar y e x cr eti o n r a n gi n g fr o m 0. 0 0 8 t o 0. 0 1 3 6 % of 
t h e a d mi nist er e d d os e) c o nfir m e d t h e l o w a bs or pti o n.  

 
T w o P h as e 2 pil ot/ pr o of of c o n c e pt st u di es ( G R A C E 0 1 a n d G R A C E 0 2), a n d a P h as e 2 d os e - 
r a n g e fi n di n g st u d y ( R E TI C/ 0 3/ 0 6) h a v e b e e n co m pl et e d; a s a c h et d os a g e f or m of Rif a xi mi n  
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EI R w as us e d i n G R A C E 0 1 a n d 0 2, a n d t h e pr es e nt f or m ul ati o n w as us e d i n R E TI C/ 0 3/ 0 6. 
G R A C E 0 1 w as a pl a c e b o c o ntr oll e d st u d y i n 8 3 mil d t o m o d er at e C D p ati e nts t h at e v al u at e d 
Rif a xi mi n EI R 8 0 0 m g Q D a n d BI D v ers us pl a c e b o; G R A C E 0 2 w as a n u n c o ntr oll e d st u d y 
t h at e v al u at e d Rif a xi mi n EI R 8 0 0 m g Q D a n d BI D. Effi c a c y w as e v al u at e d pri m aril y b y t h e 

r at e of cli ni c al r e missi o n d efi n e d as C D AI s c or e <  1 5 0 p oi nts aft er 1 2 w e e k s of t h er a p y.  
Gi v e n t h e s m all n u m b er of p ati e nts i n b ot h st u di es, a n d t h e u n c o ntr oll e d d esi g n of G R A C E 
0 2, n eit h er st u d y m et t h e pri m ar y e n d p oi nt; d at a di d s u p p ort p ot e nti al effi c a c y i n t h e 8 0 0 m g 
BI D r e gi m e n.  

 
T h e c urr e nt t a bl et f or m ul ati o n of Rif a xi mi n EI R w as e v al u at e d i n a P h as e II d os e r a n g e 
fi n di n g st u d y i n 4 0 2 p ati e nts wit h a n a c ut e fl ar e of C D ( R E TI C/ 0 3/ 0 6). P ati e nts wit h a C D AI 
b et w e e n 2 2 0 a n d 4 0 0 p oi nts w er e r a n d o mi z e d t o 4 tr e at m e nt gr o u ps: Rif a xi mi n EI R 4 0 0 m g 
t wi c e a d a y, Rif a xi mi n EI R 8 0 0 m g BI D, Rif a xi mi n EI R 1 2 0 0 m g BI D or pl a c e b o BI D f or 1 2 
w e e ks. P ati e nts w h o a c hi e v e d cli ni c al r e missi o n at t h e e n d of t h e tr e at m e nt p eri o d, d efi n e d as 

C D AI s c or e < 1 5 0 p oi nts, w er e a d mitt e d t o a 3 -m o nt h f oll o w -u p p h as e. P ati e nts w er e all o w e d 
t o c o nti n u e st a bl e d os es of or al 5-A S A, m er c a pt o p uri n e, a z at hi o pri n e, a n d/ or m et h otr e x at e as 
c o n c o mit a nt t h er a pi es t hr o u g h o ut t h e st u d y ( u p t o 1 2 w e e ks), w hil e t h e us e of a nti bi oti cs a n d 
or al, i ntr a v e n o us, a n d r e ct al st er oi ds w as n ot p er m itt e d. 

 
As a d d -o n t h er a p y ( 8 3 % of e nr oll e d p ati e nts w er e tr e at e d wit h st a bl e d os es of 5 -A S A a n d/ or 
m et h otr e x at e, a z at hi o pri n e a n d m er c a pt o p uri n e), Rif a xi mi n EI R 8 0 0 m g t wi c e a d a y w as 

st atisti c all y s u p eri or t o pl a c e b o i n i n d u ci n g cli ni c al r e missi o n ( C D AI <  1 5 0 p oi nts) aft er 1 2 
w e e ks of t h er a p y ( p = 0. 0 0 7) a n d m ai nt ai ni n g r e mi ssi o n f or t hr e e m o nt hs aft er Rif a xi mi n EI R 
w as st o p p e d ( p = 0. 0 2).  

 
H e a d a c h e ( 6 % of p ati e nt s), C D s y m pt o ms ( 6 % of p ati e nts), n a us e a ( 4 % of p ati e nts), 
fl at ul e n c e ( 2 % of p ati e nts), n as o p har y n gitis ( 2 % of p ati e nts), a n d f e v er ( 2 % of p ati e nts) w er e 
t h e m ost c o m m o nl y r e p ort e d dr u g-r el at e d A Es. O n e c as e of C. diffi cil e i nf e cti o n w as 

di a g n os e d 2 0 d a ys aft er t h e e n d of t h e tr e at m e nt p eri o d i n a p ati e nt w h o r e c ei v e d Rif a xi mi n 
EI R 8 0 0 m g t wi c e d ai l y. A s u d d e n d e at h d uri n g t h e f oll o w-u p p eri o d, c a us e d b y a c ut e 

m assi v e bil at er al p ul m o n ar y e d e m a, w as r e p ort e d i n a p ati e nt wit h pr e e xisti n g c o n c o mit a nt 
arr h yt h mi a. T h e d e at h w as ass ess e d as u nli k el y r el at e d t o t h e st u d y dr u g. N o cli ni c all y 
si g nifi c a nt c h a n g es i n t h e r es ults of s af et y l a b or at or y t ests w er e o bs er v e d i n a n y st u d y gr o u p.  

 
I n a d diti o n t o t h e st u di es n ot e d a b o v e f or Rif a xi mi n EI R, rif a xi mi n h as b e e n st u di e d i n 
a p pr o xi m at el y 5 0 0 0 s u bj e cts i n m ulti pl e cli ni c al st u di es i n irrit a bl e b o w el dis e as e ( I B S) ( N = 
1 1 0 3); a n d i n ot h er t h er a p e uti c ar e as i n cl u di n g tr e at m e nt of tr a v el ers’ di arr h e a ( N = 5 9 3), 
tr a v el ers’ di arr h e a pr o p h yl a xis ( N = 8 2 0), a c ut e h e p ati c e n c e p h al o p at h y ( N = 1 5 2), a n d 
r e c urr e n c e of h e p ati c e n c e p h al o p at h y ( N = 3 4 8). I n a d diti o n, t h er e is o v er 2 0 y e ars of p ost- 
m ar k eti n g e x p eri e n c e wit h t h e dr u g.  
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1.5 Study Rationale 
 

Crohn’s disease is a chronic, relapsing, remitting, systemic disease which may result in 
transmural inflammation of the gastrointestinal tract. Bacteria might be involved in the 
development and persistence of inflammation in patients with CD. Rifaximin has been shown 
to induce in enteroaggregative and enterotoxigenic E. coli a loss of virulence factors such as 
enterotoxins, surface adhesion factors and MMP-9, and changes in epithelial cell physiology 
associated with changes in bacterial attachment/internalization. Rifaximin DR is an oral, 
minimally absorbed, non-systemic, antimicrobial agent that exerts its effects on bacteria in the 
intestinal lumen. By decreasing the triggers of immune activation as well as enteric 
inflammatory response, rifaximin may reduce the uncontrolled immune response to enteric 
bacteria, without the safety concerns associated with systemic broad spectrum antibiotics.  In 
a large Phase 2 dose-ranging study, a Rifaximin EIR regimen of 800 mg twice daily for 12 
weeks induced remission in patients with mild to moderate CD, and was generally well 
tolerated.  Given the need for safe and effective alternatives to immunomodulator and 
biologic therapy for CD in patients with mild to moderate disease, this Phase 3 trial will be 
conducted to assess the viability of Rifaximin DR for the treatment of CD. 

 
Rifaximin is a semisynthetic antibiotic of the rifamycin class. Rifaximin is, however, unique 
in this class due to its gut-targeted activity and minimal systemic absorption. In vitro, 
rifaximin binds to the beta subunit of the bacterial DNA-dependent RNA polymerase to 
inhibit bacterial RNA synthesis, resulting in its classification as a broad spectrum antibiotic. 
However, in vivo, rifaximin does not appear to affect to a clinically significant extent the 
numbers or diversity of the endogenous enteric bacteria at therapeutic doses that have been 
tested. 

 
The clinical experience with rifaximin is extensive, having been commercially available since 
1987 following its initial approval in Italy. Today rifaximin is approved and in use in over 35 
countries for a number of gastrointestinal (GI) indications which are responsive to its gut- 
targeted effects. There are more than 800 publications involving rifaximin in the scientific 
literature, including approximately 100 preclinical and approximately 200 clinical study 
reports. Rifaximin has also been extensively studied in controlled clinical studies with a total 
of approximately 5,000 subjects enrolled. Two clinical development programs have resulted 
in approvals in many of the markets in North America and Europe and include treatment of 
travelers’ diarrhea and the prevention of overt hepatic encephalopathy recurrence. 
Additionally, there is positive data from prophylaxis of travelers’ diarrhea (PRO3 study, Salix 
data on file) and C. difficile infection studies (Study RFCL3001, Salix data on file). Rifaximin 
possesses a strong safety record and adverse events are well-characterized, generally mild, 
and similar to placebo. 

Crohn’s disease is the fourth major development program that has been undertaken with 
rifaximin. Rifaximin DR has been developed in order to provide a formulation of rifaximin 
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that exerts its targeted effects on bacteria throughout the small and large intestinal lumens. By 
decreasing the triggers of immune activation as well as enteric inflammatory response, 
rifaximin may reduce the uncontrolled immune response to enteric bacteria, without the safety 
concerns associated with systemic broad spectrum antibiotics.  The rationale for Rifaximin 
DR in the treatment of CD is based on its three plausible mechanisms of action. Rifaximin 
affects gut bacteria and reduces bacterial products that negatively affect the host. It may also 
up-regulate gut detoxification mechanisms and decrease the inflammatory response 
mechanisms of the host to bacterial products. Bacteria have been purported to be involved in 
the development and persistence of inflammation in patients with CD. Finally, rifaximin 
impacts both the bacterial and host response and the bacteria host interface. It has been shown 
to induce in enteroaggregative and enterotoxigenic E. coli a loss of virulence factors such as 
enterotoxins, surface adhesion factors and MMP-9, and changes in epithelial cell physiology 
associated with changes in bacterial attachment/internalization. 

Rifaximin DR presents a unique paradigm in the treatment of mild to moderate CD. The 
proposed dosing for Rifaximin DR will remain constant from the induction phase through the 
long term treatment phase with no reduction in dose required. Unlike biologic or 
corticosteroid therapy, there is no known suppression of the host immune system associated 
with the use of Rifaximin DR. In a large Phase 2 dose-ranging study, the delayed release 
formulation of rifaximin (also called Rifaximin EIR) 800 mg, taken twice daily for 12 weeks 
induced remission in patients with mild to moderate CD, and was generally well tolerated. 

1.6 Primary Endpoint Development for the United States 
 

The primary endpoint for this study was developed in collaboration with the United States 
(US) Food and Drug Administration (FDA). In discussions with Salix, the FDA has indicated 
that use of the CDAI as the primary endpoint in CD trials will no longer be acceptable. It is 
now recommended that a co-primary endpoint for CD studies, as defined during the 
Gastroenterology Regulatory Endpoints and the Advancement of Therapeutics (GREAT II) 
meeting, be used to assess clinically meaningful outcomes for both symptoms and changes in 
the appearance of the inflamed ileocolonic mucosa. 

 
After further discussions with the FDA and several key opinion leaders regarding the best 
way to meet these recommendations, Salix developed responder criteria based on the 
validated Short CDAI (34) and data from a previous CD study conducted with rifaximin 
(Phase 2 dose-range finding study RETIC/03/06). Symptoms included in the short CDAI 
were “abdominal pain” and “diarrhea frequency”. 

 
Assuming that a CDAI score of < 150 points always reflects the true disease activity of 
clinical remission in Crohn’s disease, Salix developed a symptom index for Crohn’s disease 
to assess a clinically significant “symptomatic response.” The following points were used to 
assess symptomatic activity in Crohn’s disease when a CDAI score of < 150 points is 
considered the “gold standard”: 
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•  S e nsiti vit y e v al u at es h o w w ell a t est is at d et e cti n g a p ositi v e r es p o ns e, i. e., s y m pt o m 
r e missi o n.  

•  S p e cifi cit y esti m at es h o w li k el y s u bj e cts wit h o ut cli ni c al r e missi o n (i. e., C D AI s c or e of ≥ 
1 5 0 p oi nts) c a n b e c orr e ctl y r ul e d o ut b as e d o n t h e  t est. 

•  A c c ur a c y m e as ur es h o w c orr e ct a di a g n osti c t est i d e ntifi es a n d e x cl u d es a gi v e n c o n diti o n 

( e. g., C DAI < 1 5 0  p oi nts).  

Usi n g t h e p oi nts o utli n e d a b o v e, t h e l e v el of t h e s y m pt o m m e as ur es (li q ui d/ v er y s oft st o ols 
a n d a b d o mi n al p ai n) w er e d et er mi n e d t o b e s uffi ci e nt t o d efi n e s y m pt o m ati c r e missi o n.  

 
A n a n al ysis of t h e d at a fr o m t h e P h as e 2 C D st u d y c o n d u ct e d wit h rif a xi mi n w as p erf or m e d 
i n or d er t o d et er mi n e li q ui d/ v er y s oft st o ol c o u nts f or s u bj e cts w h o h a d cli ni c al r e missi o n a n d 
s u bj e cts w h o di d n ot a c hi e v e cli ni c al r e missi o n b as e d o n a C D AI s c or e of < 1 5 0 p oi nts. T h e 
r e c ei v er o p er ati n g c h ar a ct eristi cs ( R O C) c ur v e a n al ysis f or t h e di a g n osis of cli ni c al r e missi o n 
b y li q ui d/ v er y s oft st o ol c o u nts s h o w e d a n ar e a u n d er t h e R O C c ur v e v al u e of 0. 7 9. T h e ar e a 
u n d er t h e R O C c ur v e v al u e i n di c at e d t h at li q ui d/ v er y s oft st o ol c o u nt h a d g o o d a c c ur a c y i n 
pr e di ct i n g cli ni c al r e missi o n b as e d o n a C D AI s c or e of < 1 5 0 p oi nts. S u bs e q u e ntl y, t h e 
n u m b er of li q ui d/ v er y s oft st o ols w as us e d t o i d e ntif y t h e c ut -p oi nts t h at r e s ult e d i n t h e 
o pti m al b al a n c e of s e nsiti vit y, s p e cifi cit y a n d a c c ur a c y f or pr e di cti n g a C D AI s c or e of < 1 5 0 
p oi nts. T h e d at a i n di c at e d a c ut p oi nt of 1 0 as o pti m al. T h us, f or li q ui d/ v er y s oft st o ols, 
s u bj e cts wit h a w e e kl y t ot al of 1 0 or l ess will b e cl assifi e d as r es p o n d ers.  

 
A d diti o n al a n al ysis pr o d u c e d a r es p o n d er d efi niti o n f or a b d o mi n al p ai n. A r es p o n d er f or 
a b d o mi n al p ai n is b as e d o n a d ail y r ati n g (s c or e) of ≤ 1.  

 
A r es p o n d er, b as e d o n t h e S ali x e n d p oi nt, will m e et t h e crit eri a f or li q ui d/ v er y s oft st o ols 
A N D a b d o mi n al p ai n i n a gi v e n w e e k.  

 
T h e Si m pl e E n d os c o pi c S c or e f or Cr o h n's Dis e as e ( S E S -C D) w as c h os e n as t h e v ali d at e d 
m e as ur e m e nt of e n d os c o pi c a p p e ar a n c e b e c a us e it c orr el at e d w ell wit h t h e m or e c o m pl e x 
Cr o h n's Dis e as e E n d os c o pi c I n d e x of S e v erit y ( C D EI S). W hil e t h e C D EI S h as b e e n us e d f or 

e n d os c o pi c s c ori n g of C D l esi o ns f or 2 0 y e ars, it is n o t c o m m o nl y us e d i n cli ni c al pr a cti c e 
b e c a us e it is c o m pli c at e d a n d ti m e -c o ns u mi n g ( 3 5). S ali x h as d et er mi n e d t h at a d e cr e as e i n 
t h e S E S-C D s c or e of at l e ast 3 p oi nts is cli ni c all y m e a ni n gf ul b as e d o n t h e a n al ysis of t h e 
S O NI C tri al d at a i n Cr o h n’s dis e as e ( 3 6).  T h eir a n al ysis i n cl u d e d a n e v al u ati o n of 
e n d os c o pi c r es p o ns e i n p ati e nts wit h b as eli n e S E S -C D s c or es of ≥ 7 , a n d c o n cl u d e d t h at 
e n d os c o pi c r es p o ns e ( d efi n e d as a d e cr e as e fr o m b as eli n e i n S E S -C D s c or e of at l e ast 5 0 % 
aft er 2 6 w e e ks of tr e at m e nt) c o ul d pr e di ct p ati e nts m ost li k el y t o a c hi e v e c orti c ost er oi d -fr e e 
cli ni c al r e missi o n aft er 5 0 w e e ks of tr e at m e nt. T h e pr o p os e d 3 -p oi nt c h a n g e i n S E S -C D i n 
t his st u d y is c o nsist e nt wit h t h e r es ults of t h e S O NI C a n al ysis i n pr e di cti n g c orti c ost er oi d -fr e e 
cli ni c al r e missi o n a n d r efl e cts a n a p pr o xi m at e 5 0 % r e d u cti o n i n t h e mi ni m u m  S E S -C D  
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b a s eli n e s c or e at st u d y e ntr y of 7. W h er e as e n d os c o pi c r es p o ns e, d efi n e d as a r e d u cti o n i n  t h e 
S E S -C D s c or e of at l e ast 3 p oi nts, r efl e cts a cli ni c all y si g nifi c a nt i m pr o v e m e nt i n il e o c ol o ni c 
i nfl a m m ati o n, t h er e m a y still b e i nfl a m m ati o n pr es e nt. E n d os c o pi c r e missi o n h as b e e n 
d efi n e d as a n a bs e n c e or n e ar a bs e n c e of e n d os c o pi c all y e vi d e nt i nfl a m m ati o n as r efl e ct e d i n 
S E S -C D s c or e of 0 t o 2  ( 3 7). 

 
I n or d er t o f ull y ass ess f or t h e pr es e n c e of il e o c ol o ni c Cr o h n’s dis e as e a n d c al c ul at e a n 
a c c ur at e S E S -C D s c or e, t h e e n d os c o pist m ust att e m pt t o i nt u b at e a n d vis u ali z e t h e t er mi n al 
il e u m i n or d er t o d et er mi n e pr es e n c e a n d e xt e nt of dis e as e d uri n g e a c h il e o c ol o n os c o p y. T o 
r e d u c e t h e p ot e nti al f or bi as or v ari a bilit y i n e n d os c o p y s c ori n g, bli n d e d c e ntr al r e a di n g will 

b e utili z e d t o d et er mi n e t h e S E S -C D s c or es f or all il e o c ol o n os c o pi es o bt ai n e d d uri n g t h e 
st u d y. As s u c h, e v er y eff ort m ust b e m a d e at e a c h pr o c e d ur e t o f ull y vis u ali z e e a c h s e g m e nt 
of t h e t er mi n al il e u m a n d c ol o n t o f a cil it at e c e ntr al r e a di n g of t h e r e c or d e d pr o c e d ur es. T h e 
r at e of wit h dr a w al of t h e c ol o n os c o p e d uri n g t h e pr o c e d ur e s h o ul d als o b e s uffi ci e ntl y sl o w  as 
t o all o w f or a d e q u at e vis u ali z ati o n a n d s c ori n g of e a c h s e g m e nt i n t h e vi d e o r e c or di n g b y a 
c e ntr al r e a d er.  Stri ct ur es t h at d o n ot p er mit f urt h er p ass a g e of t h e c ol o n os c o p e s h o ul d b e 
a n n ot at e d as  s u c h.  

 
T h e c o -pri m ar y effi c a c y e n d p oi nts f or i n d u cti o n of cli ni c al r e missi o n wit h  e n d os c o pi c 
r es p o ns e ar e d efi n e d b y  

 

•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 
t h e 7 d a ys pri or t o t h e W e e k 1 6 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 1 6  visit.  

•  E n d os c o pi c r es p o ns e d efi n e d as  a ≥ 3 -p oi nt d e cr e a s e i n t h e S E S -C D fr o m b as eli n e t o t h e 
S E S -C D s c or e o bt ai n e d b et w e e n W e e k 1 6 a n d W e e k 1 7. S E S -C D s c or es will b e 
c al c ul at e d fr o m c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at b as eli n e a n d 
b et w e e n W e e k 1 6 a n d W e e k  1 7.  

Si mil arl y, t h er e will b e t w o k e y c o -s e c o n d ar y e n d p oi nts of effi c a c y ass ess e d d uri n g t h e L o n g 
T er m Tr e at m e nt  P h as e.  

 

•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 
t h e 7 d a ys pri or t o t h e W e e k 5 2 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 5 2  visit.  

•  E n d os c o pi c r e missi o n d efi n e d as a S E S -C D s c or e of ≤ 2 at W e e k 5 2. S E S -C D s c or es will 
b e c al c ul at e d fr o m c e ntr all y -r e a d di git al vid e o of il e o c ol o n os c o pi es p erf or m e d at W e e k  5 2.  

I n t h e P h as e 3 st u di es S ali x is c o n d u cti n g, t h es e e n d p oi nts will b e e v al u at e d f or 
r es p o nsi v e n ess (i. e., d e m o nstr at e t h e a bilit y t o d et e ct cli ni c all y m e a ni n gf ul c h a n g e i n dis e as e 
a cti vit y i n d e x es of C D, f or e x a m pl e f ull C D AI) a n d v ali dit y (i. e., d e m o nstr at e c orr el ati o ns  
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with other measures of disease activity indexes of CD). These attributes are consistent with 
recommendations in the published FDA Guidance for Industry on the use of patient-reported 
outcomes (2009) (38). 
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2. 0  O B J E C T I V E S A N D  E N D P OI N T S  
 

2. 1  O bj e cti v es  
 

2. 1. 1  P ri m a r y  O bj e cti v e  
 

T o d et er mi n e t h e effi c a c y of Rif a xi mi n D R 8 0 0 m g BI D vs. pl a c e b o o n t h e i n d u cti o n of 
cli ni c al r e missi o n a n d e n d os c o pi c r es p o ns e f oll o wi n g 1 6 w e e ks of tr e at m e nt i n s u bj e cts 
pr es e nti n g wit h a cti v e m o d er at e Cr o h n’s  dis e as e.  

2. 1. 2  S e c o n d a r y  O bj e cti v es  
 

A k e y s e c o n d ar y o bj e cti v e is t o e v al u at e cli ni c al a n d e n d os c o pi c r e missi o n f oll o wi n g a n 
a d diti o n al 3 6 -w e e k L o n g T er m Tr e at m e nt P h as e of Rif a x i mi n D R 8 0 0 m g BI D vs. pl a c e b o. 

T h e s e c o n d ar y o bj e cti v es of t his st u d y ar e t h e f oll o wi n g:  

•  A s s ess t h e s af et y of Rif a xi mi n D R f oll o wi n g a 1 6 -w e e k i n d u cti o n, a n d a n a d diti o n al 3 6 - 
w e e k L o n g T er m Tr e at m e nt P h as e (i. e., u p t o 5 2 w e e ks of tr e at m e nt f or eli gi bl e  s u bj e cts).  

•  A s s ess t h e p o p ul ati o n p h ar m a c o ki n eti cs of Rif a xi mi n  D R.  

•  C h ar a ct eri z e t h e g astr oi nt esti n al mi cr o bi ot a fr o m st o ol s a m pl es, a n d a nti bi oti c r esist a n c e 
fr o m b a ct eri a c ult ur e d fr o m st o ol s a m pl es b ef or e a n d aft er tr e at m e nt wit h Rif a xi mi n D R.  

•  E v al u at e t h e eff e cts of Rif a xi mi n D R tr e at m e nt o n i n di c es of h e alt h  o ut c o m es.  

•  A s s ess t h e eff e cts of Rif a xi mi n D R tr e at m e nt o n bi ol o gi c al (i nfl a m m at or y) m ar k ers  of 
dis e as e.  

2. 2  E n d p oi nts  
 

2. 2. 1  P ri m a r y Effi c a c y  E n d p oi nts  

T h er e will b e t w o c o -pri m ar y m e as ur es of effi c a c y f or I n d u cti o n of Cli ni c al R e missi o n a n d 
E n d os c o pi c R es p o ns e. T h e first c o -pri m ar y e n d p oi nt is:  

 
•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 

t h e 7 d a ys pri or t o t h e W e e k 1 6 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 1 6  visit.  

T h e s e c o n d c o -pri m ar y e n d p oi nt is:  
 

•  E n d os c o pi c r es p o ns e d efi n e d as a ≥ 3 -p oi nt d e cr e a s e i n t h e S E S -C D fr o m b as eli n e t o t h e 

S E S -C D s c or e o bt a i n e d b et w e e n W e e k 1 6 a n d W e e k 1 7. S E S-C D s c or es will b e 
c al c ul at e d fr o m c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at b as eli n e a n d 
b et w e e n W e e k 1 6 a n d W e e k  1 7.  
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F or t h e d ail y st o ol d at a, t h e n u m b er of d ail y li q ui d/ v er y s oft st o ols wit h a c o nsist e n c y of a 
Brist ol St o ol F or m S c al e [ B S F S] s c or e of T y p e 6 or T y p e 7 will b e ass ess e d usi n g t h e 
i nf or m ati o n r e c or d e d b y t h e s u bj e ct vi a a n el e ctr o ni c di ar y s yst e m. T h e n u m b er of 
li q ui d/ v er y s oft st o ols i n a gi v e n w e e k will b e c al c ul at e d as f oll o ws: 

( N u m b er of li q ui d/ v er y s oft st o ols d uri n g t h at w e e k ÷ N u m b er of d a ys wit h n o n- 
missi n g ass ess m e nts d uri n g t h at w e e k) × 7  

 
2. 2. 2  K e y S e c o n d a r y  E n d p oi nts  

 
T h e k e y s e c o n d ar y e n d p oi nt is cli ni c al a n d e n d os c o pi c r e missi o n. T w o k e y c o -s e c o n d ar y 

e n d p oi nts of effi c a c y will ass ess t his e n d p oi nt d uri n g t h e L o n g T er m Tr e at m e nt P h as e. T h e 
first is: 

 

•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 
t h e 7 d a ys pri or t o t h e W e e k 5 2 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 5 2  visit.  

T h e s e c o n d i s:  
 

•  E n d os c o pi c r e missi o n d efi n e d as a S E S -C D s c or e of ≤ 2 a t W e e k 5 2. S E S-C D s c or es will 
b e c al c ul at e d fr o m c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at W e e k 5 2.  

2. 2. 3  S e c o n d a r y Effi c a c y  E n d p oi nts  
 

•  I n d u cti o n of cli ni c al r e missi o n d efi n e d as a C D AI S c or e of l ess t h a n 1 5 0 p oi nts at 
W e e k 1 6.  

•  Cli ni c al s y m pt o m r e missi o n o v er ti m e: T h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or t h e 
7 d a ys pri or t o e a c h cli ni c visit b ei n g ≤ 1 0; A N D ( 2) a n a b d o mi n al p ai n r ati n g of ≤ 1 o n 

e a c h d a y f or t h e l ast 7 d a ys pri or t o e a c h cli ni c visit i n ≥  8 0 % of t h e st u d y  visits d uri n g t h e 
5 2 -W e e k Tr e at m e nt P eri o d, i n cl u di n g W e e k  5 2.  

•  Ti m e u ntil d ur a bl e r es p o ns e (s e e S e cti o n 8. 6. 2) t o t h e li q ui d/ v er y s oft st o ol c o m p o n e nt of 
t h e c o-pri m ar y e n d p oi nt d uri n g t h e 5 2 -W e e k Tr e at m e nt  P eri o d.  

•  Ti m e u ntil d ur a bl e r es p o ns e ( S e e S e cti o n  8. 6. 2) t o t h e a b d o mi n al p ai n c o m p o n e nt of t h e 
c o -pri m ar y e n d p oi nt d uri n g t h e 5 2 -W e e k Tr e at m e nt  P eri o d.  

•  Pr o p orti o n of s u bj e cts wit h r es p o ns e t o t h e a b d o mi n al p ai n c o m p o n e nt of t h e c o -pri m ar y 

e n d p oi nt at p ost -b as eli n e ti m e  p oi nts.  

•  Pr o p orti o n of s u bj e cts wit h r es p o ns e t o t h e li q ui d/ v er y s oft st o ol c o m p o n e nt of t h e  c o - 
pri m ar y e n d p oi nt at p ost -b as eli n e ti m e  p oi nts.  

•  C h a n g e fr o m b as eli n e i n S E S -C D s c or e at W e e k 1 6 a n d W e e k  5 2.  

•  Pr o p orti o n of s u bj e cts wit h S E S -C D s c or e of 0 at W e e k  5 2.  
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•  Pr o p orti o n of s u bj e cts w h o a c hi e v e cli ni c al r e mis si o n b y t h e C D AI e n d p oi nt at p ost - 
b as eli n e ti m e  p oi nts.  

•  Ti m e t o l oss of C D AI r es p o ns e d efi n e d b y a C D AI s c or e of ≥  1 5 0 p oi nts d uri n g t h e L o n g 
T er m Tr e at m e nt  P h as e.  

•  P er c e nt a g e of s u bj e cts w h o a c hi e v e cli ni c al r es p o ns e at p ost -b as eli n e ti m e p oi nts. Cli ni c al 
r es p o ns e is d efi n e d as a r e d u cti o n of at l e ast 1 0 0 p oi nts fr o m t h e b as eli n e C D AI s c or e.  

•  Ti m e t o cli ni c al r e missi o n b as e d o n a b d o mi n al p ai n a n d li q ui d st o ol c o m p o n e nts of t h e  c o - 

pri m ar y  e n d p oi nts.  

•  Ti m e t o cli ni c al r e missi o n b as e d o n C D AI <  1 5 0.  

•  C h a n g e fr o m b as eli n e i n i n di c es of h e alt h o ut c o m es (I nfl a m m at or y B o w el Dis e as e 
Q u esti o n n air e [I B D Q], W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e  f or 
Cr o h n's Dis e as e [ W P AI -C D]) at p ost -b as eli n e ti m e  p oi nts.  

•  C h a n g e fr o m b as eli n e i n m ar k ers of i nfl a m m ati o n ( e. g. C R P, i nt erl e u ki ns, c yt o ki n es,  f e c al 
c al pr ot e cti n) a t p ost-b as eli n e ti m e  p oi nts.  

2. 2. 4  S af et y  E n d p oi nts  
 

•  I n ci d e n c e, i nt e nsit y, a n d t y p es of a d v ers e e v e nts ( A Es). 

•  C h a n g es fr o m b as eli n e i n t h e l a b or at or y p ar a m et er s ( h e m at ol o g y, cli ni c al  c h e mistr y, 
uri n al ysis).  

•  C h a n g e fr o m b as eli n e i n vit al si g n  m e as ur e m e nts.  

2. 2. 5  E x pl o r at o r y  Ass ess m e nts  
 

E x pl or at or y ass ess m e nts will i n cl u d e:  

•  C h ar a ct eri z ati o n of st o ol mi cr o bi ot a at b as eli n e a n d aft er 1 6 a n d 5 2 w e e ks of  tr e at m e nt. 

  B as eli n e a n d p ost -tr e at m e nt b a ct eri al D N A is ol at e d fr o m st o ol f or 1 6 S r R N A g e n e 
a m plifi c at i o n. 

  D es cri pti v e c h ar a ct eri z ati o n of b a ct eri a i n st o ol  b y:  

•  Is ol ati o n a n d i d e ntifi c ati o n of s el e ct e d Gr a m-n e g ati v e a n d Gr a m -p ositi v e 
b a ct eri a.  

•  R esist a n c e t o s el e ct e d a nti bi oti cs, i n cl u di n g rif a xi mi n a n d  rif a m pi n. 

•  G e n o mi c pr ofili n g of pr e g n a n e X r e c e pt or ( P X R) i n  bl o o d.  

•  P o p ul ati o n p h ar m a c o ki n eti cs of  rif a xi mi n. 
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3. 0  I N V E S T I G A T I O N A L  P L A N  
 

3. 1  O v e r vi e w of St u d y  D esi g n  
 

R E C D 3 1 2 6 i s a d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, p ar all el -gr o u p, m ulti c e nt er, m ultir e gi o n al, 
5 2 -w e e k st u d y t o ass ess t h e effi c a c y a n d s af et y of Rif a xi mi n D R t a bl ets f or t h e i n d u cti o n of 
cli ni c al r e missi o n a n d e n d os c o pi c r es p o ns e at 1 6 w e e ks f oll o w e d b y cli ni c al a n d e n d os c o pi c 
r e missi o n aft er 5 2 w e e ks of c o nti n u o us t h er a p y i n s u bj e cts wit h a cti v e m o d er at e Cr o h n’s 
dis e as e. S u bj e cts wit h a cti v e, m o d er at e dis e as e d efi n e d b y a C D A I s c or e of ≥ 2 2 0 a n d ≤ 4 5 0 
p oi nts at s cr e e ni n g, a n d e vi d e n c e of a cti v e il e o c ol o ni c Cr o h n’s dis e as e d efi n e d b y a mi ni m u m 
S E S -C D of 7 d et er mi n e d d uri n g b as eli n e il e o c ol o n os c o p y will b e eli gi bl e f or t h e st u d y.  
Eli gi bl e s u bj e cts will c o m pl et e a 2 - t o 3-w e e k S c r e e ni n g P eri o d, a 5 2-w e e k Tr e at m e nt P eri o d 
c o nsisti n g of a 1 6 -w e e k I n d u cti o n P h as e a n d 3 6 -W e e k L o n g T er m Tr e at m e nt P h as e, a n d a 2 - 
w e e k F oll o w -u p P eri o d. S u bj e cts w h o s u c c essf ull y c o m pl et e t h e 2 - t o 3-w e e k S cr e e ni n g 
P eri o d a n d q u alif y b as e d o n C D AI a n d S E S -C D s c or es will e nt er t h e 5 2 -w e e k Tr e at m e nt 
P eri o d of t h e tri al a n d will b e r a n d o mi z e d i n a 1: 1 all o c ati o n t o Rif a xi mi n D R 8 0 0 m g BI D or 

pl a c e b o. R a n d o mi z e d s u bj e cts will h a v e s u bs e q u e nt il e o c ol o n os c o pi es c o n d u ct e d at t h e e n d 
of t h e I n d u cti o n P h as e ( b et w e e n W e e ks 1 6 a n d 1 7), a n d f oll o wi n g c o m pl eti o n of t h e 3 6 -w e e k 
L o n g T er m Tr e at m e nt P h as e ( W e e k 5 2) t o ass ess t h e eff e cts of tr e at m e nt o n t h e d e gr e e of 
m u c os al h e ali n g. Ass ess m e nts of effi c a c y a n d s af et y will b e p erf or m e d d uri n g cli ni c visits at 
W e e ks 0 ( b as el i n e), 2, 4, 8, 1 2, a n d 1 6; t h e n e v er y f o ur w e e ks t hr o u g h W e e k 5 2. All s u bj e cts 
will c o m pl et e a 2 -w e e k ( st u d y dr u g fr e e) F oll o w -u p P eri o d f oll o wi n g c o m pl eti o n of t h e 5 2 - 
w e e k Tr e at m e nt P eri o d, a n d will r et ur n t o t h e cli ni c f or fi n al ass ess m e nts ( E n d -of -St u d y 
[ E O S] visit; W e e k 5 4). S e e Fi g ur e 1. 
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Fi g u r e 1 D esi g n S c h e m ati c  
 

3. 2  R ati o n al e f o r P r o p os e d St u d y D esi g n  
 

T h e d esi g n of St u d y R E C D 3 1 2 6 i n cl u di n g t h e 5 2 -w e e k Tr e at m e nt P eri o d ass es si n g b ot h 
i n d u cti o n of cli ni c al r e mi ssi o n wit h e n d os c o pi c r e s p o ns e at W e e k 1 6 a n d cli ni c al r e missi o n 

wit h e n d os c o pi c r e missi o n at W e e k 5 2, t h e c o -pri m ar y e n d p oi nts s el e ct e d f or i n d u cti o n a n d 
t h e c o-m e as ur es of effi c a c y f or t h e L o n g T er m Tr e at m e nt p h as e ar e  c o nsist e nt wit h r e g ul at or y 
g ui d a n c e ( F D A m e eti n g a d vi c e/ mi n ut es wit h S ali x/ Alf a W ass er m a n n), a n d t h e cli ni c al 
m a n a g e m e nt of p ati e nts wit h Cr o h n’s dis e as e.  

 

E n d p oi nt d e v el o p m e nt is pr o vi d e d i n S e c ti o n 1. 6. 
 

3. 3  T r e at m e nt  Assi g n m e nt/ R a n d o mi z ati o n  
 

S u bj e ct s w h o s u c c essf ull y c o m pl et e t h e S cr e e ni n g P eri o d will e nt er t h e Tr e at m e nt P eri o d a n d 
will b e r a n d o mi z e d i n a 1: 1 all o c ati o n t o o n e of  t w o tr e at m e nt gr o u ps f or t h e d ur ati o n of t h e 
st u d y as assi g n e d b y t h e m e a ns of c e ntr ali z e d el e ctr o ni c r a n d o mi z ati o n s yst e m.  

R a n d o mi z ati o n will b e str atifi e d b y st u d y c e nt er wit hi n a c o u ntr y. Tr e at m e nt gr o u ps ar e as 
f oll o ws: 

 

•  Tr e at m e nt  A:  Rif a xi mi n D R T a bl ets 8 0 0 m g  BI D  

•  Tr e at m e nt  B:  Pl a c e b o BI D  
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3.4 Procedures for Breaking the Blind 
 

Only in the case of an emergency, when knowledge of the study drug is essential for the 
clinical management or welfare of the subject, will the investigator be allowed to unblind a 
subject’s treatment assignment. To discuss breaking of the blind or to break the blind, please 
contact the study manager at Salix Pharmaceuticals, Inc. by using the following contact 
information: 

 
 

Clinical Project Manager 
Rifaximin DR RECD3126 Study 
Salix Pharmaceuticals, Inc. 
8510 Colonnade Center Drive 
Raleigh, NC 27615 

 
 

 
For sites outside the USA and Canada: 
See your Study Reference Manual for your country specific 
information. 

 
 

If the investigator breaks the blind for an individual subject, the reason must be recorded on 
the CRF and the subject will be removed from the study. 
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4. 0  S E L E C T I O N A N D WI T H D R A W A L O F  S U B J E C T S  
 

4. 1  I n cl u si o n C rit e ri a  
 

A s u bj e ct will b e eli gi bl e f or i n cl usi o n i n t his st u d y if h e/s h e m e ets all of t h e f oll o wi n g 
crit eri a:  

1.  S u bj e ct i s ≥  1 8 y e ars of a g e at S cr e e ni n g.  

2.  S u bj e ct i s m al e or  f e m al e. 

F e m al es of c hil d b e ari n g (r e pr o d u cti v e) p ot e nti al m ust h a v e a n e g ati v e s er u m pr e g n a n c y 
t est at s cr e e ni n g a n d a gr e e t o us e a n a c c e pt a bl e m et h o d of c o ntr a c e pti o n t hr o u g h o ut 

t h eir p arti ci p ati o n i n t h e st u d y. A c c e pt a bl e m et h o ds of c o ntr a c e pti o n i n cl u d e d o u bl e 
b arri er m et h o ds ( c o n d o m wit h s p er mi ci d al j ell y or a di a p hr a g m wit h s p er mi ci d e), 
h or m o n al m et h o ds ( e. g., or al c o ntr a c e pti v es, p at c h es or m e dr o x y pr o g est er o n e a c et at e), 
or a n i ntr a ut eri n e d e vi c e (I U D) w it h a d o c u m e nt e d f ail ur e r at e of l ess t h a n 1 % p er y e ar. 
A bsti n e n c e or p art n er(s) wit h a v as e ct o m y m a y b e c o nsi d er e d a n a c c e pt a bl e m et h o d of 
c o ntr a c e pti o n at t h e dis cr eti o n of t h e i n v esti g at or.  

N O T E: F e m al es w h o h a v e b e e n s ur gi c all y st erili z e d ( e. g., h yst er e ct o m y) or w h o ar e 
p ost m e n o p a us al (t ot al c e ss ati o n of m e ns es f or > 1 y e ar) will n ot b e c o nsi d er e d “f e m al es 
of c hil d b e ari n g p ot e nti al ”.  

3.  S u bj e ct h as m o d er at e, n o n -fist uli zi n g Cr o h n’s dis e as e i n t h e il e u m a n d/ or c ol o n as 
d efi n e d b y a C D AI s c or e of ≥ 2 2 0 a n d ≤  4 5 0 p oi nts pri or t o r a n d o mi z ati o n; a n d a S E S - 
C D s c or e of ≥ 7. T h e S E S -C D s c or e will b e c al c ul at e d usi n g t h e b as eli n e 
il e o c ol o n os c o p y p erf or m e d d uri n g t h e S cr e e ni n g P eri o d.  

N O T E: E n d os c o pists fr o m t h e C e ntr al E n d os c o p y L a b or at or y will d et er mi n e w h et h er 

t h e s u bj e ct m e ets t h e S E S -C D i n cl usi o n crit eri o n. E n d os c o pists p erf or mi n g t h e 
pr o c e d ur es s h o ul d e ns ur e t h at all ar e as of t h e c ol o n, i n cl u di n g t h e t er mi n al il e u m, ar e 
a d e q u at el y vis u ali z e d as t o e ns ur e t h at a c e ntr al r e a d er c a n m a k e a d et er mi n ati o n of t h e 
S E S -C D s c or e b as e d o n t h e vi d e o r e c or di n g of t h e pr o c e d ur e. Stri ct ur es t h at d o n ot 
p er mit f urt h er p ass a g e of t h e c ol o n os c o p e s h o ul d b e a n n ot at e d as s u c h.  

4.  D uri n g t h e S cr e e ni n g P eri o d, t h e s u bj e ct h as t h e f oll o wi n g a v er a g e d ail y s c or es  f or 
a b d o mi n al p ai n a n d a v e r a g e n u m b er of li q ui d/ v er y s oft st o ols : 

•  A n a v er a g e d ail y s c or e of > 1. 5 f or a b d o mi n al p ai n (fr o m C D AI It e m 2);  a n d  

•  A n a v er a g e d ail y c o u nt of > 1. 5 f or li q ui d/ v er y s oft st o ols (fr o m C D AI  It e m 
1). Li q ui d/ v er y s oft st o ol will b e d efi n e d as a c o nsist e n c y of T y p e 6 or T y p e 7 o n t h e 
B S F S.  

5.  S u bj e ct i s c a p a bl e of u n d erst a n di n g t h e r e q uir e m e nts of t h e st u d y, is willi n g t o c o m pl y 
wit h all st u d y pr o c e d ur es, a n d d e m o nstr at es a bilit y t o c o m pl y wit h t h e st u d y  el e ctr o ni c  
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s yst e m s (i n cl u di n g a c c es s t o Wi -Fi) r e q uir e d t o r e c or d Cr o h n’s dis e as e s y m pt o ms a n d 
C D AI c o m p o n e nts.  

6.  S u bj e ct u n d erst a n ds t h e l a n g u a g e of t h e i nf or m e d c o ns e nt f or m (I C F), a n d is  c a p a bl e 
a n d wil li n g t o si g n t h e i nf or m e d c o ns e nt f or m. 

4. 2  E x cl u si o n  C rit e ri a  
 

A s u bj e ct will n ot b e eli gi bl e f or i n cl usi o n i n t his st u d y if h e/s h e m e ets a n y of t h e f oll o wi n g 

crit eri a:  
 

1.  S u bj e ct h as a di a g n osis of ul c er ati v e or i n d et er mi n at e  c olitis.  

2.  S u bj e ct h as a di a g n osis of C eli a c  Dis e as e.  

3.  S u bj e ct h as h a d b o w el s ur g er y wit hi n 1 2 w e e ks pri or t o s cr e e ni n g a n d/ or h a s s ur g er y 
pl a n n e d or d e e m e d li k el y f or Cr o h n's dis e as e d uri n g t h e st u d y  p eri o d.  

4.  S u bj e ct h as h a d m or e t h a n o n e s e g m e nt al c ol o ni c r es e cti o n (i. e. m or e t h a n  o n e of t h e 
f oll o wi n g: ri g ht h e mi c ol e ct o m y, l eft h e mi c ol e ct o m y, tr a ns v ers e c ol e ct o m y, il e o c e c al 
r es e cti o n, si g m oi d c ol e ct o m y).  

5.  S u bj e ct h as pr es e n c e of a n il e ost o m y or  c ol ost o m y.  

6.  S u bj e ct h as k n o w n fi x e d s y m pt o m ati c st e n osis/stri ct ur e of t h e s m all or l ar g e b o w el.  

7.  S u bj e ct h as h a d m or e t h a n 3 s m all b o w el r es e cti o n s, or s y m pt o ms ass o ci at e d wit h  s h ort 
b o w el  s y n dr o m e.  

8.  S u bj e ct h as c urr e nt e vi d e n c e of  p erit o nitis.  

9.  S u bj e ct h a d hist or y or e vi d e n c e of c ol o ni c m u c os al  d ys pl asi a.  

1 0.  S u bj e ct h a d hist or y or e vi d e n c e of  a d e n o m at o us c ol o ni c p ol y ps t h at h a v e n ot b e e n 
r e m o v e d. N O T E: S u bj e cts c a n n ot b e e nr oll e d if a n y a d e n o m at o us p ol y p(s) r e m o v e d 
d uri n g t h e s cr e e ni n g il e o c ol o n os c o p y h as e vi d e n c e of d ys pl asi a or  m ali g n a n c y.  

1 1.  S u bj e ct h as e vi d e n c e of h e p ati c d ysf u n cti o n, vir al h e p atitis, or c urr e nt or c hr o ni c 
hist or y of li v er dis e as e i n cl u di n g n o n -al c o h oli c st e at o h e p atitis ( N A S H) as w ell as  li v er 
f u n cti o n t ests ( L F Ts) wit h v al u es ≥ 1. 5 ti m es t h e u p p er li mit of n or m al ( U L N) f or a n y 
of t h e f oll o wi n g L F Ts: al a ni n e a mi n otr a nsf er as e ( A L T), as p art at e a mi n otr a nsf er as e 
( A S T), al k ali n e p h os p h at as e, or bilir u bi n ( e x c e pt i s ol at e d el e v ati o n of u n c o nj u g at e d 
bilir u bi n d u e t o Gil b ert’s S y n dr o m e) at  S cr e e ni n g.  

N O T E: L a b or at or y t ests n e e d e d f or eli gi bilit y as r el at e d t o I n cl usi o n a n d E x cl usi o n 
cri t eri a c a n b e r e p e at e d o n c e b ef or e c o nsi d eri n g a s u bj e ct a S cr e e ni n g f ail ur e. 

1 2.  S u bj e ct h as di a b et es ( T y p e 1 or T y p e 2) t h at is p o orl y c o ntr oll e d i n t h e o pi ni o n of t h e 

i n v esti g at or, or h as h a d a n H b A 1 c >  1 2 % wit hi n 3 m o nt hs pri or t o S cr e e ni n g or at t h e 
S cr e e ni n g  Visit.  



P a g e 3 6  of 1 0 3  

R E C D 3 1 2 6  
V e rsi o n D at e: 1 4 J ul 2 0 1 4  

S ali x P h a r m a c e uti c als,  I n c.  
C R P -7 1  

C o nfi d e nti al  

 

 

 

1 3.  S u bj e ct h as hist or y of t h e f oll o wi n g c o n diti o ns p er Di a g n osti c a n d St atisti c al M a n u al  of  
M e nt al Dis or d ers, 5t h e diti o n  ( D S M-5):  

•  a m aj or ps y c hi atri c dis or d er (i n cl u di n g m aj or d e pr essi o n or  ps y c h osis)  

•  al c o h ol or s u bst a n c e a b u s e wit hi n 2 4 m o nt hs pri or t o si g ni n g t h e i nf or m e d  c o ns e nt  

1 4.  S u bj e ct h as a hist or y of s ei z ur e  dis or d ers.  

1 5.  S u bj e ct h as r e n al dis e as e m a nif est e d b y el e v ati o ns i n s er u m cr e ati ni n e a n d/ or bl o o d 
ur e a nitr o g e n c o n c e ntr ati o ns of ≥ 1. 5 ti m es t h e  U L N.  

1 6.  S u bj e ct h as u nst a bl e c ar di o v as c ul ar or p ul m o n ar y dis e as e, c at e g ori z e d b y a w or s e ni n g 
i n t h e dis e as e c o n diti o n t h at r e q uir es a c h a n g e i n tr e at m e nt or m e di c al c ar e wit hi n 3 0 
d a ys pri or t o  r a n d o mi z ati o n. 

1 7.  S u bj e ct h as a n a cti v e m ali g n a n c y wit hi n t h e l ast 5 y e ars ( e x c e pti o ns: b as al c ell 
c ar ci n o m as of t h e s ki n, or if f e m al e, i n sit u c er vi c al c ar ci n o m a t h at h as b e e n s ur gi c all y 
e x cis e d).  

1 8.  S u bj e ct h as d o n at e d bl o o d or bl o o d pr o d u cts wit hi n t h e p ast 4 w e e ks pri or t o 
r a n d o mi z ati o n. 

1 9.  S u bj e ct h as k n o w n v ari c ell a, h er p es z ost er, or ot h er s e v er e vir al i nf e cti o n wit hi n 6 

w e e ks of r a n d o mi z ati o n. 

2 0.  S u bj e ct h as k n o w n h u m a n i m m u n o d efi ci e n c y vir u s ( HI V)  i nf e cti o n. 

2 1.  S u bj e ct h as a p ositi v e st o ol t est f or Y ersi ni a e nt er o c oliti c a , C a m p yl o b a ct er j ej u ni , 
S al m o n ell a , S hi g e ll a, o v u m a n d p ar asit es, a n d/ or Cl ostri di u m diffi cil e . N O T E: R es ults 
of st o ol t ests m ust b e c o nfir m e d as n e g ati v e pri or t o  r a n d o mi z ati o n. 

2 2.  S u bj e ct h as a hist or y of t u b er c ul osis i nf e cti o n a n d/ or h as r e c ei v e d tr e at m e nt f or  a 
t u b er c ul osis i nf e cti o n. If s u bj e ct h as h a d a pr e vi o u s p ositi v e t est f or t u b er c ul osis 

a nti g e n t h e n t h e y m ust h a v e a c urr e nt n e g ati v e c h est X -r a y t o b e eli gi bl e.  

2 3.  S u bj e ct us e d a n y bi ol o gi c ( e. g., T N F α i n hi bit or, n at ali z u m a b, or si mil ar dr u gs)  wit hi n 

1 2 w e e ks pri or t o  r a n d o mi z ati o n. 

2 4.  S u bj e ct i s u n willi n g t o b e t a p er e d off c orti c ost er oi ds b y W e e k 8 of t h e Tr e at m e nt 
P eri o d or t h e s u bj e ct is k n o w n b y t h e I n v esti g at or t o b e st er oi d d e p e n d e nt. N O T E: Us e 
of or al c orti c ost er oi ds f or t h e tr e at m e nt of a cti v e Cr o h n’s dis e as e is p er mitt e d at st u d y 
e ntr y. P er mitt e d m e di c ati o ns ar e: pr e d nis o n e if t h e d os e is ≤ 2 0 m g ( or e q ui v al e nt)  p er 
d a y or b u d es o ni d e if t h e d os e is ≤ 9 m g/ d a y. T h e s u bj e ct m ust b e t a p er e d off t h e 
c orti c ost er oi ds as n ot e d  a b o v e.  

2 5.  S u bj e ct us e d c y cl os p ori n e, t a cr oli m us, sir oli m us, m y c o p h e n ol at e m of etil, or si mil ar 
dr u gs wit hi n 8 w e e ks pri or t o  r a n d o mi z ati o n. 

2 6.  S u b j e ct us e d a n y or al or i ntr a v e n o us a nti bi oti c i n cl u di n g rif a xi mi n, rif a m pi n or a n y 
dr u gs i n t h e rif a m y ci n gr o u p, wit hi n 4 w e e ks pri or t o t h e s cr e e ni n g  visit.  

http://allpsych.com/books/index.html#r
http://allpsych.com/books/index.html#r
http://allpsych.com/books/index.html#r
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2 7.  S u bj e ct h a d r e ct al a d mi nistr ati o n of 5 -A S A or c orti c ost er oi d 
e n e m as/f o a ms/s u p p osit ori es wit hi n 2 w e e ks pri or t o s cr e e ni n g  visit.  

2 8.  S u bj e ct s us e d t u b e or e nt er al f e e di n g, a n el e m e nt al di et, or p ar e nt er al ali m e nt ati o n 
wit hi n  2 w e e ks pri or t o S cr e e ni n g Visit. N ot e: di et ar y s u p pl e m e nts ( e. g. B o ost,  E ns ur e) 

ar e  all o w e d.  

2 9.  S u bj e ct s w h o ar e pl a n ni n g t o b e gi n t a ki n g pr o bi oti cs or si mil ar s u p pl e m e nts at or aft er 
t h e S cr e e ni n g Visit, or s u bj e cts w h o b e g a n usi n g t h es e s u p pl e m e nts wit hi n 2 w e e ks 
pri or t o t h e S cr e e ni n g Vi sit. N O T E: T h es e s u p pl e m e nts ar e all o w e d if t h e s u bj e ct h as 

b e e n o n a st a bl e d os e f or 2 w e e ks or m or e pri or t o t h e S cr e e ni n g Visit a n d t h e s u bj e ct 
pl a ns t o r e m ai n o n t h at d os e t hr o u g h o ut t h e st u d y. T h e s u bj e ct s h o ul d n ot i ntr o d u c e 
a n y n e w pr o bi oti cs or si mil ar s u p pl e m e nts f or t h e d ur ati o n of t h e st u d y. Pri or a n d 
c urr e nt us e of pr o bi oti cs or si mil ar s u p pl e m e nts will b e r e c or d e d i n t h e s u bj e ct’s  s o ur c e 
d o c u m e nts a n d  e C R F.  

3 0.  S u bj e ct i s c urr e ntl y r e c ei vi n g w arf ari n or ot h er 4 -h y dr o x y c o u m ari ns at t h e S cr e e ni n g 
Visit, or h as pl a ns t o i niti at e t h e m e di c ati o n at a n y ti m e d uri n g t h e  st u d y.  

3 1.  S u bj e ct, if f e m al e, is c urr e ntl y pr e g n a nt or h as pl a ns t o b e c o m e pr e g n a nt at a n y ti m e 

d uri n g t h e st u d y, h as a p ositi v e pr e g n a n c y t est at s cr e e n i n g or is br e ast -f e e di n g. 

3 2.   S u bj e ct h as a hist or y of s e nsiti vit y t o rif a xi mi n, rif a m pi n, rif a m y ci n a nti mi cr o bi al 
a g e nts, or a n y of t h e c o m p o n e nts of Rif a xi mi n  D R.  

3 3.  S u bj e ct h as us e d a n y i n v esti g ati o n al pr o d u ct wit hi n 3 0 d a ys pri or t o r a n d o mi z ati o n, or 
d uri n g t h e st u d y.  

3 4.  S u bj e ct h as a n y c o n c urr e nt ill n ess, dis a bilit y or cir c u mst a n c e t h at m a y aff e ct t h e 
i nt er pr et ati o n of cli ni c al d at a, c o ul d c a us e n o n c o m pli a n c e wit h tr e at m e nt or visits or 
ot h er wis e c o ntr ai n di c at es p arti ci p ati o n i n t his st u d y i n t h e o pi ni o n of t h e i n v esti g at or. 

 
4. 3  C o n c o mit a nt  T h e r a pi es  

 

4. 3. 1  P e r mitt e d  T h e r a p y  
 

S u bj e ct s will b e all o w e d t o c o nti n u e o n t h e f oll o wi n g Cr o h n’s dis e as e -r el at e d c o n c o mit a nt 
m e di c ati o ns d uri n g t h e st u d y.  

 

•  Or al 5 -A S A dr u gs, if o n a st a bl e d os e f or at l e ast 2 w e e ks pri or t o t h e s c r e e ni n g visit (s a m e 

d os a g e t o b e m ai nt ai n e d t hr o u g h o ut t h e  tri al). 

•  A nti di arr h e al s ( e. g., l o p er a mi d e) will b e ass ess e d at e a c h  visit.  

•  M er c a pt o p uri n e, a z at hi o pri n e, m et h otr e x at e, if st a bl e d os e f or at l e ast 8 w e e ks pri or t o  t h e 
s cr e e ni n g visit (s a m e d os a g e t o b e m ai nt ai n e d t hr o u g h o ut t h e  tri al). 
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•  Or al st er oi ds (first 8 w e e ks of Tr e at m e nt P eri o d o nl y): Pr e d nis ol o n e or pr e d nis o n e at  d os es 
of ≤ 2 0 m g ( or e q ui v al e nt) p er d a y, or a b u d es o ni d e d os e of ≤ 9 m g p er d a y ar e p er mitt e d. 
S u bj e cts m ust b e a bl e t o b e t a p er e d off st er oi ds b y W e e k 8 of t h e Tr e at m e nt  P eri o d.  

4. 3. 2  P r o hi bit e d  T h e r a p y  
 

Us e of t h e f oll o wi n g m e di c ati o ns is pr o hi bit e d wit hi n t h e i n cl usi o n/ e x cl usi o n s p e cifi e d pr e - 
st u d y ti m e-fr a m es a n d t hr o u g h o ut t h e st u d y u nl es s ot h er wis e n ot e d: 

 

•  C orti c ost er oi ds: P ar e nt er al a n d r e ct al st er oi ds ar e pr o hi bit e d fr o m t h e s cr e e ni n g visit 

t hr o u g h t h e e n d of t h e st u d y.  

•  A n y or al or i ntr a v e n o us a nti bi oti c. N O T E: A s h ort c o urs e of a nti bi oti c  t o tr e at a c ut e 
c o n diti o ns ( e. g., si n usitis, uri n ar y tr a ct i nf e cti o n) is  p er mitt e d.  

•  U s e of a n y dr u g fr o m t h e rif a m y ci n cl ass at a n y ti m e d uri n g st u d y p arti ci p ati o n, i n cl u di n g 
rif a xi mi n, rif a m pi n, rif a p e nti n e, a n d rif a b uti n. C urr e nt i nt er n ati o n al tr a d e n a m es of 

rif a xi mi n i n cl u d e: Alf a N or mi x, C oli di mi n, F a xi n or m, Fl o n or m, L or m y x, N or mi x, R ef er o, 
Rif a c ol, Rif a x -A w, Rif a x a n -A w, S pir a xi n, T ar g a x a n, Ti xt ar, Ti xt ell er, Xif a x a n, Xif a x a nt a, 
a n d  Z a xi n e.  

•  A n y bi ol o gi c als ( e. g., T N F α i n hi bit or, n at ali z u m a b, or si mil ar  dr u gs)  

•  C y cl os p ori n e, t a cr oli m us, sir oli m us, m y c o p h e n ol at e m of etil, or si mil ar  dr u gs  

•  R e ct al a d mi ni str ati o n of 5 -A S A or c orti c ost er oi d  e n e m as/f o a ms/s u p p osit ori es.  

•  U s e of t u b e or e nt er al f e e di n g, el e m e nt al di et, or p ar e nt er al  ali m e nt ati o n.  

•  I ntr o d u cti o n of a n y n e w pr o bi oti cs or si mil ar s u p pl e m e nts d uri n g t h e st u d y.  

•  T h e i ntr o d u cti o n of a n y n e w m e di c ati o n f or t h e tr e at m e nt of Cr o h n’s dis e as e is  pr o hi bit e d, 
u nl ess t h e m e di c ati o n is r e q uir e d i n t h e I n v esti g at or’s o pi ni o n as r es c u e m e di c ati o n. 
S u b j e cts r e c ei vi n g r es c u e m e di c ati o n will b e c o nsi d er e d tr e at m e nt f ail ur es b ut s h o ul d 
r e m ai n i n t h e st u d y.  

All c o n c o mit a nt m e di c ati o ns, i n cl u di n g t h os e t a k e n 3 0 d a ys pri or t o s cr e e ni n g visit, will b e 

d o c u m e nt e d ( dr u g n a m e, st art a n d st o p d at es, a n d i n di c ati o n ) i n t h e c o n c o mit a nt m e di c ati o n 
s e cti o n of t h e C R F.  

4. 4  F e m al es of R e p r o d u cti v e  P ot e nti al  

If a f e m al e s u bj e ct b e c o m es pr e g n a nt w hil e p arti ci p ati n g i n t his st u d y, t h e st u d y dr u g will b e 
i m m e di at el y dis c o nti n u e d a n d t h e s u bj e ct will b e f oll o w e d u ntil t h e o ut c o m e of t h e pr e g n a n c y 
i s k n o w n. T h e pr e g n a n c y will b e r e p ort e d t o S ali x usi n g t h e g ui d eli n es pr o vi d e d i n 
S e c ti o n 7. 7 a n d S e cti o n 7. 8.  
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4. 5  P r e m at u r e S u bj e ct  Dis c o nti n u ati o n  

S u bj e cts will b e e n c o ur a g e d t o c o m pl et e t h e st u d y; h o w e v er, t h e y m a y v ol u nt aril y wit h dr a w 
at a n y ti m e. S u bj e cts wit h dr a w n fr o m t h e st u d y will n ot b e r e pl a c e d.  

 

A s u bj e ct m a y b e dis c o nti n u e d fr o m st u d y dr u g tr e at m e nt a n d/ or t h e st u d y f or t h e f oll o wi n g 
r e as o ns: 

 

•  O c c urr e n c e of a n A E a n d/ or S A E, w hi c h s u g g ests a n u n a c c e pt a bl e ris k t o t h e s u bj e ct,  i n 

t h e j u d g m e nt of t h e i n v esti g at or, i n cl u di n g w ors e ni n g of t h e dis e as e u n d er st u d y.  

•  Pr e g n a n c y (s e e S e c ti o n 7. 7 f or f urt h er d et ails).  

•  S u bj e ct r e q u est t o  wit h dr a w.  

•  S p o ns or d e ci si o n t o t er mi n at e t h e  st u d y.  

F or all c as es of pr e m at ur e wit h dr a w al fr o m t h e st u d y list e d a b o v e or a n y ot h er, t h e 
i n v esti g at or m ust pr o vi d e t h e r e as o n f or dis c o nti n u ati o n o n t h e a p pr o pri at e C R F p a g e. T h e 
i n v esti g at or s h o ul d m a k e e v er y att e m pt t o o bt ai n E n d of Tr e at m e nt a n d E n d of St u d y 
ass ess m e nts, i n cl u di n g il e o c ol o n os c o p y.  

 

If tr e at m e nt wit h i n v esti g ati o n al st u d y dr u g h as b e e n pr e m at ur el y dis c o nti n u e d, t h e E n d of 
Tr e at m e nt ass ess m e nts will b e c o m pl et e d, a n d a n att e m pt s h o ul d b e m a d e t o h a v e t h e s u bj e ct 
f oll o w e d f or 1 4 d a ys aft er l ast a d mi nistr ati o n of st u d y dr u g t o p erf or m t h e E n d of St u d y 
ass ess m e nts.  

 

If a s u bj e ct pr e m at ur el y dis c o nti n u es tr e at m e nt wit h i nv esti g ati o n al dr u g at a n y ti m e d u e t o  a n 
A E or S A E, t h e E n d of Tr e at m e nt ass ess m e nts will b e c o m pl et e d, a n d a n att e m pt s h o ul d b e 
m a d e t o h a v e t h e s u bj e ct f oll o w e d at l e ast 1 4 d a ys t o p erf or m t h e E n d of St u d y ass ess m e nts, 
or u ntil r es ol uti o n or st a bili z ati o n of t h e c o n diti o n r es ulti n g i n wit h dr a w al h as b e e n 
c o nfir m e d.  

 

T h e I n v esti g at or m a y dis c o nti n u e i n di vi d u al s u bj e cts fr o m t h e st u d y at a n y ti m e d uri n g t h e 

st u d y. T h e i n v esti g at or m ust pr o vi d e t h e r e as o n f or dis c o nti n u ati o n o n t h e a p pr o pri at e C R F 
p a g e.  

4. 6  St u d y C o nt a ct  I nf o r m ati o n  
 

T h e i n v esti g at or m a y d e e m it n e c ess ar y t o p erf or m s p e ci al t ests, t o h os pit ali z e t h e s u bj e ct, or 

t o pr es cri b e n e w dr u gs. I n t h e e v e nt t h e i n v esti g at or n e e ds t o c o ns ult wit h a S ali x 
r e pr es e nt ati v e, pl e as e c o nt a ct: 

 

Cli ni c al Pr oj e ct M a n a g er 
Rif a xi mi n D R R E C D 3 1 2 6 St u d y 
S ali x P h ar m a c e uti c als, I n c.  
8 5 1 0 C ol o n n a d e C e nt er Dri v e  
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5. 0  T R E A T M E N T O F  S U B J E C T S  
 

5. 1  F o r m ul ati o n a n d  S u p pl y  
 

St u d y dr u g will b e s u p pli e d b y S ali x as t a bl ets c o nt ai ni n g 4 0 0 m g Rif a xi mi n D R or m at c hi n g 
pl a c e b o.  

 

Rif a xi mi n D R will b e s u p pli e d as pi n k, c o at e d, o v al, bi c o n v e x t a bl ets. E a c h Rif a xi mi n D R 
t a bl et will c o nt ai n 4 0 0 m g Rif a xi mi n a n d t h e f oll o wi n g i n a cti v e i n gr e di e nts: c oll oi d al sili c o n 
di o xi d e, cr os c ar m ell os e s o di u m, dis o di u m e d et at e, h y pr o m ell os e, m a g n esi u m st e ar at e, 
m et h a cr yli c a ci d a n d et h yl a cr yl at e c o p ol y m er, mi cr o cr yst alli n e c ell ul os e, pr o p yl e n e gl y c ol, 
r e d ir o n o xi d e E 1 7 2, t al c, a n d tit a ni u m di o xi d e. 

 

M at c hi n g pl a c e b o will b e s u p pli e d as t a bl ets t h at ar e i d e nti c al i n a p p e ar a n c e t o Rif a xi mi n D R 
t a bl ets wit h i n a cti v e i n gr e di e nts. T h e c o m p o n e nts us e d i n t h e m a n uf a cturi n g of t h e m at c hi n g 
pl a c e b o t a bl es ar e: c al ci u m p h os p h at e, c oll oi d al sili c o n di o xi d e, c or n st ar c h, dis o di u m 
e d et at e, h y pr o m ell os e, m a g n esi u m st e ar at e, mi cr o cr yst alli n e c ell ul os e, pr o p yl e n e gl y c ol, r e d 
ir o n o xi d e E 1 7 2, a n d tit a ni u m di o xi d e. 

 

A d diti o n al d e t ails ar e pr o vi d e d i n t h e Rif a xi mi n I B ( 3 9). 
 

5. 2  P a c k a gi n g  
 

S ali x will s u p pl y d o u bl e -bli n d st u d y dr u g i n hi g h d e nsit y p ol y et h yl e n e ( H D P E) b ottl es. E a c h 

b ottl e will c o nt ai n st u d y dr u g f or 3 2 d a ys of t h er a p y.  

5. 3  L a b eli n g  
 

T h e c o nt e nt s of t h e l a b el will b e i n a c c or d a n c e wit h all 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 i n t h e offi ci al l a n g u a g e f or e a c h c o u ntr y. E a c h l a b el m a y i n cl u d e, b ut is n ot li mit e d t o, t h e 
f oll o wi n g i nf or m ati o n. 

 

•  F e d er al l a w st at e m e nt: C a uti o n N e w Dr u g -Li mit e d b y U nit e d St at es L a w t o I n v esti g ati o n al 
Us e ( U S  o nl y)  

•  St u d y n u m b er:  R E C D 3 1 2 6  

•  Q u a ntit y  

•  D o si n g i nstr u cti o ns: T a k e 2 t a bl ets b y m o ut h 2 ti m es a d a y, a p pr o xi m at el y e v er y 1 2  h o urs.  

•  St or a g e i nf or m ati o n: St or e t a bl ets at 2 0 -2 5 ° C ( 6 8 -7 7 ° F); e x c ursi o ns p er mitt e d t o 1 5 -3 0 ° C 
( 5 9-8 6 ° F).  

•  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 s p o n s or, c o ntr a ct r es e ar c h or g a ni z ati o n or 
i n v esti g at or 

•  St u d y dr u g, l ot n u m b er, a n d e x pir ati o n or r e -t est d at e  
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•  S p a c e f or r e c or di n g visit n u m b er, d at e dis p e ns e d, a n d d at e  r et ur n e d 

•  S p a c e f or r e c or di n g s u bj e ct n u m b er a n d s u bj e ct  i niti als 

•  S p a c e f or r e c or di n g i n v e sti g at or  n a m e  

•  " F or cli ni c al tri al us e o nl y " or si mil ar  w or di n g  

•  " K e e p o ut of r e a c h of  c hil dr e n "  

5. 4  St o r a g e a n d  H a n dli n g  
 

All st u d y m e di c ati o n will b e k e pt i n a s e c ur e st or a g e ar e a wit h li mit e d a c c e ss. T h e s e c ur e 
st or a g e ar e a will b e m ai nt ai n e d u n d er c o ntr oll e d t e m p er at ur e c o n diti o ns at 2 0 -2 5 ° C ( 6 8 - 
7 7 ° F); e x c ursi o ns ar e p er mitt e d t o 1 5 t o 3 0 ° C ( 5 9 t o 8 6 ° F).  

5. 5  D osi n g a n d D osi n g  S c h e d ul e  
 

St u d y m e di c ati o n will b e d os e d or all y as t w o t a bl ets t wi c e a d a y ( m or ni n g a n d e v e ni n g, 
a p pr o xi m at el y 1 2 h o urs a p art) wit h or wit h o ut f o o d f or 5 2 w e e ks.  

5. 6  R ati o n al e f o r D os e  S el e cti o n  
 

T h e c urr e nt t a bl et f or m ul ati o n of Rif a xi mi n EI R w as e v al u at e d i n a P h as e II d os e r a n g e 
fi n di n g st u d y i n 4 0 2 s u bj e cts wit h a n a c ut e fl ar e of C D ( R E TI C/ 0 3/ 0 6). P ati e nts wit h a C D AI 
b et w e e n 2 2 0 a n d 4 0 0 p oi nts w er e r a n d o mi z e d t o 4 tr e at m e nt gr o u ps: Rif a xi mi n EI R 4 0 0 m g 
t wi c e a d a y, Rif a xi mi n RI R 8 0 0 m g BI D, Rif a xi mi n EI R 1 2 0 0 m g BI D or pl a c e b o BI D f or 1 2 
w e e ks. S u bj e cts w h o a c hi e v e d cli ni c al r e missi o n at t h e e n d of t h e tr e at m e nt p eri o d, d efi n e d as 

C D AI s c or e <  1 5 0 p oi nts, w er e a d mitt e d t o a 3 -m o nt h f oll o w -u p p h as e. S u bj e cts w er e 
all o w e d t o c o nti n u e st a bl e d os es of or al 5 -A S A, m er c a p t o p uri n e, a z at hi o pri n e, a n d/ or 
m et h otr e x at e as c o n c o mit a nt t h er a pi es t hr o u g h o ut t h e st u d y ( u p t o 1 2 w e e k s), w hil e t h e us e of 
a nti bi oti cs a n d or al, i ntr a v e n o us, a n d r e ct al st er oi d s w er e n ot p er mitt e d. As a d d -o n t h er a p y 
( 8 3 % of e nr oll e d s u bj e ct s w er e tr e at e d wit h st a bl e d os es of 5 -A S A a n d/ or m et h otr e x at e, 
a z at hi o pri n e a n d m er c a pt o p uri n e), Rif a xi mi n EI R 8 0 0 m g t wi c e a d a y w as st atisti c all y 

s u p eri or t o pl a c e b o i n i n d u ci n g cli ni c al r e missi o n ( C D AI <  1 5 0 p oi nts) aft er 1 2 w e e ks of 
t h er a p y ( p = 0. 0 0 7), a n d m ai nt ai ni n g r e missi o n f or t hr e e m o nt hs aft er Rif a xi mi n EI R w as 
st o p p e d ( p = 0. 0 2). I n a d diti o n, t h e s af et y a n d t ol er a bilit y of t h e Rif a xi mi n EI R 8 0 0 m g BI D 
r e gi m e n i n t his st u d y w as a c c e pt a bl e t o w arr a nt f urt h er i n v esti g ati o n. B as e d o n t h es e d at a, a 
d os e of 8 0 0 m g  t wi c e a d a y w as s el e ct e d f or f urt h er d e v el o p m e nt.  

5. 7  St u d y D r u g  A c c o u nt a bilit y  
 

O nl y a ut h ori z e d sit e p ers o n n el m a y dis p e ns e st u d y dr u g. D o c u m e nt ati o n of i n v esti g ati o n al 
dr u g or d ers, r e c or ds of st u d y dr u g r e c ei pt, dis p e nsi n g, a n d o n g oi n g st u d y dr u g i n v e nt or y will 
b e e x a mi n e d a n d r e c o n cil e d t hr o u g h o ut t h e st u d y. O nl y s u bj e cts e nr oll e d i n t h e st u d y m a y 
r e c ei v e st u d y dr u g, i n a c c or d a n c e wit h all a p pli c a bl e r e g ul at or y r e q uir e m e nts. 
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St u d y dr u g r e c o n cili ati o n will b e c o n d u ct e d d uri n g m o nit ori n g visits t o e ns ur e a p pr o pri at e 
r e c ei pt, st or a g e, dis p e nsi n g, a n d d o c u m e nt ati o n of r et ur n e d st u d y dr u g. U p o n c o m pl eti o n of 
t h e st u d y, t his m at eri al will b e s u bj e ct e d t o fi n al i ns p e cti o n a n d r e c o n cili ati o n. 

 

T h e f oll o wi n g i nf or m ati o n will b e d o c u m e nt e d r e g ar di n g st u d y dr u g:  
 

•  S u bj e ct  n u m b er.  

•  S u bj e ct  i niti als. 

•  Di s p e nsi n g d at e a n d q u a ntit y of  t a bl ets. 

•  I niti al s of st u d y st aff dis p e nsi n g dr u g.  

•  R et ur n d at e a n d q u a ntit y of dr u g r et ur n e d b y  s u bj e ct.  

•  C o m pli a n c e ( %) i n t a ki n g t h e st u d y dr u g at e a c h  visit.  

•  St art a n d st o p d at es of st u d y  dr u g.  

 

5. 8  Ass ess m e nt of  C o m pli a n c e  
 

Aft er st u d y dr u g is dis p e ns e d, t h e i n v esti g at or or his/ h er r e pr es e nt ati v e will c o u nt t h e u n us e d 
st u d y dr u g t a bl ets t h at w er e r et ur n e d b y t h e s u bj e ct at e a c h visit t o ass ess c o m pli a n c e. St u d y 
dr u g c o m pli a n c e will b e r e c or d e d i n t h e s u bj e ct's s o ur c e d o c u m e nt ati o n a n d C R F. If t h e 
s u bj e ct f or g ets t o r et ur n u n us e d st u d y dr u g at a vi sit, t h e n c o m pli a n c e will b e c o nfir m e d aft er 
dir e ct q u esti o ni n g o f t h e s u bj e ct. T h e i n v esti g at or's j u d g m e nt of c o m pli a n c e will b e a c c e pt e d. 
Att e m pts t o o bt ai n u n us e d st u d y dr u g s h o ul d b e m a d e at s u bs e q u e nt visits or b y t h e 
c o n cl usi o n of t h e s u bj e ct’s p arti ci p ati o n i n t h e tri al.  
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6. 0  S T U D Y P R O C E D U R E S A N D  A S S E S S M E N T S  
 

A s c h e d ul e of ass ess m e nts t o b e p erf or m e d d uri n g t h e st u d y is pr o vi d e d i n A p p e n di x 1:  
O v er all Ti m e a n d E v e nts S c h e d ul e.  F or t his st u d y, D a y 1 s h all b e d efi n e d a s t h e d a y of 
r a n d o mi z ati o n/ b as eli n e. 

 

S u bj e ct s will b e pr o vi d e d b o w el pr e p f or us e pri or t o t h e il e o c ol o n os c o pi es. T h e b o w el pr e p 
will b e dis p e ns e d b y st u d y st aff at Visits 1, 7, a n d 1 6.  

6. 1  St u d y S c h e d ul e b y T r e at m e nt  Visit  
 

6. 1. 1  Vi sit 1: S c r e e ni n g ( D a y – 2 1 t o D a y  -1 4)  
 

S cr e e ni n g e v al u ati o ns m ust b e gi n n o l ess t h a n 1 4 d a ys pri or t o t h e B as eli n e Visit ( Visit 2). 

T h e f oll o wi n g pr o c e d ur e s will o c c ur d uri n g t his visit:  
 

•  I nf or m e d c o ns e nt si g n e d b y t h e s u bj e ct pri or t o p erf or mi n g a n y st u d y e v al u ati o ns or 
pr o c e d ur es.  

•  A s si g n s u bj e ct  i d e ntifi c ati o n. 

•  M e di c al hi st or y a n d d e m o gr a p hi c i nf or m ati o n s h o ul d b e r e c or d e d. A p pr o xi m at e d at e  of 
i niti al di a g n osis a n d o ns et of s y m pt o ms of Cr o h n’ s dis e as e s h o ul d b e d o c u m e nt e d.  

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns.  

•  I n cl usi o n/ E x cl usi o n crit eri a r e vi e w t o e ns ur e s u bj e ct q u alifi es f or t h e st u d y.  

•  F ull p h ysi c al e x a mi n ati o n i n cl u di n g dis e as e s p e cifi c e x a mi n ati o n (i n cl u di n g ass ess m e nts 
f or a b d o mi n al m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’s dis e as e b as e d o n C D AI  –  
s e e A p p e n di x 2).  

•  Vit al si g ns (t o i n cl u d e m e as ur e m e nt of h ei g ht a n d  w ei g ht).  

•  El e ctr o c ar di o gr a m.  

•  S af et y l a b or at or y t ests i n cl u di n g s er u m pr e g n a n c y t est ( h e m at ol o g y, bl o o d c h e mistr y,  a n d 
uri n al ysis).  

•  St o ol c oll e cti o n a n d pr o c essi n g N O T E: T his s a m pl e is c oll e ct e d i n p art t o a d dr ess 
E x cl usi o n Crit er i o n 2 1. Mi cr o bi ol o g y r es ults r e q uir e d f or e ntr y m ust b e r e c ei v e d b ef or e 
r a n d o mi z ati o n. If t h e s u bj e ct c a n n ot pr o d u c e a s a m pl e d uri n g t h e visit, t h e s u bj e ct will b e 
i ss u e d a c oll e cti o n kit a n d as k e d t o c oll e ct a s p e ci m e n at h o m e, r efri g er at e it i m m e di at el y 
a n d r et ur n it t o t h e cli ni c a mi ni m u m of 7 d a ys pri or t o visit  2.  

•  Pr o vi d e s u bj e ct i nstr u cti o n f or d ail y di ar y  c o m pl eti o n.  

•  S c h e d ul e el i gi bilit y/ b as eli n e il e o c ol o n os c o p y a n d pr o vi d e b o w el pr e p.  
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•  S u bj e ct s w h o a c hi e v e t h e q u alif yi n g C D AI s c or e s h o ul d h a v e t h e b as eli n e il e o c ol o n os c o p y 
(f or eli gi bilit y S E S-C D s c or e)  p erf or m e d n o l at er t h a n D a y  -5.  

•  S c h e d ul e Vi sit  2  

6. 1. 2  Vi sit 2: B as eli n e/ R a n d o mi z ati o n, W e e k 0/ D a y  1  
 

T h e B as eli n e/ R a n d o mi z ati o n Visit will b e p erf or m e d o n D a y 1. T h er e is n o D a y 0 i n t his 
pr ot o c ol. T h e f oll o wi n g a ss ess m e nts ar e t o b e c o m pl et e d at Visit 2:  

 

Pri or t o d osi n g:  
 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  I n cl usi o n/ E x cl usi o n r e vi e w t o e ns ur e s u bj e ct c o nti n u es t o q u alif y f or t h e st u d y  

•  Vit al si g ns a n d  w ei g ht  

•  Di s e as e a n d s y m pt o m dri v e n p h ysi c al e x a mi n ati o n (i n cl u di n g ass ess m e nts f or a b d o mi n al 
m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’ s dis e as e b as e d o n C D AI –  s e e A p p e n di x 
2)  

•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y,  uri n al ysis)  

•  Uri n e pr e g n a n c y  t est 

•  Bl o o d dr a w pri or t o first d os e a d mi nistr ati o n f or i nfl a m m at or y m ar k ers, P X R a n d  P K  

•  St o ol a n d bl o o d c oll e cti o ns f or l o n g -t er m st or a g e  

•  I B D Q a n d W P AI-C D  

•  Di ar y C o m pli a n c e  C h e c k  

•  R a n d o mi z ati o n  

Aft er first d os e ass ess m e nts:  
 

•  St u d y dr u g di s p e nsi n g - first d os e t o b e t a k e n at t h e cli ni c u n d er o bs er v ati o n. T h e e x a ct 
ti m e of d os e a d mi nistr ati o n s h o ul d b e  r e c or d e d. 

•  S c h e d ul e Vi sit  3  

6. 1. 3  Vi sits 3, 4, 5, 6: W e e k s 2, 4, 8, 1 2 / D a ys 1 4, 2 8, 5 6, 8 4 ( ± 3  d a ys)  
 

T h e f oll o wi n g ass ess m e nts ar e t o b e c o m pl et e d:  
 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  
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•  Di s e as e a n d s y m pt o m dri v e n p h ysi c al e x a mi n ati o n (i n cl u di n g ass ess m e nts f or a b d o mi n al 
m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’ s dis e as e b as e d o n C D AI –  s e e A p p e n di x 
2)  

•  St u d y dr u g c oll e cti o n a n d dis p e nsi n g. N O T E: At Visit 3 n o st u d y dr u g is c oll e ct e d  or 
dis p e ns e d.  

•  R e c or d ti m e a n d d at e of m ost r e c e nt d os e of st u d y dr u g. T his i nf or m ati o n m ust b e 
o bt ai n e d fr o m t h e s u bj e ct a n d s h o ul d b e his/ h er b e st r e c oll e cti o n of w h e n t h e y t o o k  t h eir 
m ost r e c e nt  d os e.  

•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y,  uri n al ysis)  

•  Bl o o d dr a w f or P K ( Visit 6 o nl y f or  P K)  

•  C D AI ass ess m e nt ( C D AI s c or e will b e c al c ul at e d b y E D C  s yst e m)  

•  R e vi e w d osi n g a n d di ar y  c o m pli a n c e  

•  S c h e d ul e t h e n e xt st u d y  visit  

 

6. 1. 4  Vi sit 7: W e e k 1 6/ D a y 1 1 2 ( ± 3  d a ys)  
 

T h e f oll o wi n g ass ess m e nts ar e t o b e c o m pl et e d at Visit  7:  
 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  

•  El e ctr o c ar di o gr a m  

•  F ull p h ysi c al e x a mi n ati o n i n cl u di n g dis e as e s p e cifi c e x a mi n ati o n (i n cl u di n g ass ess m e nts 
f or a b d o mi n al m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’s dis e as e b as e d o n C D AI –  
s e e A p p e n di x 2).  

•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y,  uri n al ysis)  

•  Uri n e pr e g n a n c y  t est 

•  Bl o o d f or i nfl a m m at or y  m ar k e rs 

•  St o ol c oll e cti o n a n d pr o c essi n g. N O T E: If t h e s u bj e ct c a n n ot pr o d u c e a s a m pl e d uri n g t h e 
visit, t h e s u bj e ct will b e iss u e d a c oll e cti o n kit a n d as k e d t o c oll e ct a s p e ci m e n at h o m e, 
r efri g er at e it i m m e di at el y, a n d bri n g it t o t h e cli ni c as s o o n as p ossi b l e. 

•  St o ol a n d Bl o o d c oll e cti o ns f or L o n g -t er m St or a g e  

•  C D AI ass ess m e nt ( C D AI s c or e will b e c al c ul at e d b y E D C  s yst e m)  

•  I B D Q a n d W P AI-C D  

•  R e vi e w d osi n g a n d di ar y  c o m pli a n c e  

•  St u d y dr u g c oll e cti o n a n d  dis p e nsi n g  



P a g e 4 7  of 1 0 3  

R E C D 3 1 2 6  
V e rsi o n D at e: 1 4 J ul 2 0 1 4  

S ali x P h a r m a c e uti c als,  I n c.  
C R P -7 1  

C o nfi d e nti al  

 

 

 

•  S c h e d ul e il e o c ol o n os c o p y a n d dis p e ns e b o w el pr e p f or  il e o c ol o n os c o p y 

•  Il e o c ol o n os c o p y t o b e p erf or m e d wit hi n 7 d a ys aft er Visit 7.  

•  All Visit 7 pr o c e d ur es t o b e c o m pl et e d pri or t o b e gi n ni n g b o w e l pr e p.  

•  S c h e d ul e Vi sit  8  

 

6. 1. 5  Vi sits 8, 9, 1 0, 1 1, 1 2, 1 3, 1 4, 1 5: W e e k s 2 0, 2 4, 2 8, 3 2, 3 6, 4 0, 4 4, 4 8 / D a ys  1 4 0,  
1 6 8, 1 9 6, 2 2 4, 2 5 2, 2 8 0, 3 0 8, 3 3 6 ( ± 3 d a ys)  

 
T h e f oll o wi n g ass ess m e nts ar e t o b e c o m pl et e d:  

 
•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  

•  Di s e as e a n d s y m pt o m dri v e n p h ysi c al e x a mi n ati o n (i n cl u di n g ass ess m e nts f or a b d o mi n al 
m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’ s dis e as e b as e d o n C D AI –  s e e A p p e n di x 
2)  

•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y, uri n al ysis) wit h uri n e pr e g n a n c y t est 

at Visit 1 0 ( W e e k 2 8) a n d Visit 1 3 ( W e e k 4 0) o nl y; bl o o d dr a w f or P K at Visit 1 5  o nl y  

•  At Vi sit 1 5 o nl y: R e c or d ti m e a n d d at e of m ost r e c e nt d os e of st u d y dr u g. T his 
i nf or m ati o n m ust b e o bt ai n e d fr o m t h e s u bj e ct a n d s h o ul d b e his/ h er b est r e c oll e cti o n of 
w h e n t h e y t o o k t h eir m ost r e c e nt  d os e.  

•  C D AI ass ess m e nt ( C D AI s c or e will b e c al c ul at e d b y E D C  s yst e m)  

•  I B D Q a n d W P AI-C D at Visit 1 0 ( W e e k 2 8) a n d Visit 1 3 ( W e e k 4 0)  o nl y  

•  R e vi e w d osi n g a n d di ar y  c o m pli a n c e  

•  St u d y dr u g c oll e cti o n a n d  dis p e nsi n g  

•  S c h e d ul e t h e n e xt st u d y visit ( Visit 1 5 s h o ul d o c c ur i n t h e  m or ni n g)  

 

6. 1. 6  Vi sit 1 6: E n d of T r e at m e nt ( E O T) Visit, W e e k 5 2/ D a y 3 6 4 ( ± 3  d a ys)  
 

T h e s u bj e ct’s fi n al d os e of st u d y dr u g will b e t h e e v e ni n g b ef or e Visit 1 6. T h e f oll o wi n g 
ass ess m e nts ar e t o b e c o m pl et e d at t his visit:  

 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  

•  El e ctr o c ar di o gr a m  

•  F ull p h ysi c al e x a mi n ati o n i n cl u di n g dis e as e s p e cifi c e x a mi n ati o n (i n cl u di n g ass ess m e nts 
f or a b d o mi n al m ass a n d e xtr ai nt esti n al m a nif est ati o ns of Cr o h n’s dis e as e b as e d o n C D AI  –  

s e e A p p e n di x 2).  
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•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y, uri n al ysis) i n cl u di n g bl o o d f or 
s er u m pr e g n a n c y t est a n d i nfl a m m at or y  m ar k ers  

•  St o ol c oll e cti o n a n d pr o c essi n g. N O T E: If t h e s u bj e ct c a n n ot pr o d u c e a s a m pl e d uri n g t h e  
visit, t h e s u bj e ct will b e iss u e d a c oll e cti o n kit a n d as k e d t o c oll e ct a s p e ci m e n at h o m e, 
r efri g er at e it i m m e di at el y, a n d bri n g it t o t h e cli ni c as s o o n as p ossi bl e.  

•  St o ol a n d Bl o o d c oll e cti o ns f or L o n g -t er m St or a g e  

•  C D AI ass ess m e nt ( C D AI s c or e will b e c al c ul at e d b y E D C  s yst e m)  

•  I B D Q a n d W P AI-C D  

•  R e vi e w d osi n g a n d di ar y  c o m pli a n c e  

•  C oll e ct u n us e d st u d y  dr u g  

•  S c h e d ul e il e o c ol o n os c o p y a n d dis p e ns e b o w el pr e p f or  il e o c ol o n os c o p y 

•  Il e o c ol o n os c o p y t o b e c o n d u ct e d wit hi n 7 d a ys aft er Visit 1 6.  

•  All Visit 1 6 pr o c e d ur es t o b e c o m pl et e d pri or t o b e gi n ni n g b o w el  pr e p.  

•  S c h e d ul e Vi sit 1 7,  E O S  

6. 1. 7  Vi sit 1 7: E n d of St u d y ( E O S) Visit, W e e k 5 4/ D a y 3 7 8 ( ± 3  d a ys)  
 

T h e f oll o wi n g ass ess m e nts ar e t o b e c o m pl et e d:  
 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  

•  El e ctr o c ar di o gr a m  

•  S af et y l a b or at or y t ests ( h e m at ol o g y, bl o o d c h e mistr y,  uri n al ysis)  

 

6. 1. 8  U n s c h e d ul e d  Visit  
 

T h e i n v esti g at or m a y p erf or m a n u ns c h e d ul e d visit at a n y ti m e d uri n g t h e st u d y at his/ h er 

dis cr eti o n. Ass ess m e nts p erf or m e d at a n  u ns c h e d ul e d visit s h o ul d b e s y m pt o m dir e ct e d. At a 
mi ni m u m t h e f oll o wi n g ass ess m e nts s h o ul d b e p erf or m e d:  

 

•  A d v ers e e v e nt s a n d c o n c o mit a nt  m e di c ati o ns  

•  Vit al si g ns a n d  w ei g ht  

•  S y m pt o m dri v e n p h ysi c al  e x a mi n ati o n  

•  S af et y l a b or at or y t ests as a p pr o pri at e ( h e m at o l o g y, bl o o d c h e mistr y, uri n al ysis)  
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6. 1. 9  D ail y Di a r y ( a n d/ o r ot h e r s u bj e ct -c oll e ct e d  d at a)  
 

El e ctr o ni c s yst e m di ari es will b e utili z e d t o c oll e ct s u bj e ct’s r es p o ns es t o t h e C D AI q u esti o ns 
(A p p e n di x 2: Cr o h n’s Dis e as e A cti vit y I n d e x ). E a c h s u bj e ct will b e i nstr u ct e d o n t h e us e of 
t h e El e ctr o ni c di ar y s yst e m. S u bj e cts will b e pr o vi d e d s e c ur e a c c ess i nstr u cti o ns t o t h e 
El e ctr o ni c di ar y s yst e m d uri n g t h e S cr e e ni n g Visit.  

6. 2  Ass ess m e nt of  Effi c a c y  
 

Effi c a c y e n d p oi nts ar e pr es e nt e d i n S e c ti o n 2. 2. A n al ys es of effi c a c y e n d p oi nts ar e d es cri b e d 

i n S e cti o n 8. 6. 1 . 

6. 2. 1  C r o h n’s Dis e as e A cti vit y I n d e x ( C D AI)  S c o r e  
 

T h e C D AI s c or e is a w ei g ht e d, c o m p osit e i n d e x of ei g ht it e ms (st o ol fr e q u e n c y, s e v erit y of 
a b d o mi n al p ai n, d e gr e e of g e n er al w ell -b ei n g, pr es e n c e or a bs e n c e of e xtr ai nt esti n al 
m a nif est ati o ns i n cl u di n g fist ul a, us e or n o n -us e of a nti di arr h e al a g e nts,  pr es e n c e or a bs e n c e  of 
a b d o mi n al m ass, h e m at o crit a n d b o d y w ei g ht). S c or es r a n g e fr o m 0 t o a p pr o xi m at el y 6 0 0 
wit h hi g h er s c or es i n di c ati n g gr e at er dis e as e s e v erit y. Cli ni c al ( as y m pt o m ati c) r e missi o n is 
d efi n e d as a s c or e of ≤ 1 5 0 p oi nts. Mil d -t o-m o d er at e dis e as e a n d s e v er e dis e as e ar e d efi n e d 
b y s c or es of > 1 5 0 t o ≤ 4 5 0, a n d > 4 5 0 p oi nts, r es p e cti v el y. T h e C D AI s c ori n g s yst e m c a n b e 
f o u n d i n A p p e n di x 2: Cr o h n’s Dis e as e A cti vit y I n d e x . C D AI will b e e v al u at e d at all cli ni c 

vis its f or t h e st u d y. C D AI s c or e will b e c al c ul at e d b y E D C s yst e m.  

6. 2. 2  Si m pl e E n d os c o pi c S c o r e f o r C r o h n’s Dis e as e  ( S E S-C D)  
 

T h e S E S -C D is a v ali d at e d i nstr u m e nt r efl e cti n g a n e n d os c o pist’s gl o b al a p pr ais al of m u c os al 
l esi o ns i n Cr o h n’s dis e as e. T h e S E S-C D gr a d es  l e si o ns b y l o c ati o n (il e u m, ri g ht c ol o n, 
tr a ns v ers e c ol o n, l eft c ol o n a n d r e ct u m) usi n g ul c er si z e, e xt e nt of ul c er at e d s urf a c e, e xt e nt of 
aff e ct e d s urf a c e, a n d pr es e n c e/t y p e of n arr o wi n g. T h e S E S -C D c a n b e f o u n d i n A p p e n di x 4 . 
Vi d e o r e c or di n gs of il e o c ol o n os c o pi es will b e r e vi e w e d, a n d S E S -C D s c or e s will b e 
c al c ul at e d b y bli n d e d c e ntr al l a b or at or y e n d os c o pi sts f or t h e st u d y. T h e i n d e p e n d e nt c e ntr al 
e n d os c o p y r e a d ers a n d t h e c e ntr al e n d os c o p y l a b or at or y will n ot b e ass o ci at e d wit h a n y 
i nstit uti o n c o n d u cti n g t h e st u d y. 

I n or d er t o f ull y ass ess f or t h e pr es e n c e of il e o c ol o ni c Cr o h n’s dis e as e a n d c al c ul at e a n 
a c c ur at e S E S -C D s c or e, t h e e n d os c o pist m ust att e m pt t o i nt u b at e a n d vis u ali z e t h e t er mi n al 
il e u m i n or d er t o d et er mi n e pres e n c e a n d e xt e nt of dis e as e d uri n g e a c h il e o c ol o n os c o p y. T o 
r e d u c e t h e p ot e nti al f or bi as or v ari a bilit y i n e n d os c o p y s c ori n g, bli n d e d c e ntr al r e a di n g will 
b e utili z e d t o d et er mi n e t h e S E S -C D s c or es f or all il e o c ol o n os c o pi es o bt ai n e d d uri n g t h e 
st u d y. As s u c h, e v er y eff ort m ust b e m a d e at e a c h pr o c e d ur e t o f ull y vis u ali z e e a c h s e g m e nt 
of t h e t er mi n al il e u m a n d c ol o n t o f a cilit at e c e ntr al r e a di n g of t h e r e c or d e d pr o c e d ur es. T h e 

r at e of wit h dr a w al of t h e c ol o n os c o p e d uri n g t h e pr o c e d ur e s h o ul d als o b e s uffi ci e ntl y sl o w as 
t o all o w f or a d e q u at e vis u ali z ati o n a n d s c ori n g of e a c h s e g m e nt i n t h e vi d e o r e c or di n g b y a  
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c e ntr al r e a d er. Stri ct ur es t h at d o n ot p er mit f urt h er p ass a g e of t h e c ol o n os c o p e s h o ul d b e 
a n n ot at e d as s u c h.  

6. 2. 3  I nfl a m m at o r y B o w el Dis e as e Q u esti o n n ai r e  (I B D Q) 
 

T h e I B D Q i s a v ali d at e d 3 2 -it e m q u esti o n n air e wit h 4 di m e nsi o ns t h at ass ess b o w el f u n cti o n, 
e m oti o n al st at us, s yst e mi c s y m pt o ms, a n d s o ci al f u n cti o n. T h e I B D Q c a n  b e s elf - 
a d mi nist er e d. T h e t ot al s c or e o n t h e i n d e x r a n g es fr o m 3 2 -2 2 4, wit h hi g h er s c or es i n di c ati n g 
b ett er q u alit y of lif e. A r el ati v el y g o o d c orr el ati o n e xists b et w e e n t h e I B D Q a n d t h e C D AI (r  
= -0. 6 7; P < 0. 0 0 1). St u di es h a v e b e e n p erf or m e d i n p ati e nt s wit h i nfl a m m at or y Cr o h n's 
dis e as e, b ut t h er e is n o p u blis h e d d at a o n I B D Q s c or es of p ati e nts wit h pri m aril y fist uli zi n g 
Cr o h n's dis e as e. S e e A p p e n di x 5: I nfl a m m at or y B o w el Dis e as e Q u esti o n n air e.  

 

6. 2. 4  W o r k P r o d u cti vit y a n d A cti vit y I m p ai r m e nt Q u esti o n n ai r e f o r C r o h n's 
Dis e as e  ( W P AI-C D)  

 
T h e W P AI -C D is a q u esti o n n air e t h at ass ess es t h e eff e ct of Cr o h n’s dis e as e o n a p ati e nt’s 
a bilit y t o w or k a n d p erf or m r e g ul ar a cti viti es. T h e W P AI -C D h as dis cri mi n ati v e v ali dit y  a n d 

r e pr o d u ci bilit y i n Cr o h n’ s dis e as e. I n a d diti o n, e v al u ati v e v ali dit y a n d r es p o nsi v e n ess t o 
cli ni c all y m e a ni n gf ul c h a n g es i n t h e W P AI -C D s c or es h a v e b e e n est a blis h e d f or Cr o h n's 
dis e as e. W P AI -C D o ut c o m es ar e e x pr ess e d as i m p air m e nt p er c e nt a g es, wit h hi g h er n u m b ers 
i n di c ati n g gr e at er i m p air m e nt a n d l ess pr o d u cti vit y (i. e. w ors e o ut c o m es). D o m ai ns 
e v al u at e d ar e c urr e nt e m pl o y m e nt, w or k h o urs miss e d d u e t o Cr o h n’s dis e a s e, w or k h o urs 
miss e d f or ot h er r e as o ns, h o urs a ct u all y w or k e d, d e gr e e t h at Cr o h n’s dis e as e a ff e ct e d 
pr o d u cti vit y w hil e w or ki n g, a n d d e gr e e t h at Cr o h n’s dis e as e aff e ct e d r e g ul ar a cti viti es. S e e 
A p p e n di x 6: W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e: Cr o h n’s  Dis e as e.  

6. 3  Ass ess m e nt of  S af et y  
 

S af et y e n d p oi nt s ar e pr es e nt e d i n S e c ti o n 2. 2. 4. S af et y ass ess m e nts will i n cl u d e t h e 

f oll o wi n g: 
 

•  A Es, b ot h r e p ort e d a n d  o bs er v e d  

•  Vit al si g n m e as ur e m e nts (s e at e d bl o o d pr ess ur e, p uls e a n d or al  t e m p er at ur e) 

•  R o uti n e h e m at ol o g y a n d bl o o d c h e mistr y t ests a n d  uri n al ysis  

•  El e ctr o c ar di o gr a ms  

 

6. 3. 1  Cli ni c al L a b o r at o r y  T ests  
 

T h e f oll o wi n g cli ni c al l a b or at or y t ests ar e t o b e p erf or m e d d uri n g t h e st u d y a n d will b e 
a n al y z e d b y a c e ntr al, li c e ns e d cli ni c al l a b or at or y ( e x c e pt f or t h e uri n e pr e g n a n c y t ests ). At 
t h e i n v esti g at or’s dis cr eti o n, a d diti o n al bl o o d m a y b e c oll e ct e d f or cli ni c al l a b or at or y t ests 
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(i. e., h e m at ol o g y, bl o o d c h e mistr y, a n d uri n al ysis) b as e d o n p ati e nt r e p ort e d si g ns a n d 
s y m pt o ms or pr e vi o us cli ni c al l a b or at or y t est r es ults.  

 

R es ult s fr o m l a b or at or y s p e ci m e ns c oll e ct e d d uri n g t h e S cr e e ni n g Visit m ust b e r e c ei v e d b y 
t h e sit e pri or t o Visit 2 ( B as eli n e/ R a n d o mi z ati o n). 

 

T h e cli ni c al l a b or at or y p ar a m et ers t o  b e e v al u at e d ar e as f oll o ws:  
 

•  H e m at ol o g y : H e m o gl o bi n, h e m at o crit, r e d bl o o d c ell c o u nt, w hit e bl o o d c ell c o u nt wit h 

diff er e nti al, a n d pl at el et  c o u nt.  

•  Bl o o d c h e mi st r y : Al a ni n e a mi n otr a nsf er as e, as p art at e a mi n otr a nsf er as e, al k ali n e 
p h os p h at as e, t ot al bilir u bi n ( e x c e pt i n is ol at e d el e v ati o n of u n c o nj u g at e d bilir u bi n), bl o o d 
ur e a nitr o g e n, cr e ati ni n e, uri c a ci d, el e ctr ol yt es, l a ct at e d e h y dr o g e n as e, c al ci u m, al b u mi n, 
gl u c os e, c h ol est er ol, a n d  tri gl y c eri d es. 

•  U ri n al ysi s : R o uti n e uri n e a n al ysis (i n cl u di n g b ut n ot li mit e d t o w hit e bl o o d c ell c o u nt, r e d 
bl o o d c ell c o u nt, a n d pr ot ei n). If t h er e ar e a n y p ositi v e fi n di n gs, mi cr os c o pi c e x a mi n ati o n 
s h o ul d b e p erf or m e d t o q u a ntif y t h e  r es ults. 

•  St o ol : St o ol t esti n g will b e p erf or m e d d uri n g t h e s cr e e ni n g p eri o d t o i d e ntif y t h e pr es e n c e 
of e nt eri c i nf e cti o ns ( e. g. Y ersi ni a e nt er o c oliti c a, C a m p yl o b a ct er j ej u ni, S al m o n ell a, 
S hi g ell a, o v u m a n d p ar asit e a n d/ or Cl ostri di u m diffi cil e) a n d a n e g ati v e t est m ust b e 
c o nfir m e d f or s u bj e cts pri or t o  r a n d o mi z ati o n. 

6. 3. 2  Ass ess m e nt of I nfl a m m ati o n  M a r k e rs  
 

Bl o o d s a m pl es f or d et er mi n ati o n of i nfl a m m at or y m ar k ers will b e c oll e ct e d at Visit 2 
( B as eli n e/ R a n d o mi z ati o n), Visit 7, a n d Visit 1 6 ( E O T). Bl o o d s a m pl es will b e c oll e ct e d i n 
s er u m -s e p ar ati n g t u b es t o c oll e ct s er u m f or i nfl a m m at or y m ar k er s. Aft er all o wi n g bl o o d t o 
cl ot f or a p pr o xi m at el y 3 0 mi n ut es, t h e s a m pl es will b e c e ntrif u g e d at 1 3 0 0 g t o s e p ar at e t h e 
bl o o d c ells fr o m s er u m. S er u m s a m pl es will b e s hi p p e d a m bi e nt ( C R P) or fr o z e n ( ot h er 
i nfl a m m at or y m ar k ers) t o t h e c e ntr al l a b or at or y f or i nfl a m m at or y m ar k er t esti n g. T h e 
pr es e n c e of i nfl a m m at or y m ar k ers ( w hi c h m a y i n cl u d e C R P, I L -1 β, I L -2, I L -6, I L -1 2, I L -1 3, 
T N F -α a n d e n d ot o xi n) will b e a n al y z e d usi n g a p arti cl e b as e d C yt o m etri c B e a d Arr a y 
i m m u n o ass a y at t h e c e ntr al l a b or at or y. 

Bl o o d s a m pl es f or d et er mi n ati o n of Pr e g n a n e X R e c e pt or ( P X R) g e n ot y pi n g will b e c oll e ct e d 

at Visit 2.  

•  Bl o o d, Bl o o d Pl as m a, a n d S e r u m f o r St o r a g e : Bl o o d, bl o o d pl as m a, a n d s er u m 
s a m pl es will b e c oll e ct e d at Visit 2 ( B as eli n e/ R a n d o mi z ati o n), Visit 7, a n d Visit 1 6 
( E O T). S a m pl es will b e st or e d at ≤ -2 0 ° C at t h e cli ni c al sit e a n d s hi p p e d o n dr y i c e  a n d 
st or e d l o n g -t er m at ≤ -7 0 ° C. T h es e s a m pl es m a y b e us e d f or e x pl or at or y a n al ys es 
( p ot e nti all y i n cl u di n g a d diti o n al i nfl a m m at or y m ar k ers or P X R g e n ot y pi n g) t o b e  
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d et ail e d i n s u bs e q u e nt sit e -s p e cifi c a m e n d m e nts or s u b -st u di es. S u bj e cts will b e a d vis e d 
of a n d m ust c o ns e nt t o bl o o d a n d bl o o d pl as m a c oll e cti o n f or st or a g e.  

 

6. 3. 3  St o ol S a m pl e C oll e cti o n a n d  T esti n g  
 

St o ol s a m pl e c oll e cti o n  s h o ul d b e p erf or m e d f or t h e f oll o wi n g visits: S cr e e ni n g, Visit 7, a n d 
Visit 1 6 ( E O T). Fr es h st o ol s a m pl es will b e c oll e ct e d at e a c h of t h e a b o v e vi sits w h e n e v er 
p ossi bl e. If t h e s u bj e ct c a n n ot pr o d u c e a s a m pl e d uri n g t h e visit, t h e s u bj e ct will b e iss u e d a 
c oll e cti o n kit a n d as k e d t o c oll e ct a s p e ci m e n at h o m e, r efri g er at e it i m m e di at el y, a n d bri n g it 
t o t h e cli ni c as s o o n as p ossi bl e. St o ol s a m pl es will b e ali q u ot e d i nt o 2-m L p ol y pr o p yl e n e 
cr y o vi als, st or e d at ≤ -2 0 ° C at t h e cli ni c al sit e, s hi p p e d o n dr y  i c e a n d st or e d l o n g t er m at ≤ - 
7 0 ° C. St o ol s a m pl es will b e us e d f or t h e f oll o wi n g:  

•  S af et y T esti n g f o r C. diffi cil e : A st o ol s a m pl e f or a n al ysis of C. diffi cil e f or T o xi ns A & 
B will b e c oll e ct e d at S cr e e ni n g, Visit 7, a n d Visit 1 6. T esti n g will b e p erf or m e d b y 
e n z y m e i m m u n o ass a y  ( EI A). 

•  St o ol s a m pl es t esti n g p ositi v e f or C. diffi cil e T o xi n B will b e c ult ur e d a n d  t est e d 
f or r esist a n c e t o s el e ct a nti bi oti cs.  

•  F e c al C al p r ot e cti n I m m u n o ass a y : A st o ol s a m pl e f or ass a y of f e c al c al pr ot e cti n will b e 
c oll e ct e d at S cr e e ni n g, Visit 7, a n d Visit 1 6. St o ol s a m pl es will b e c oll e ct e d i n st eril e 

s p e ci m e n c u ps a n d st or e d i m m e di at el y at ≤ -2 0º C. S a m pl es will b e s hi p p e d fr o z e n o n dr y 
i c e t o t h e c e ntr al l a b or at or y f or t esti n g. T esti n g will b e p erf or m e d b y i m m u n o ass a y. 

•  Mi c r o bi ot a C h a r a ct e ri z ati o n : S us c e pti bilit y T esti n g: I n a s u bs et of t h e st u d y p o p ul ati o n 
( a p pr o xi m at el y 1 0 %), t h e s us c e pti bilit y of t h e st o ol mi cr o bi ot a t o rif a xi mi n, rif a m pi n, a n d 
ot h er s el e ct e d a nti bi oti cs of cli ni c al i nt er est will b e c h ar a ct eri z e d. St o ol s a m pl es will b e 

i n o c ul at e d o nt o v ari o us m e di a t o i d e ntif y or g a nis ms. St o ol c ult ur es will i d e ntif y a n d 
is ol at e y e ast as w ell as s el e ct e d b a ct eri a, c h os e n t o i n c or p or at e t h e m ost pr e v al e nt s p e ci es 

of i nt esti n al b a ct eri a. B a ct eri a will b e  i d e ntifi e d a n d c h ar a ct eri z e d b y m or p h ol o g y a n d 
p h ysi c al t ests, wit h i d e ntit y c o nfir m e d wit h m ol e c ul ar i d e ntifi c ati o n s yst e ms. Y e ast will 
b e i d e ntifi e d if pr es e nt i n st o ol, b ut will n ot b e t est e d f urt h er. B a ct eri al s e nsiti vit y t esti n g 
will b e p erf or m e d b y br ot h mi cr o dil uti o n ( p er Cli ni c al L a b or at or y St a n d ar ds I nstit ut e 
( C L SI) d o c u m e nt M 7-A 8) f or a er o bi c b a ct eri a a n d b y a g ar dil uti o n f or a n a er o bi c b a ct eri a 
usi n g cli ni c all y r el e v a nt a nti bi oti cs. D u pli c at e s a m pl es of all is ol at es a n d st o ol ali q u ots 
will b e st o r e d t o all o w f or p ot e nti al f ut ur e a n al ysis.  

•  Mi c r o bi ot a C h a r a ct e ri z ati o n : C o m p ositi o n, Di v ersit y, D N A S e q u e n ci n g: I n a s u bs et of 
t h e st u d y p o p ul ati o n ( a p pr o xi m at el y 1 0 %), t h e i nt e sti n al mi cr o bi ot a fr o m st o ol s a m pl es 
will b e c h ar a ct eri z e d i n t er ms of c o m p ositi o n a n d di v ersit y, as w ell as s e q u e n ci n g f or 
s p e cifi c or g a nis ms of i nt er est. B a ct eri al D N A will b e is ol at e d fr o m f e c al s a m pl es, a n d  t h e 
h y p er -v ari a bl e r e gi o ns of t h e 1 6 S r R N A g e n e will b e a m plifi e d usi n g t w o -st e p P C R 
s e q u e n ci n g t e c h n ol o g y. All st o o l s a m pl es a n d D N A is ol at es will b e st or e d t o all o w f or 
p ot e nti al f ut ur e  a n al ysis.  



P a g e 5 3  of 1 0 3  

R E C D 3 1 2 6  
V e rsi o n D at e: 1 4 J ul 2 0 1 4  

S ali x P h a r m a c e uti c als,  I n c.  
C R P -7 1  

C o nfi d e nti al  

 

 

 

•  L o n g -t e r m st o r a g e f o r f ut u r e e x pl o r at o r y a n al y sis. S u bj e cts m ust b e a d vis e d of a n d 
pr o vi d e c o n s e nt t o t his st o ol c oll e cti o n f or st or a g e. A d diti o n al s u bst u di es m a y b e d efi n e d 
i n t h e f ut ur e. 

6. 3. 4  U ri n e a n d S e r u m P r e g n a n c y  T ests  
 

S er u m pr e g n a n c y t ests will b e p erf or m e d f or all f e m al es of c hil d b e ari n g p ot e nti al a n d t h os e 
w h o h a v e h a d a t u b al li g ati o n at Vis it 1 ( S cr e e ni n g) a n d Visit 1 6 ( E O T). Uri n e pr e g n a n c y 
t ests will b e p erf or m e d f or all f e m al es of c hil d b e ari n g p ot e nti al a n d t h os e w h o h a v e h a d a 
t u b al li g ati o n at Visit 2 ( B as eli n e/ R a n d o mi z ati o n) pri or t o r a n d o mi z ati o n a n d at Visit 7, Visit 
1 0, a n d Visit 1 3 . T h e Visits 1 a n d 2 pr e g n a n c y t ests m ust b e c o nfir m e d as n e g ati v e b ef or e t h e 
a d mi nistr ati o n of st u d y dr u g.  

6. 3. 5  S af et y M o nit o ri n g f o r C.  diffi cil e  
 

St o ol s a m pl es m ust b e c oll e ct e d a n d t est e d f or C. diffi cil e T o xi n B g e n e (t c d B) usi n g r e al - 
ti m e p ol y m er as e c h ai n r e a cti o n ( P C R) m et h o d f or a n y s u bj e ct w h o h as w or s e ni n g, a c ut e 
di arr h e a a n d a b d o mi n al p ai n d uri n g t h e st u d y, d efi n e d b y:  

 

•  S u bj e ct h a d at l e ast 3 u nf or m e d (l o os e or w at er y) st o ols i n t h e l ast 2 4 h o urs. 

A N D  

•  S u bj e ct h as at l e ast 1 ot h er si g n of e nt eri c i nf e cti o n pr es e nt, s u c h as f e v er, n a us e a/l oss of 

a p p etit e, v o miti n g, s e v er e a b d o mi n al p ai n or  dis c o mf ort.  

•  St o ol s a m pl es t esti n g p ositi v e f or C. diffi cil e T o xi n B, will b e c ult ur e d a n d t est e d 
f or r esist a n c e t o s el e ct a nti bi oti cs.  

All p ositi v e t est r es ults will b e r e c or d e d as a n a d v ers e e v e nt.  
 

6. 3. 6  A d v e rs e  E v e nts  
 

T h e i n v esti g at or is r es p o nsi bl e f or t h e d et e cti o n a n d d o c u m e nt ati o n of e v e nts t h at m e et t h e 
d efi niti o n of a n a d v ers e e v e nt ( A E) or s eri o us a d v ers e e v e nt ( S A E) as pr o vi d e d i n t his 
pr ot o c o l ( S e cti o n 7. 0). A ss ess m e nts of o c c urr e n c e s of A Es or S A Es s h o ul d b e c o n d u ct e d 
d uri n g e a c h st u d y visit or as r e p ort e d b y t h e s u bj e ct o utsi d e of s c h e d ul e d visits. I n or d er t o 
f ulfill i nt er n ati o n al s af et y r e p orti n g o bli g ati o ns, t h e i n v esti g at or s h o ul d i n cl u d e i n his or h er 
ass ess m e nt a n y A Es r es ulti n g fr o m st u d y p arti ci p ati o n r e g ar dl ess of r el ati o n t o st u d y dr u g 
( e. g., c o m pli c ati o ns r es ulti n g fr o m t h e t a ki n g of a bl o o d s a m pl e). 

6. 3. 7  P h ysi c al  E x a mi n ati o n  
 

A f ull p h ysi c al e x a mi n ati o n w ill b e p erf or m e d d uri n g Visit 1, Visit 7, a n d Visit 1 6 ( E O T). A 
s y m pt o m -dir e ct e d p h ysi c al e x a mi n ati o n will b e p erf or m e d at ot h er visits. All p h ysi c al e x a ms 
will i n cl u d e t h e ass ess m e nts r e q uir e d f or C D AI c al c ul ati o n.  
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6.3.8 Vital Sign Assessments 
 

Vital sign assessments (sitting blood pressure, pulse, and temperature) will be performed at 
each clinic visit. Vital signs will be measured after the subject has been seated for 5 minutes. 
Weight will be measured at each clinic visit. Height will only be collected at Visit 1. 

6.3.9 Electrocardiogram (ECG) 
 

A standard 12 lead ECG (at rest) will be performed on all subjects at Visits 1, 7, 16 and 17. 
The baseline ECG obtained at Visit 1 will be performed in triplicate (i.e., three 12-lead ECGs 
obtained 3 minutes apart). A print out of the ECG reports must be available in the source 
documentation. The investigator will evaluate if the patient should enter the study based on 
any findings on ECG. 

6.4 Other Assessments 
 

6.4.1 Medical History 
 

Each subject’s relevant medical history is to be recorded in source documents and the 
appropriate CRF pages. Medical history (including past enteric infections) will include a 
detailed history of the subjects CD (e.g., date of onset, surgical history, location of disease, 
etc.). 

6.5 Pharmacokinetics 
 

Samples will be collected at Visit 2, at Visit 6, and at Visit 15. Collection and recording of 
the date and time of the last dose administered prior to the visit is required at each visit in 
order to most accurately estimate rifaximin exposure. Steady-state rifaximin concentrations 
are anticipated for collections at Visits 6 and 15. 

 
Statistical analysis (including exploratory data analysis and population modeling) will be 
described in detail in the Pharmacokinetics Statistical Analysis Plan (PSAP) document. The 
PSAP will be finalized prior to the pharmacokinetic analysis. 
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7. 0  S A F E T Y  R E P O R T I N G  
 

S ali x m ai nt ai ns a r o b ust p h ar m a c o vi gil a n c e s yst e m c o m pris e d of a g o v er n a n c e fr a m e w or k 
a n d st a n d ar d o p er ati n g pr o c e d ur es s u p p orti n g a s yst e m ati c pr o c ess f or r e vi e w, e v al u ati o n,  a n d 
m a n a g e m e nt of a c c u m ul ati n g s af et y d at a f r o m cli ni c al tri als a n d ot h er s o ur c es t o: 

 

•  I d e ntif y a p ot e nti al n e w s af et y si g n al;  

•  E n s ur e t h at a n i n v esti g ati o n al pr o d u ct’s ris ks ar e a d e q u at el y ass ess e d a n d  c o m m u ni c at e d 
t o i n v esti g at ors, I R Bs/I E C s, a n d r e g ul at or y b o di es d uri n g cli ni c al d e v el o p m e nt.  

•  F or t hi s st u d y, s af et y m o nit ori n g a cti viti es will i n cl u d e b ut ar e n ot li mit e d  t o: 

•  R e vi e w a n d e v al u ati o n of si n gl e S A E o c c urr e n c es i n r e al -ti m e as r e p ort e d t hr o u g h t h e 

S A E r e p orti n g pr o c ess as o utli n e d i n t his s e cti o n of t h e  pr ot o c ol;  

•  R e vi e w a n d e v al u ati o n, i n r e al -ti m e, of o n e or m or e o c c urr e n c es of a n u n c o m m o n S A E 
t h at is n ot c o m m o nl y ass o ci at e d wit h pr o d u ct e x p os ur e;  

•  Fi n di n gs a n d/ or s af et y d at a o bt ai n e d d uri n g t his st u d y will pr o vi d e i nf or m ati o n f or t h e 
o v er all r e vi e w of s af et y t h at is c o n d u ct e d b y S ali x o n a r o uti n e b asis. S ali x will r e p ort 

e x p e diti o usl y a n y fi n di n gs fr o m cli ni c al tri als ( o n g oi n g or c o m pl et e d), e pi d e mi ol o gi c al 
st u di es, p o ol e d a n al ysis of m ulti pl e st u di es, a n d fi n di n gs fr o m a ni m al or i n vitr o t esti n g 
t h at s u g g est a sig nifi c a nt ris k i n h u m a ns e x p os e d t o t h e st u d y  pr o d u ct.  

S af et y d at a c oll e cti o n f or t his st u d y b e gi ns at t h e ti m e of t h e s u bj e ct’s si g ni n g of t h e i nf or m e d 
c o ns e nt a c c or di n g t o t h e o p er ati n g d efi niti o ns d efi n e d i n t his s e cti o n of t h e pr ot o c ol. T h e 
i n v esti g at or is r es p o nsi bl e f or t h e d et e cti o n a n d d o c u m e nt ati o n of e v e nts t h at m e et t h e 
d efi niti o n of a n u n a nti ci p at e d pr o bl e m (r ef er t o t h e pr ot o c ol S e cti o n 1 0. 1), A E or S A E.  

7. 1  O p e r ati n g D efi niti o n s f o r Ass essi n g  S af et y  
 

7. 1. 1  A d v e rs e  E v e nt  
 

A n A E i s a n y u nt o w ar d m e di c al o c c urr e n c e i n a s u bj e ct or cli ni c al i n v esti g ati o n s u bj e ct 
a d mi nist er e d a st u d y pr o d u ct a n d w hi c h d o es n ot n e c ess aril y h a v e a c a us al r el ati o ns hi p wit h 
t h e tr e at m e nt. 

 

A n A E c a n t h er ef or e b e a n y u nf a v or a bl e a n d u ni nt e n d e d si g n (t h at c o ul d i n cl u d e a cli ni c all y 
si g nifi c a nt a b n or m al l a b or at or y fi n di n g), s y m pt o m, or dis e as e t e m p or all y as s o ci at e d wit h t h e 
us e of a st u d y pr o d u ct, wit h o ut a n y j u d g m e nt a b o ut c a us alit y (i. e., w h et h er or n ot c o nsi d er e d 
r el at e d t o t h e st u d y pr o d u ct). 

 

A n A E d o es i n cl u d e t h e f oll o wi n g: 
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•  E x a c er b ati o n or w ors e ni n g of a pr e -e xisti n g ill n e ss. N O T E: if t h e pr e -e xisti n g ill n ess is 
t h e dis e as e u n d er st u d y, t h e n “ e x a c er b ati o n ” r ef ers t o a n u n e x p e ct e d w ors e ni n g fr o m t h e 
c o n diti o n at  b as eli n e.  

•  I n cr e as e i n fr e q u e nc y or i nt e nsit y of a pr e -e xisti n g e pis o di c e v e nt or  c o n diti o n.  

•  C o n diti o n d et e ct e d or di a g n os e d aft er st u d y pr o d u ct a d mi nistr ati o n e v e n t h o u g h it m a y 
h a v e b e e n pr es e nt pri or t o t h e st art of t h e  st u d y.  

•  S y m pt o m ass o ci at e d wit h dis e as e n ot pr e vi o usl y r e p ort e d b y t h e s u bj e ct. 

A n A E d o es n ot i n cl u d e t h e f oll o wi n g: 

•  M e di c al or s ur gi c al pr o c e d ur es ( e. g., s ur g er y, e n d os c o p y, t o ot h e xtr a cti o n, tr a nsf usi o n) as 

e v e nt t er ms; t h e c o n diti o n t h at l e d t o t h e pr o c e d ur e is t h e A E if it m e ets t h e d efi niti o n of a n 
A E.  

•  Sit u ati o ns w h er e a n u nt o w ar d m e di c al o c c urr e n c e h as n ot o c c urr e d ( e. g., h os pit ali z ati o n 
f or c os m eti c el e cti v e s ur g er y; a n d s o ci al a n d/ or c o n v e ni e n c e a d missi o ns).  

•  O v er d os e of eit h er st u d y pr o d u ct or c o n c urr e nt m e di c ati o n wit h o ut a n y si g n s or  s y m pt o ms.  

•  S y m pt o m s ass o ci at e d wit h dis e as e, w hi c h ar e c o nsist e nt wit h t h e s u bj e ct’s u s u al cli ni c al 
c o urs e; u nl ess t h e s u bj e ct e x p eri e n c es w ors e ni n g of t h eir s y m pt o m(s) or t h e s y m pt o m(s) 
m e et t h e crit eri a f or a n  S A E.  

7. 1. 2  S e ri o u s A d v e rs e  E v e nt  
 

A S A E i s a n y A E, o c c urri n g at a n y d os e, w hi c h r e s ults i n a n y of t h e f oll o wi n g o ut c o m es 
( “ O c c urri n g at a n y d os e ” d o es n ot i m pl y t h at t h e s u bj e ct r e c ei v e d st u d y pr o d u ct): 

 

•  R es ult s i n  d e at h  

•  Is lif e t hr e at e ni n g 

N O T E : Lif e-t hr e at e ni n g m e a ns t h at t h e s u bj e ct w as, i n t h e vi e w of t h e i n v esti g at or or 
s p o ns or, at i m m e di at e ris k of d e at h at t h e ti m e of t h e e v e nt. T his d efi niti o n d o es n ot r ef er 
t o a n e v e nt w hi c h h y p ot h eti c all y mi g ht h a v e c a us e d d e at h if it w er e m or e s e v er e. 

 
•  R e q uir es i n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xisti n g  h o s pit ali z ati o n  

N O T E : C o m pli c ati o ns t h at o c c ur d uri n g h os pit ali z ati o n ar e A Es. If a c o m pli c ati o n 
pr ol o n gs h os pit ali z ati o n or f ulfills a n y ot h er s eri o us crit eri a, t h e e v e nt is s eri o us.  
H os pit ali z ati o n f or el e cti v e tr e at m e nt of a pr e -e xisti n g c o n diti o n t h at di d n ot w ors e n fr o m 
b as eli n e is n ot c o nsi d er e d t o b e a n A E. “I n -p ati e nt ” h os pit ali z ati o n m e a ns t h e s u bj e ct h as 
b e e n f or m all y a d mitt e d t o a h os pit al f or m e di c al r e as o ns. T his m a y or m a y n ot b e 
o v er ni g ht. It d o es n ot i n cl u d e pr es e nt ati o n at a c as u alt y or e m er g e n c y r o o m.  
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•  A p ersi st 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. 

N O T E: T h e t er m dis a bilit y m e a ns a s u bst a nti al di sr u p ti o n of a p ers o n’s a bilit y t o c o n d u ct 
n or m al lif e f u n cti o ns. T his d efi niti o n is n ot i nt e n d e d t o i n cl u d e e x p eri e n c es of r el ati v el y 
mi n or m e di c al si g nifi c a n c e s u c h as u n c o m pli c at e d h e a d a c h e, n a us e a, v o miti n g, di arr h e a, 
i nfl u e n z a, or a c ci d e nt al tr a u m a ( e. g., s pr ai n e d a n kl e) t h at m a y i nt erf er e or pr e v e nt 
e v er y d a y lif e f u n cti o ns b ut d o n ot c o nstit ut e a s u bst a nti al disr u pti o n.  

•  A c o n g e nit al a n o m al y or birt h d ef e ct i n t h e offs pri n g of a s u bj e ct w h o r e c ei v e d st u d y 

pr o d u ct.  

•  I m p ort a nt m e di c al e v e nts t h at d o n ot r es ult i n d e at h, ar e n ot lif e-t hr e at e ni n g, or r e q uir e 
h os pit ali z ati o n m a y b e c o nsi d er e d a n S A E w h e n, 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, t h e y 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 
i nt 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 i n t his  d efi niti o n.  

N O T E : E x a m pl es of s u c h m e di c al e v e nts i n cl u d e 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 at h o m e, bl o o d d ys cr asi as or c o n v ulsi o ns 
t h at d o n ot r es ult i n i n p ati e nt 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.  

 

A d diti o n all y, a n a d v ers e e v e nt m e eti n g a n y of t h e s eri o us o ut c o m es pr e vi o u sl y d efi n e d a b o v e 
t h at is ass ess e d b y t h e i n v esti g at or as r es ulti n g fr o m st u d y p arti ci p ati o n (r e g ar dl ess of 
r el ati o ns hi p t o st u d y dr u g) s h o ul d b e tr e at e d as a S A E f or t his pr ot o c ol ( e. g., c o m pli c ati o ns 
r es ulti n g fr o m t h e t a ki n g of a bl o o d s a m pl e or p erf or m a n c e of a pr ot o c ol r e q uir e d pr o c e d ur e).  

 

M e di c al a n d s ci e ntifi c j u d g m e nt s h o ul d b e us e d i n d e ci di n g w h et h er pr o m pt r e p orti n g is 
a p pr o pri at e i n c as e  of e v e nts t h at d o n ot m e et t h e s eri o us crit eri a a b o v e.  

7. 2  Cli ni c al L a b o r at o r y A b n o r m aliti es a n d Ot h e r A b n o r m al Ass ess m e nts as A E s 
a n d  S A E s  

 
A b n or m al l a b or at or y fi n di n gs ( e. g., cli ni c al c h e mistr y, h e m at ol o g y, a n d uri n al ysis) or ot h er 
a b n or m al ass ess m e nts ( e. g., a b n or m al fi n di n gs d uri n g e x a mi n ati o ns or E C G m o nit ori n g) t h at 
ar e j u d g e d b y t h e i n v esti g at or as cli ni c all y si g nifi c a nt m ust b e r e c or d e d  as A Es or S A Es if 
t h e y m e et t h e d efi niti o n of a n A E or S A E. T h e i n v esti g at or s h o ul d e x er cis e his or h er 
m e di c al a n d s ci e ntifi c j u d g m e nt i n d e ci di n g w h et h er a n a b n or m al l a b or at or y fi n di n g or ot h er 
a b n or m al ass ess m e nt (i n cl u di n g E C G m o nit ori n g) is cli ni c all y si g nifi c a nt.  

7. 3  M et h o d, F r e q u e n c y, a n d Ti m e P e ri o d f o r D et e cti n g A E s a n d  S A E s  
 

At e a c h vi sit, aft er t h e s u bj e ct h as h a d a n o p p ort u nit y t o s p o nt a n e o usl y m e nti o n a n y 
pr o bl e ms, t h e i n v esti g at or s h o ul d i n q uir e a b o ut A Es b y as ki n g t h e f oll o wi n g st a n d ar d 
q u esti o ns:  
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1. "Have you had any (other) medical problems since your last visit/assessment?" 

2. "Have you taken any new medicines, other than those given to you in this study, since 
your last visit/assessment?" 

7.3.1 The Time Period for Detecting and Reporting of AEs and SAEs 
 

The Time Period for Detecting and Reporting of AEs and SAEs is from the time of informed 
consent through study completion/withdrawal, including the follow-up period. 

7.3.2 Post-Study SAEs 
 

Investigators are not obligated to actively seek SAE information in former study participants, 
but investigators are encouraged to notify Salix of any SAEs occurring at any time after a 
subject has discontinued or terminated study participation that they judge may reasonably be 
related to study treatment or study participation. 

7.4 Documenting AEs and SAEs 
 

All AEs that occur after the subject has signed the ICF and during the course of the study, 
regardless of causality or seriousness, will be assessed and recorded in the subject’s medical 
records and in the CRF. In addition, SAEs must be documented on the paper SAE Report 
Form. 

 
A separate paper SAE Report Form should be used for each SAE. However, if at the time of 
initial reporting, multiple SAEs are present that are temporally and/or clinically related, they 
may be reported on the same SAE Report Form. 

 
The investigator should attempt to establish a diagnosis for the event based on signs, 
symptoms, and/or other clinical information. In such cases, the diagnosis should be 
documented as the AE and SAE and not the individual signs/symptoms. 

 
For clinically significant abnormal laboratory findings or other abnormal assessments meeting 
the definition of an AE or SAE, a diagnosis, if known (or clinical signs and symptoms if 
diagnosis is unknown), should be recorded by the investigator. If a diagnosis is unknown and 
clinical signs and symptoms are not present, then the abnormal finding should be recorded. 
When documenting as an SAE on the SAE Report Form, relevant laboratory data should 
either be recorded in the ‘Details of Relevant Assessments’ section of the SAE Report Form 
(including the reference range and units) or copies of the laboratory report (with reference 
ranges and units) should be sent with the SAE Report Form. 

 
The SAE Report Form should be completed as thoroughly as possible and signed by the 
investigator or his/her designee before transmittal to Salix Product Safety or Designee. It is 
very important that the investigator provide his/her assessment of causality to study product 
at the time of initial SAE reporting. 
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7. 5  F oll o w -u p of A E s a n d  S A E s  
 

All A Es, r e g ar dl ess of s eri o us n ess, m ust b e f oll o w e d u ntil r es ol uti o n, u ntil t h e c o n diti o n 
st a bili z es, u ntil t h e e v e nt is ot h er wis e e x pl ai n 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 is r es p o nsi bl e t o e ns ur e t h at f oll o w-u p i n cl u d es a n y s u p pl e m e nt al i n v esti g ati o ns 
a s m a y b e i n di c at e d t o el u ci d at e as c o m pl et el y as pr a cti c al t h e n at ur e a n d/ or c a us alit y of t h e 
A E. T his m a y i n cl u d e a d diti o n al l a b or at or y t ests or i n v esti g ati o ns, hist o p at h ol o gi c al 
e x a mi n ati o ns, r el e v a nt h os pit al r e c or ds (i. e. dis c h ar g e s u m m ar y), or c o ns ult ati o n wit h ot h er 
h e alt h c ar e pr of essi o n als.  

 

S ali x m a y r e q u est t h at t h e i n v esti g at or p erf or m or arr a n g e f or t h e c o n d u ct of s u p pl e m e nt al 
m e as ur e m e nts a n d/ or e v al u ati o ns. If a s u bj e ct di es d uri n g p arti ci p ati o n i n t h e st u d y or d uri n g 
a r e c o g ni z e d f oll o w -u p p e ri o d, S ali x s h o ul d b e pr o vi d e d wit h a c o p y of a n y p ost m ort e m 
fi n di n gs, i n cl u di n g hist o p at h ol o g y. 

 

F or S A Es, n e w or u p d at e d i nf or m ati o n s h o ul d b e r e c or d e d o n t h e ori gi n all y c o m pl et e d p a p er 
S A E R e p ort F or m a n d all c h a n g es si g n e d a n d d at e d b y t h e I n v esti g at or  or d esi g n e e. B y 
si g ni n g t h e S A E R e p ort F or m, t h e i n v esti g at or or d esi g n e e att ests t o t h e a c c ur a c y a n d 
c o m pl et e n ess of t h e d at a a n d t h at h e/s h e h as r e vi e w e d a n d a p pr o v e d t h e r e p ort b ei n g 
s u b mitt e d. T h e i n v esti g ati o n al sit es I R B/I E C m ust b e n otifi e d a b o ut S A Es i n a c c or d a n c e 
wit h t h e r e q uir e m e nts of t h e g o v er ni n g I R B/I E C.  

7. 6  P r o m pt R e p o rti n g of S A E s t o S ali x  P h a r m a c e uti c als  
 

S A Es m ust b e r e p ort e d pr o m ptl y t o S ali x Pr o d u ct S af et y or D esi g n e e o n c e t h e i n v esti g at or 
d et er mi n es t h at t h e e v e nt m e ets t h e pr ot o c ol d efi n iti o n of a S A E. 

 

Pr o m pt r e p orti n g of a S A E r e q uir es:  
 

•  C o m pl eti o n a n d tr a ns missi o n of t h e S A E R e p ort F or m t o S ali x Pr o d u ct S af et y or D esi g n e e 
vi a f a x wit hi n 2 4 h o urs of t h e i n v esti g at or’s k n o wl e d g e of t h e e v e nt. I n p ar all el, a 
c orr es p o n di n g A E wit h t h e S A E d et ails s h o ul d b e e nt er e d i nt o t h e A E  C R F.  

•  Pr o m pt r e p orti n g of a d diti o n al i nf or m ati o n f or pr e vi o usl y r e p ort e d S A Es s h o ul d f oll o w  t h e 
s a m e r e p orti n g ti m efr a m e as i niti al r e p orts. I n a d diti o n, t h e c orr es p o n di n g A E i n t h e A E 
C R F ( as a p pli c a bl e) s h o ul d b e u p d at e d t o e ns ur e all d at a p oi nts d o c u m e nt e d i n t h e A E 
C R F ar e ali g n e d wit h t h e m at c hi n g d at a p oi nts o n t h e p a p er S A E R e p ort  F or m.  

7. 7  P r e g n a n c y  R e p o rti n g  
 

Pr e g n a n ci es d et e ct e d i n s u bj e cts assi g n e d t o st u d y tr e at m e nt s h o ul d b e pr o m ptl y r e p ort e d t o 
S ali x Pr o d u ct S af et y or D esi g n e e vi a f a x as s o o n as t h e i n v esti g at or is n otifi e d usi n g t h e S ali x 
Pr e g n a n c y N otifi c ati o n F or m. If a f e m al e s u bj e ct b e c o m es pr e g n a nt f oll o wi n g assi g n m e nt t o 
st u d y tr e at m e nt, t h e st u d y pr o d u ct will b e i m m e di at el y dis c o nti n u e d a n d t h e  s u bj e ct will b e  
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f oll o w e d u ntil t h e o ut c o m e of t h e pr e g n a n c y is k n o w n. ( R ef er t o t h e ‘ F e m al es of 
R e pr o d u cti v e P ot e nti al’ S e c ti o n 4. 4). 

 

S ali x Pr o d u ct S af et y or D esi g n e e s h o ul d b e n otifi e d vi a f a x of a n y u p d at e s o n t h e st at us of t h e 
pr e g n a n c y as s o o n as t h e i nf or m ati o n b e c o m es a v ail a bl e b y u p d at e a n d/ or a m e n d m e nt of t h e 
i niti al pr e g n a n c y n otifi c ati o n f or m. 

 

Alt h o u g h pr e g n a n c y o c c urri n g i n a cli ni c al st u d y is n ot c o nsi d er e d t o b e a n A E or S A E, a n y 

pr e g n a n c y c o m pli c ati o n or el e cti v e t er mi n ati o n of a pr e g n a n c y, f or m e di c al r e as o ns, will b e 
r e c or d e d as a n A E or S A E a n d f oll o w e d as s u c h. 

7. 8  T r a n s mi ssi o n of S A E R e p o rt F o r ms a n d P r e g n a n c y N otifi c ati o n  F o r ms  
 

C o m pl et e d S A E R e p ort F or ms a n d c o m pl et e d Pr e g n a n c y N otifi c ati o n F or ms s h o ul d b e 
tr a ns mitt e d vi a t h e c o u ntr y s p e cifi c f a x n u m b ers list e d i n t h e S A E F or m C o m pl eti o n 
G ui d eli n es w hi c h ar e pr o vi d e d i n t h e St u d y R ef er e n c e M a n u al.  

 

F or q u esti o ns r e g ar di n g S A E a n d / or Pr e g n a n c y r e p orts, c o u ntr y s p e cifi c p h o n e n u m b ers ar e 
list e d i n t h e S A E F or m C o m pl eti o n G ui d eli n es w hi c h ar e pr o vi d e d i n t h e St u d y R ef er e n c e 
M a n u al.  

7. 9  R e g ul at o r y R e p o rti n g R e q ui r e m e nts f o r  S A E s  
 

T h e i n v esti g at or, or r es p o nsi bl e p ers o n p er l o c al r e q uir e m e nts, m ust c o m pl y wit h t h e 
a p pli c a bl e l o c al r e g ul at or y r e q uir e m e nts r el at e d t o t h e r e p orti n g of S A Es a n d e x p e dit e d s af et y 
r e p orts t o r e g ul at or y a ut h oriti es a n d t h eir I R B/I E C. 
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8. 0  S T A T I S T I C A L  C O N S I D E R A T I O N S  
 

A d et ail e d st atisti c al a n al ysis pl a n will b e pr e p ar e d f or t his st u d y. T h e pl a n will c o nt ai n a 
dis c ussi o n of t h e st atisti c al m et h o ds, a d es cri pti o n of t h e c o m p ut ati o n al al g orit h ms a n d d at a 
h a n dli n g c o n v e nti o ns, a n d s p e cifi c ati o ns f or t h e d at a s u m m ari es a n d listi n gs. It will b e 
fi n ali z e d b ef or e d at a b as e l o c k. 

8. 1  R a n d o mi z ati o n  
 

S u bj e ct s w h o s u c c essf ull y c o m pl et e t h e S cr e e ni n g P eri o d will e nt er t h e Tr e at m e nt P eri o d a n d 

will b e r a n d o mi z e d i n a 1: 1 all o c ati o n t o o n e of t w o tr e at m e nt gr o u ps f or t h e d ur ati o n of t h e 
st u d y as assi g n e d b y t h e m e a ns of c e ntr ali z e d el e ctr o ni c r a n d o mi z ati o n  s yst e m.  
R a n d o mi z ati o n will b e str atifi e d b y st u d y c e nt er wit hi n a c o u ntr y. Tr e at m e nt gr o u ps ar e as 
f oll o ws: 

 

•  Tr e at m e nt  A:  Rif a xi mi n D R 8 0 0 m g  BI D  

•  Tr e at m e nt  B:  Pl a c e b o BI D  

8. 2  D et e r mi n ati o n of S a m pl e  Si z e  
 

T h e i nf or m ati o n b el o w pr o vi d es t h e b a c k gr o u n d i nf or m ati o n f or s a m pl e si z e d et er mi n ati o n 
f or t h e i n d u cti o n of cli ni c al r e missi o n wit h e n d os c o pi c r es p o ns e at 1 6 w e e k s f oll o w e d b y 

cli ni c al a n d e n d os c o pi c r e missi o n at 5 2 w e e ks. F or pl a c e b o, t h e e x p e ct e d r at es ar e b as e d o n 
d at a fr o m a P h as e 2 st u d y ( R E TI C 0 3/ 0 6) c o n d u ct e d i n s u bj e cts wit h a cti v e m o d er at e  Cr o h n’s 
dis e as e. T h e r at es f or Rif a xi mi n D R ar e b as e d o n t h e ass u m pti o n t h at Rif a xi mi n D R will 
pr o vi d e a s o m e w h at hi g h er i n d u cti o n of r e missi o n  r at e. 

 

E x p e ct e d r at es f or i n d u cti o n of cli ni c al r e m issi o n wit h e n d os c o pi c r es p o ns e at W e e k 1 6 ar e 
4 0 % f or pl a c e b o a n d 5 5 % f or Rif a xi mi n D R.  

 

B as e d o n a si g nifi c a n c e l e v el of 5 % ( al p h a 0. 0 5), a s a m pl e si z e of a p pr o xi m at el y 2 4 0 s u bj e cts 
p er tr e at m e nt gr o u p will h a v e at l e ast 9 0 % p o w er t o t est t h e h y p ot h esis t h at Rif a xi mi n D R is 
s u p eri or t o pl a c e b o f or e a c h c o -pri m ar y e n d p oi nt c o nsi d er e d i n di vi d u all y. A p pr o xi m at el y 
8 0 % p o w er is a v ail a bl e t o d et e ct si g nifi c a nt diff er e n c es b et w e e n Rif a xi mi n D R a n d pl a c e b o 
f or b ot h c o-pri m ar y e n d p oi nts.  

 

F or t h e L o n g T er m Tr e at m e nt P h as e, a 1 5 % tr e at m e nt eff e ct is e x p e ct e d f or b ot h cli ni c al 

s y m pt o m a n d e n d os c o pi c r e missi o n at W e e k 5 2. B as e d o n t his ass u m pti o n a n d t esti n g at a 
si g nifi c a n c e l e v el of 5 % ( al p h a 0. 0 5), a s a m pl e si z e of a p pr o xi m at el y 2 1 0 s u bj e cts p er 
tr e at m e nt gr o u p will h a v e at l e ast 9 0 % p o w er t o t est t h e k e y s e c o n d ar y effi c a c y h y p ot h esis 
t h at Rif a xi mi n D R is s u p eri or t o pl a c e b o w h e n e a c h k e y c o-s e c o n d ar y e n d p oi nt is c o nsi d er e d 
i n di vi d u all y. I n a d diti o n, a p pr o xi m at el y 8 0 % p o w er is a v ail a bl e t o d et e ct si g nifi c a nt 
diff er e n c es b et w e e n Rif a xi mi n D R a n d pl a c e b o f or e a c h of t h e k e y c o -s e c o n d ar y e n d p oi nts.  
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A n a d diti o n al c o nsi d er ati o n f or s a m pl e si z e d et er mi n ati o n is t h e a p pli c ati o n of a n i nfl ati o n 
f a ct or of 2 0 % t o a c c o u nt f or dr o p-o ut r at es d uri n g t h e I n d u cti o n a n d L o n g T er m Tr e at m e nt 
P h as es of t h e st u d y. T his c o nsi d er ati o n s u g g est e d t h at 3 3 0 s u bj e cts p er tr e at m e nt gr o u p 
w o ul d b e r e q uir e d at st u d y e ntr y.  

8. 3  A n al ysi s P o p ul ati o n s 

I nt e nt -t o-T r e at (I T T)  P o p ul ati o n  

T h e I T T p o p ul ati o n will i n cl u d e 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 st u d y 
dr u g.  

 

P e r P r ot o c ol ( P P) P o p ul ati o n will i n cl u d e all s u bj e cts i n t h e I T T P o p ul ati o n wit h t h e 

e x c e pti o n of t h os e w h o f ail e d t o m e et I n cl usi o n Crit eri a 3 a n d 4; or m et E x cl usi o n Crit eri a 1, 
2, 1 3 or 1 4.  

 

T h e a n al ys es of b as eli n e c h ar a ct eristi cs a n d effi c a c y will b e p er f or m e d f or t h e I T T 
P o p ul ati o n. T h e pri m ar y effi c a c y a n al ysis als o will b e p erf or m e d o n t h e P P P o p ul ati o n as a 
s e nsiti vit y a n al ysis. All s af et y a n al ys es will b e p erf or m e d o n t h e I T T P o p ul ati o n.  

8. 4  S u bj e ct  Dis p ositi o n  
 

S u bj e ct di s p ositi o n will b e s u m m ari z e d b y tr e at m e nt a n d st u d y p h as e a n d will i n cl u d e t h e 
n u m b er of s u bj e cts e nt er e d i n t h e st u d y; n u m b er a n d p er c e nt a g e of s u bj e cts w h o c o m pl et e d or 
pr e m at ur el y dis c o nti n u e d ( cl assifi e d b y r e as o ns f or pr e m at ur e dis c o nti n u ati o n); t h e n u m b er of 
s u bj e cts e nt er e d i n t h e  st u d y at e a c h st u d y sit e; a n d t h e n u m b er a n d p er c e nt a g e of s u bj e cts 
w h o c o m pl et e d or dis c o nti n u e d at e a c h st u d y sit e.  

8. 5  D e m o g r a p hi c a n d B as eli n e  C h a r a ct e risti cs  
 

D e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs will b e s u m m ari z e d d es cri pti v el y b y tr e at m e nt 
gr o u p. B as eli n e will b e d efi n e d as t h e l ast ass ess m e nts pri or t o i niti ati n g t h e Tr e at m e nt 
P eri o d. T h e f oll o wi n g d e m o gr a p hi c a n d b as eli n e dis e as e c h ar a ct eristi cs will b e s u m m ari z e d:  

 

D e m o g r a p hi cs : 
 

•  A g e ( y e ars) = ( d at e of i nf or m e d c o ns e nt si g n e d –  d at e of  birt h)/ 3 6 5. 2 5;  

•  A g e gr o u p ( < 6 5, > = 6 5);  

•  S e x  ( m al e/f e m al e); 

•  Et h ni cit y ( Hi s p a ni c or L ati n o/ n ot His p a ni c or  L ati n o);  

•  R a c e ( A m eri c a n I n di a n or Al as k a n N ati v e, Asi a n, Bl a c k or Af ri c a n-A m eri c a n, N ati v e 

H a w aii a n or Ot h er P a cifi c Isl a n d er, W hit e, a n d Ot h er); s u bj e cts w h o i d e ntif y m or e  t h a n 
o n e r a c e will b e c at e g ori z e d as  “ Ot h er ”;  
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•  H ei g ht  ( c m); 

•  W ei g ht  ( k g); 

•  B o d y m ass i n d e x ( k g/ m 2) = ( W ei g ht i n k g)/ ( H ei g ht i n  m) 2;  

•  R e gi o n ( U S/ R est Of  W orl d).  

B as eli n e c h a r a ct e risti cs:  
 

All b as eli n e s u bj e ct c h ar a ct eristi cs i n cl u di n g d e m o gr a p hi c d at a ( o utli n e d a b o v e), b as eli n e 
C D AI a n d S E S -C D s c or e s, d ur ati o n of t h e dis e as e ( y e ars), l o c ati o n of dis e a s e, pr e vi o us 
st er oi d us e ( d os e, d ur ati o n), pr e vi o us s ur g er y f or C D, s m o ki n g hist or y ( n o ns m o k er/ e x - 
s m o k er/s m o k er), b as eli n e C R P a n d f e c al c al pr ot e cti n v al u es will b e  s u m m ari z e d b y tr e at m e nt 
ar m. B as eli n e c o m p ar a bilit y will b e ass ess e d vi a d es cri pti v e m e as ur es, e. g., b y c o m p ari n g 
m e a ns, 9 5 % c o nfi d e n c e i nt er v als a n d pr o p orti o ns.  

8. 6  A n al ysi s  M et h o d s  
 

T h e p hr as es ‘st atisti c al a n al ysis’ or ‘ a n al ysis’ will b e us e d t o m e a n i nf e r e nti al a n al ysis (s u c h 
as p erf or mi n g t ests of si g nifi c a n c e, r e p orti n g p -v al u es a n d c o nfi d e n c e i nt er v als). W h e n n o 
i nf er e nti al a n al ysis will b e p erf or m e d, t h e p hr as es ‘ d es cri pti v e a n al ysis’ or ‘ d es cri pti v e 
st atisti cs’ will b e us e d (f or i nst a n c e, pr o d u ci n g s u m m ar y t a bl es of m e a ns, st a n d ar d d e vi ati o ns, 
p er c e nt a g es of r es p o n d er s). All effi c a c y a n al ys es will b e c o n d u ct e d o n I T T a n d P P 

p o p ul ati o ns. All effi c a c y a n al ys es will a dj ust f or c o u ntr y.  

8. 6. 1  P ri m a r y Effi c a c y A n al ysis  

I n d u cti o n  P h as e  

T h er e will b e t w o c o -pri m ar y m e as ur es of effi c a c y ass ess e d d uri n g t h e I n d u cti o n P h as e. T h e 
first c o-pri m ar y e n d p oi nt is:  

 

•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 
t h e 7 d a ys pri or t o t h e W e e k 1 6 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 1 6  visit.  

T h e s e c o n d c o -pri m ar y e n d p oi nt  is: 
 

•  E n d os c o pi c r es p o ns e d efi n e d as a ≥ 3 -p oi nt d e cr e as e i n t h e S E S -C D fr o m b a s eli n e t o t h e 
S E S -C D s c or e o bt ai n e d b et w e e n W e e k 1 6 a n d W e e k 1 7. S E S -C D s c or es will b e 
c al c ul at e d fr o m c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at b as eli n e a n d 
b et w e e n W e e k 1 6 a n d W e e k  1 7.  

F or e a c h e n d p oi nt, t h e n ull h y p ot h esis H 0: π R -π P = 0 v ers us t h e alt er n ati v e H A: π R -π P ≠ 0 is of 
i nt er est, w h er e π R is t h e bi n o mi al p ar a m et er f or i n d u cti o n of r e missi o n/r es p o ns e f or t h e 
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Rif a xi mi n D R gr o u p, a n d π P is t h e bi n o mi al p ar a m et er f or i n d u cti o n of r e missi o n/r es p o ns e 
f or t h e pl a c e b o gr o u p. S u bj e cts w h o r e q uir e t h e i niti ati o n of r es c u e m e di c ati o n a n d/ or s ur g er y 
f or C D will b e c o nsi d er e d tr e at m e nt f ail ur es fr o m t h e d at e of t h e i ntr o d u cti o n of t h e r es c u e 
m e di c ati o n a n d/ or s ur g er y, r e g ar dl ess of t h eir a c t u al r es p o ns e d at a. T h e C o c hr a n-M a nt el - 
H a e ns z el ( C M H) t est, str atifi e d b y c o u ntr y, will b e us e d t o t est t h e h y p ot h e sis. E a c h n ull 
h y p ot h esis of n o diff er e n c e will b e r ej e ct e d if t h e r es ulti n g p -v al u e f or t h e r es p e cti v e 
st atisti c al t est is l ess t h a n 0. 0 5. Si g nifi c a n c e f or t h e i n d u cti o n cl ai m will o nl y b e d e cl ar e d if 
b ot h n ull h y p ot h es es ar e r ej e ct e d. As s u c h, t h e o v er all T y p e I err or r at e will b e m ai nt ai n e d at 
t h e 5 % l e v el wit h o ut a dj ust m e nt f or m ulti pl e c o m p aris o ns.  

If it is e vi d e nt t h at t h e r es p o ns e v ari abl e is c o nf o u n d e d wit h s o m e of t h e b a c k gr o u n d 
v ari a bl es, t h e n l o gisti c r e gr essi o n will b e p erf or m e d usi n g t h e b a c k gr o u n d v ari a bl es as 
c o v ari at es. T h e diff er e n c es b et w e e n t his a dj ust e d a n al ysis a n d t h e pr e vi o us u n a dj ust e d 
a n al ysis will b e n ot e d, a n d t h e i m p a ct of s u c h diff er e n c es will b e dis c uss e d.  

 

T h e pri m ar y effi c a c y a n al ysis will b e r e p e at e d o n t h e P P p o p ul ati o n t o ass ess t h e r o b ust n ess 
of t h e r es ults of t h e pri m ar y o ut c o m e.  

 

L o n g T e r m T r e at m e nt P h as e  
 

T h er e will b e t w o k e y c o -s e c o n d ar y e n d p oi nts of effi c a c y ass ess e d d uri n g t h e L o n g T er m 
Tr e at m e nt P h as e. T h e fir st is:  

 

•  Cli ni c al s y m pt o m r e missi o n d efi n e d b y ( 1) t h e t ot al n u m b er of li q ui d/ v er y s oft st o ols f or 
t h e 7 d a ys pri or t o t h e W e e k 5 2 visit b ei n g ≤ 1 0 (fr o m C D AI It e m 1); A N D ( 2) a n 
a b d o mi n al p ai n r ati n g of ≤ 1 (fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e 
W e e k 5 2  visit.  

T h e s e c o n d i s:  
 

•  E n d os c o pi c r e missi o n d efi n e d as a S E S -C D s c or e of ≤ 2 at W e e k 5 2. S E S -C D s c or es will 
b e c al c ul at e d fr o m c e ntr all y -r e a d di git al vi d e o of il e o c ol o n os c o pi es p erf or m e d at W e e k 5 2.  

F or e a c h e n d p oi nt, t h e n u m b er a n d pr o p orti o n of s u bj e cts wit h cli ni c al a n d e n d os c o pi c 
r e missi o n 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 I T T P o p ul ati o n. 

F or e a c h e n d p oi nt, t h e n ull h y p ot h esis H 0: π R -π P = 0 v ers us t h e alt er n ati v e H A: π R -π P ≠ 0 is  of 

i nt er est, w h er e π R is t h e bi n o mi al p ar a m et er f or r e missi o n f or t h e Rif a xi mi n D R gr o u p, a n d 
π P is t h e bi n o mi al p ar a m et er f or r e missi o n f or t h e pl a c e b o gr o u p. S u bj e cts w h o r e q uir e t h e 
i niti ati o n of r es c u e m e di c ati o n a n d/ or s ur g er y f or C D will b e c o nsi d er e d tr e at m e nt f ail ur es 
fr o m t h e d at e of t h e i ntr o d u cti o n of t h e r es c u e m e di c ati o n a n d/ or sur g er y, r e g ar dl ess of t h eir 
a ct u al r es p o ns e d at a.  T h e C o c hr a n -M a nt el -H a e ns z el ( C M H) t est, str atifi e d b y c o u ntr y, will 
b e us e d t o t est t h e h y p ot h esis. E a c h n ull h y p ot h esis of n o diff er e n c e will b e r ej e ct e d if t h e 
r es ulti n g p-v al u e f or t h e r es p e cti v e st atis ti c al t est is l ess t h a n 0. 0 5. Si g nifi c a n c e f or cli ni c al  
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a n d e n d os c o pi c r e missi o n will o nl y b e d e cl ar e d if b ot h n ull h y p ot h es es ar e r ej e ct e d. As s u c h, 
t h e o v er all T y p e I err or rat e will b e m ai nt ai n e d at t h e 5 % l e v el wit h o ut a dj ust m e nt f or 
m ulti pl e c o m p aris o ns.  

 

If it i s e vi d e nt t h at t h e r es p o ns e v ari a bl e is c o nf o u n d e d wit h s o m e of t h e b a c k gr o u n d 
v ari a bl es, t h e n l o gisti c r e gr essi o n will b e p erf or m e d usi n g t h e b a c k gr o u n d v ari a bl es as 
c o v ari at es. T h e diff er e n c es b et w e e n t his a dj ust e d a n al ysis a n d t h e pr e vi o us u n a dj ust e d 
a n al ysis will b e n ot e d, a n d t h e i m p a ct of s u c h diff er e n c es will b e dis c uss e d.  

8. 6. 2  S e c o n d a r y Effi c a c y  A n al ys es  
 

A n al ysi s of bi n ar y e n d p oi nts will b e b as e d o n t h e  m et h o ds o utli n e d a b o v e f or t h e pri m ar y 
effi c a c y a n al ysis.  

 

F or ti m e u ntil d ur a bl e r es p o ns e t o t h e li q ui d/ v er y s oft st o ol c o m p o n e nt of t h e c o -pri m ar y 
e n d p oi nt d uri n g t h e 5 2 -W e e k Tr e at m e nt P h as e, a r es p o ns e will b e c o nsi d er e d d ur a bl e if it 

st art e d at W e e k 4  a n d l ast e d t hr o u g h W e e k 5 2. A r es p o ns e is d efi n e d as t ot al n u m b er of 
li q ui d/ v er y s oft st o ols f or t h e 7 d a ys pri or t o t h e vi sit b ei n g ≤ 1 0 (fr o m C D AI It e m 1). T h e 
e n d p oi nt is t h e n t h e ti m e w h e n t h e d ur a bl e r es p o ns e b e g a n, or t h e first w e e k of r es p o ns e t h at  
b e g a n t h e stri n g of c o ns e c uti v e visits wit h r es p o ns e t hr o u g h W e e k 5 2. It is w ort h r e m ar ki n g 
t h at t his e n d p oi nt w o ul d n ot b e d efi n e d f or a s u bj e ct w h o d o es n ot h a v e a d ur a bl e r es p o ns e, s o 
w e c o nsi d er i nst e a d t h e ti m e of t h e l ast visit at w hi c h r es p o ns e w as  a c hi e v e d. F or e x a m pl e, if 
a s u bj e ct is c at e g ori z e d a s a r es p o n d er at W e e k 5 2, t h e n a d ur a bl e r es p o ns e w as n ot a c hi e v e d. 
If a s u bj e ct is c at e g ori z e d as a r es p o n d er at W e e k 2 0, t h e n a d ur a bl e r es p o n s e st art e d o n  W e e k  
2 4. Ti m e u ntil d ur a bl e r e s p o ns e will b e a n al y z e d b y t h e K ol m o g or o v -S mir n o v t est. Ti m e 
u ntil d ur a bl e r es p o ns e t o t h e a b d o mi n al p ai n c o m p o n e nt of t h e c o -pri m ar y e n d p oi nt d uri n g 
t h e 5 2-W e e k Tr e at m e nt P h as e is a n al y z e d si mil arl y. A r es p o ns e is d efi n e d as a b d o mi n al p ai n 
r ati n g of ≤ 1(fr o m C D AI It e m 2) o n e a c h d a y f or t h e 7 d a ys pri or t o t h e visit.  

C h a n g e fr o m b as eli n e i n c o nti n u o us o ut c o m es (f or e x a m pl e, t h e c h a n g e fr o m b as eli n e i n t h e 

S E S -C D at W e e k 1 6) will b e a n al y z e d b y fitti n g fi x e d eff e cts li n e ar m o d els t o t h e d at a. A n 
i niti al m o d el wit h t er ms f or tr e at m e nt, c o u ntr y, b a s eli n e, a n d b as eli n e b y tr e at m e nt i nt er a cti o n 
will b e fitt e d.  T h e i nt er a cti o n t er m will b e t est e d at a 0. 1 0 l e v el.  A n o n -si g nifi c a nt 
i nt er a cti o n will r es ult i n dr o p pi n g t h e t er m fr o m t h e m o d el i n s u bs e q u e nt a n al ys es. If t he  fi n al 
m o d el i n v ol v es h et er o g e n e o us sl o p es, t h e n t h e a n al ysis will i n cl u d e o v er all pl ots of b as eli n e 
v ers us c h a n g e fr o m b as eli n e b y tr e at m e nt gr o u ps, a n d pl ots of t h e esti m at e d r e gr essi o n li n es. 

Tr e at m e nt diff er e n c es will b e esti m at e d a n d t est e d at 2 5t h, 5 0t h a n d 7 5t h p er c e ntil es of t h e 
b as eli n e  v al u e.  

Ti m e t o e v e nt d at a (f or e x a m pl e, ti m e t o cli ni c al r e missi o n) will b e a n al y z e d b y K a pl a n -M ei er 
a n al ysis ( P R O C LI E F T T E S T i n S A S/ S T A T) str atifi e d b y c o u ntr y. A d diti o n all y, t h e c h a n g e 
fr o m b as eli n e i n c o nti n u o us o ut c o m es m e as ur e d at m ulti pl e p ost -b as eli n e ti m e p oi nts will b e 
a n al y z e d l o n git u di n all y u si n g a mi x e d m o d el. M o d els will i n cl u d e fi x e d eff e cts f or b as eli n e  
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v al u e, c o u ntr y, tr e a t m e nt, w e e k a n d t h e tr e at m e nt b y w e e k i nt er a cti o n a n d all o w f or r a n d o m 
s u bj e ct eff e cts. Tr e at m e nt a n d w e e k will e a c h b e fit as c at e g ori c al v ari a bl es. M o d els will b e 
fit usi n g S A S Pr o c Mi x e d ass u mi n g a c o m p o u n d s y m m etri c c orr el ati o n str u ct ur e all o wi n g f or 
h et er o g e n e o us v ari a n c es b y w e e k. T h e K e n w ar d -R o g ers a p pr o a c h f or c o m p uti n g 
d e n o mi n at or d e gr e es of fr e e d o m will b e us e d t o a c c o u nt a p pr o pri at el y f or p o oli n g of wit hi n - 
a n d b et w e e n -s u bj e ct v ari a n c e esti m at es. L e ast s q u ar es m e a ns wit h 9 5 % c o nfi d e n c e i nt er v als 
will b e pr es e nt e d f or e a c h tr e at m e nt * w e e k cr oss -cl assifi c ati o n. T h e b asi c S A S c o d e will 
f oll o w t h e str u ct ur e b el o w:  

 

p r o c mi x e d ; 
cl ass tr e at m e nt c o u ntr y w e e k s u bj e ctI D;  
m o d el Y = b as eli n e c o u ntr y tr e at m e nt w e e k tr e at m e nt * w e e k/ d df m = K e n w ar d R o g er s ol uti o n; 
r a n d o m i nt/ s u bj e ct =s u bj e ctI D t y p e = V C; 
ls m e a ns tr e at m e nt * w e e k/ st d err; 

r u n ; 
 

Esti m at e a n d c o ntr ast st at e m e nts will b e i n cl u d e d t o c o m p ar e t h e m e a n c h a n g e fr o m b as eli n e 
a v er a g e d o v er all w e e ks f or t h e tr e at m e nt c o m p ari s o n.  

 

T o d et er mi n e w h et h er t h e d e cl ar ati o n of r es p o ns e b as e d o n t h e c o -pri m ar y e n d p oi nts f or 
i n d u cti o n p ar all els t h e p att er n of C D AI s c or es, S p e ar m a n c orr el ati o n a n al ys es will b e a p pli e d 
t o C D AI s c or es wit h t h e o c c urr e n c e or n o n-o c c urr e n c e of r es p o ns e b as e d o n t h e c o -pri m ar y 
e n d p oi nts ( Y es or N o). Wil c o x o n r a n k -s u m t est will b e c o n d u ct e d t o c o m p ar e c h a n g es i n t h e 

C D AI s c or es b et w e e n r es p o n d ers a n d n o n -r es p o n d ers t o t h e c o-pri m ar y e n d p oi nts.  
 

T h e W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e: C r o h n’s dis e as e ( W P AI: C D) 
i s a n i nstr u m e nt wit h 6 q u esti o ns t h at will b e us e d t o ass ess t h e eff e ct of C D o n s u bj e cts’ 
w or k h a bits. A c o p y of t h e W P AI: C D q u esti o n n air e is pr o vi d e d i n A p p e n di x 6.  

 

W P AI: C D o ut c o m es ar e e x pr ess e d as i m p air m e nt p er c e nt a g es, w it h hi g h er n u m b ers 
i n di c ati n g gr e at er i m p air m e nt a n d l ess pr o d u cti vit y, i. e., w ors e o ut c o m es. T h e f o ur W P AI: 
C D o ut c o m e s c or es ar e c o m p ut e d as f oll o ws:  

 

•  % w or k ti m e miss e d d u e t o C D =  1 0 0 * Q 2/( Q 2 + Q 4)  

•  % i m p air m e nt w hil e w or ki n g d u e t o C D =  1 0 0 * Q 5/ 1 0  

•  % o v er all w or k i m p air m e nt =  1 0 0 *[ Q 2/( Q 2 + Q 4) +[( 1 -Q 2/( Q 2 + Q 4)] *( Q 5/ 1 0)]  

•  % a cti vit y i m p air m e nt d u e t o C D =  1 0 0 * Q 6/ 1 0  

T h e I B D Q Gl o b al S c or e is t h e s u m of 3 2 r es p o ns e s, e a c h r a n gi n g fr o m 1 t o 7, t h us t h e Gl o b al 
S c or e r a n g es fr o m 3 2 t o 2 2 4; a hi g h er s c or e i n di c ati n g  a b ett er q u alit y of lif e. A c o p y of t h e 
I B D Q q u esti o n n air e is pr o vi d e d i n A p p e n di x 5. 



P a g e 6 7  of 1 0 3  

R E C D 3 1 2 6  
V e rsi o n D at e: 1 4 J ul 2 0 1 4  

S ali x P h a r m a c e uti c als,  I n c.  
C R P -7 1  

C o nfi d e nti al  

 

 

 

C h a n g es fr o m b as eli n e i n t h e f o ur W P AI: C D a n d I B D Q Gl o b al S c or e o ut c o m es will b e 
a n al y z e d  b y t h e m et h o ds o utli n e d a b o v e f or c o nti n u o us o ut c o m es.  

8. 6. 3  S af et y  A n al ys es  
 

S af et y e v al u ati o ns will b e b as e d o n t h e i n ci d e n c e, i nt e nsit y a n d t y p es of A Es, a n d c h a n g es i n 
vit al si g ns, cli ni c al l a b or at or y r es ults, p h ysi c al e x a m a n d el e ctr o c ar di o gr a ms. C o n c o mit a nt 
m e di c ati o n, e x p os ur e t o st u d y m e di c ati o n a n d tr e at m e nt c o m pli a n c e will b e s u m m ari z e d 
d es cri pti v el y.  

8. 6. 4  E xt e nt of E x p os u r e a n d T r e at m e nt  C o m pli a n c e  
 

T h e n u m b er of s u bj e cts a d mi nist er e d st u d y dr u g, t h e d ur ati o n of e x p os ur e t o st u d y dr u g, a n d 
c o m pli a n c e d at a will b e s u m m ari z e d d es cri pti v el y.  

8. 6. 5  A d v e rs e  E v e nts  
 

A d v ers e e v e nts will b e c o d e d usi n g t h e 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) c o di n g di cti o n ar y. Tr e at m e nt-e m er g e nt A Es will b e d efi n e d as a n y e v e nt wit h a 
st art d at e o c c urri n g o n or aft er Visit 2 ( D a y 1) or, if pr e -e xisti n g, w ors e ni n g aft er Visit 2 ( D a y 

1).  
 

T h e i n ci d e n c e of tr e at m e nt -e m er g e nt A Es will b e s u m m ari z e d b y b o d y s yst e m a n d  M e d D R A 
pr ef err e d t er m. If a s u bj e ct r e p orts t h e s a m e A E m or e t h a n o n c e, t h e n t h at s u bj e ct wil l o nl y 
b e c o u nt e d o n c e f or t h e s u m m ar y of t h at A E, usi n g t h e m ost s e v er e  i nt e nsit y. 

 

Tr e at m e nt -e m er g e nt A Es will b e s u m m ari z e d as f oll o ws:  
 

•  All tr e at m e nt -e m er g e nt  A Es;  

•  All tr e at m e nt -e m er g e nt A Es b y  i nt e nsit y; 

•  All tr e at m e nt -e m er g e nt A Es r el at e d t o st u d y dr u g;  

•  All tr e at m e nt -e m er g e nt S A Es;  a n d  

•  All tr e at m e nt -e m er g e nt A Es t h at l e d t o pr e m at ur e dis c o nti n u ati o n of st u d y  dr u g.  

 

8. 6. 6  Cli ni c al L a b o r at o r y  Ass ess m e nts  
 

L a b or at or y v al u es will b e s u m m ari z e d at b as eli n e a n d at e a c h ti m e p oi nt. I n a d diti o n, c h a n g es 
fr o m b as eli n e t o l ast visit will b e s u m m ari z e d. 

 

A s u m m ar y of s hifts fr o m b as eli n e t o fi n al e v al u ati o n will b e gi v e n f or e a c h tr e at m e nt gr o u p 
f or e a c h p ar a m et er. T h e n or m al r a n g e f or e a c h p ar a m et er will b e us e d t o cr e at e c at e g ori es of 
l o w, n or m al, or hi g h. A n y r es ult hi g h er t h a n U L N or l o w er t h a n t h e l o w er li mit of n or m al 
( L L N) will b e c at e g ori z e d as hi g h or l o w r es p e cti v el y, a n d a n y r es ult wit hi n t h e l o w er a n d  
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upper limits of normal will be categorized as normal. The number and percentage of subjects 
in each treatment group in each shift category from baseline to final evaluation will be shown 
for each parameter. 

 
All potentially clinically significant values for clinical laboratory tests will be assessed by the 
investigator. Out of range laboratory values that may be potentially clinically significant will 
be flagged for review. 

8.6.7 Vital Signs 
 

Vital sign measurements will be summarized at baseline and at each time point. In addition, 
changes from baseline to last visit in vital sign measurements will be summarized. For each 
summary the number, mean, median, standard deviation, minimum, and maximum values will 
be presented by treatment and study phase. 

8.6.8 Concomitant Medications 
 

Concomitant medications taken from screening and during the study will be categorized by 
World Health Organization (WHO) classification for therapeutic class and drug name and 
summarized by number and percentage of subjects. 

8.6.9 Physical Examinations 
 

Physical examination data will be presented in a data listing. 
 

8.6.10 Electrocardiogram 
 

ECG parameters will be summarized by treatment group using descriptive statistics. In order 
to assess the QT interval data, corrected QT (QTc) values will be calculated based on the 
following three methods. 

 
1) Fridericia’s correction: QTc=QT/RR0.33, 

 
2) Bazett’s Correction: QTc=QT/RR0.5 , 

And 

3) Correction based on linear regression techniques: Based on the data from 
baseline study population, the intercept(a) and slope (b) will be estimated 
separately for males and females using the equation QT=a+b(1-RR). Those 
estimates will be used to calculate the corrected QT values at post baseline 
time points. 
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Q T c i nt er v al d at a at p ost -b as eli n e visits will t h e n b e s u m m ari z e d d es cri pti v el y b y c e ntr al 
t e n d e n c y t e c h ni q u es. I n a d diti o n, t h e fr e q u e n c y c o u nts a n d p er c e nt a g es b y tr e at m e nt gr o u p 
f or t h e f oll o wi n g c at e g ori es will b e pr o vi d e d:  

 

> 4 5 0 wit h B as eli n e  < = 4 5 0,  
 

> 4 8 0 wit h B as eli n e  < = 4 8 0,  
 

> 5 0 0 wit h B as eli n e < = 5 0 0, 

I n cr e as es fr o m b as eli n e > 3 0 a n d 

I n cr e as es fr o m b as eli n e > 6 0. 

8. 7  St ati sti c al a n d A n al yti c al  Iss u es 
 

8. 7. 1  A dj u st m e nt f o r  C o v a ri at es  
 

Effi c a c y a n al ys es will b e a dj ust e d f or c o u ntr y a n d b as eli n e v al u es.  
 

8. 7. 2  H a n dli n g of D r o p o uts o r Missi n g  D at a  
 

Mi ssi n g d at a will b e h a n dl e d usi n g t h e W orst C as e a n al ysis m et h o d 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. I n t h e W orst C as e a n al ysis, s u bj e cts wit h f e w er t h a n 4 d a ys of di ar y 
d at a i n a gi v e n w e e k will b e c o nsi d er e d n o n -r es p o n d ers f or t h at w e e k. A d diti o n all y, s u bj e cts 
wit h missi n g S E S -C D d at a will b e cl assifi e d n o n -r es p o n d er f or t h at m e as ur e i n t h at w e e k. 

 

T h e f oll o wi n g t hr e e s e nsiti vit y a n al ys es will b e c o n d u ct e d t o a d dr ess t h e i m p a ct of missi n g 
d at a o n 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:  

 

L ast O b s e r v ati o n C a r ri e d F o r w a r d ( L O C F) A n al ysis : I n t h e first a n al ysis, missi n g v al u es 
will b e r e pl a c e d wit h t h e l ast pr e vi o us n o n -missi n g v al u e. T h e b as eli n e v al u es will n ot b e 
c arri e d f or w ar d.  

 

M ulti pl e I m p ut ati o n A n al ysis : I n t h e s e c o n d a n al ysis, missi n g v al u es will b e fill e d i n b y t h e 
m ulti pl e i m p ut ati o n m et h o d w hi c h i n v ol v es t h e f oll o wi n g disti n ct p h as es:  

 

•  T h e mi ssi n g d at a will b e fill e d i n t o g e n er at e c o m pl et e d at a s ets usi n g S A S/ S T A T 
pr o c e d ur e P R O C  MI;  

•  T h e c o m pl et e d at a s ets will b e a n al y z e d usi n g P R O C L O GI S TI C i n  S A S/ S T A T;  

•  T h e a b o v e t w o st e ps will b e r e p e at e d 5  ti m es; 

•  T h e r es ult s fr o m t h e c o m pl et e d at a s ets will b e c o m bi n e d f or st atisti c al i nf er e n c e  usi n g 
S A S/ S T A T pr o c e d ur e P R O C  MI A N A L Y Z E.  
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O b s e r v e d C as e A n al ysis : I n t h e t hir d a n al ysis, s u bj e cts ar e e x cl u d e d fr o m t h e a n al ysis if t h e 
s u bj e ct h as i ns uffi ci e nt d at a t o b e d et er mi n e d as a r es p o n d er or n o n -r esp o n d er i n a gi v e n 4 - 
w e e k ass ess m e nt p eri o d. T his a n al ysis is n ot b as e d o n t h e I T T p o p ul ati o n a n d, t h er ef or e, 
i nt er pr et ati o n of r es ults fr o m t his a n al ysis r e q uir e s s u bst a nti al c a uti o n. T his is b e c a us e t h e 
s u bj e cts w h o r es p o n d e d i n t h e r es p e cti v e tr e at m e nt gr o u ps m a y h a v e diff er e nt distri b uti o ns 
f or b a c k gr o u n d c h ar a ct eristi cs. T h us, a d diti o n al a n al ysis m a y b e u n d ert a k e n b y t h e us e of 
st atisti c al m et h o ds w hi c h pr o vi d e a dj ust m e nt f or b a c k gr o u n d c h ar a ct eristi cs.  

8. 7. 3  I nt e ri m A n al ys es a n d D at a  M o nit o ri n g  
 

N o i nt eri m a n al ys es ar e pl a n n e d f or t his st u d y.  
 

8. 7. 4  M ulti c e nt e r  St u di es  
 

C e nt ers will b e p o ol e d wit hi n c o u ntri es f or t h e ass ess m e nt of c o u ntr y eff e ct s.  
 

8. 7. 5  M ulti pl e  C o m p a ris o n s/ M ulti pli cit y  
 

T h e st u d y h as a si n gl e pri m ar y e n d p oi nt as t h e pri m ar y h y p ot h esis, t h er ef or e n o m ulti pli cit y 
a dj ust m e nt is n e e d e d t o t h e o v er all si g nifi c a n c e l e v el of 0. 0 5. A d diti o n all y, t h e cli ni c al tri al 
will b e pr o vi di n g d at a f or t w o s e p ar at e i n di c ati o ns (i n d u cti o n a n d l o n g t er m tr e at m e nt) wit h 
e a c h i n di c ati o n h a vi n g it s o w n s e p ar at e e n d p oi nt. O n t h at b asis, n o m ulti pli cit y a dj ust m e nt is 
n e e d e d t o t h e o v er all si g nifi c a n c e l e v el of 0. 0 5 p er i n di c ati o n b e c a us e c o n cl usi o ns will b e 
r e a c h e d i n d e p e n d e ntl y f or i n d u cti o n a n d s e p ar at el y f or l o n g t er m tr e at m e nt. 

 

T h e c o m pl et e e v al u ati o n of cli ni c al effi c a c y i n t his st u d y r e q uir es t h e st u d y of m ulti pl e k e y 
s e c o n d ar y effi c a c y v ari a bl es c oll e ct e d at n u m er o us ti m e p oi nts. It is t h er ef or e n e c ess ar y t o 
pr o p erl y a n d s e nsiti v el y c o ntr ol t h e pr o b a bilit y of m a ki n g err o n e o us c o n cl usi o ns b as e d s ol el y 
u p o n c o m p o u n di n g t h e li k eli h o o d of a t y p e I err or. T h e iss u e of m ulti pli cit y of s e c o n d ar y 

m e as ur e m e nts will b e h a n dl e d b y st atisti c al t esti n g of t h es e o ut c o m es i n a hi er ar c hi c al 
f as hi o n. T h e or d er of s e c o n d ar y e n d p oi nts f or t h e I n d u cti o n a n d L o n g T er m Tr e at m e nt 
P h as es ar e d es cri b e d i n S e cti o ns  2. 2. 2  a n d 2. 2. 3. Si g nifi c a n c e t ests will b e c o n d u ct e d u ntil a 
n o n -si g nifi c a nt p -v al u e is f o u n d ( p > 0. 0 5). O n c e a n o n -si g nifi c a nt p -v al u e o c c urr e d, all 
s u bs e q u e nt si g nifi c a n c e t ests will  b e c o nsi d er e d e x pl or at or y i n  n at ur e.  

8. 7. 6  Us e of a n Effi c a c y S u b s et of  S u bj e cts  
 

T h e pri m ar y effi c a c y e n d p oi nt will b e a n al y z e d usi n g t h e I T T P o p ul ati o n.  
 

8. 7. 7  E x pl o r ati o n of t h e Eff e cts of V a ri o u s P r o g n osti c F a ct o rs o n  Effi c a c y  
 

T hi s st u d y is n ot f or m all y i nt e n d e d  t o o bt ai n d at a o n t h e i nfl u e n c e of d e m o gr a p hi c a n d 
b as eli n e dis e as e c h ar a ct eristi cs ( e. g., g e n d er, r a c e, a g e, a n d r e gi o n ( U S/ R O W)) o n effi c a c y 
o ut c o m es b y t h e e x pli cit d esi g n or r a n d o mi z ati o n. H o w e v er, t h e p ot e nti al i nfl u e n c e of t h es e  
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factors in efficacy outcomes will be investigated by pooled analysis across the two identical 
studies (RECD3125 and RECD3126, reference: FDA ISE guidance document). 

8.7.8 Criteria for Stopping the Study 
 

It is expected that the study will be terminated when the enrollment goals are reached. It is 
not anticipated that the study will be stopped early for any reason. 
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9. 0  S T U D Y  A D MI NI S T R A T I O N  
 

9. 1  I n v esti g at o r I nf o r m ati o n a n d  T r ai ni n g  
 

T h e i n v esti g at ors a n d ess e nti al s u p p ort st aff will b e tr ai n e d b y S ali x ( or d esi g n e e) i n r e g ar ds 
t o G o o d Cli ni c al Pr a cti c e s ( G C P s) a n d all as p e cts of pr ot o c ol e x e c uti o n. It i s t h e 
r es p o nsi bilit y of t h e i n v e sti g at or t o tr ai n a n cill ar y st u d y st aff. 

9. 2  M o nit o ri n g  
 

T hi s st u d y will b e m o nit or e d b y S ali x ( or d esi g n e e), i n a c c or d a n c e wit h G C P s a n d a p pli c a bl e 
r e g ul ati o ns. B y si g ni n g t his pr ot o c ol, t h e i n v esti g at or a gr e es t o p eri o di c, o n -sit e m o nit ori n g of 
all a p pr o pri at e st u d y d o c u m e nt ati o n.  

 

T h e pr o gr ess of t h e st u d y will b e m o nit or e d b y p eri o di c o n -sit e visits a n d fr e q u e nt 
c o m m u ni c ati o ns b et w e e n t h e S ali x ( or d esi g n e e) a n d t h e i n v esti g at or ( eit h er b y p h o n e, f a x, 
e m ail, or p ost).  

 

D uri n g t h es e c o nt a cts, t h e m o nit or will:  
 

•  C h e c k a n d ass ess t h e pr o gr ess of t h e  st u d y.  

•  R e vi e w st u d y d at a  c oll e ct e d.  

•  C o n d u ct s o ur c e d o c u m e nt  v erifi c ati o n.  

•  I d e ntif y a n y iss u es a n d a d dr ess t h eir r es ol uti o n. 

T h e o bj e cti v es of m o nit ori n g pr o c e d ur es ar e t o v erif y t h at d at a ar e a ut h e nti c, a c c ur at e, a n d 
c o m pl et e; t h at t h e s af et y a n d ri g hts of s u bj e cts ar e b ei n g pr ot e ct e d; a n d t h at t h e st u d y is 
c o n d u ct e d i n a c c or d a n c e wit h t h e c urr e ntl y a p pr o v e d pr ot o c ol ( a n d a n y a m e n d m e nts), G C P s, 

a n d all a p pli c a bl e r e g ul at or y r e q uir e m e nts.  

9. 3  A u dits  
 

At it s di s cr eti o n, S ali x ( or d esi g n e e) m a y c o n d u ct a q u alit y ass ur a n c e a u dit of t his st u d y. If 
s u c h a n a u dit o c c urs, t h e i n v esti g at or a gr e es t o all o w t h e a u dit or dir e ct a c c ess t o all r el e v a nt 
d o c u m e nts a n d t o s c h e d ul e his/ h er ti m e a n d t h e ti m e of his/ h er st aff t o p er mit m e eti n gs wit h 
t h e a u dit or t o dis c uss fi n di n gs a n d a n y r el e v a nt iss u es. 

 

I n a d diti o n, r e g ul at or y a g e n ci es m a y c o n d u ct a r e g ul at or y i ns p e cti o n of t his st u d y. If s u c h a n 
i ns p e cti o n o c c urs, t h e i n v esti g at or a gr e es t o all o w t h e i ns p e ct or dir e ct a c c es s t o all r el e v a nt 
d o c u m e nts a n d t o s c h e d ul e his/ h er ti m e a n d t h e ti m e of his/ h er st aff t o p er mit m e eti n gs wit h 
t h e i ns p e ct or t o dis c uss fi n di n gs a n d a n y r el e v a nt iss u es. T h e i n v esti g at or will n otif y Sali x 
i m m e di at el y w h e n a R e g ul at or y A g e n c y n otifi es t h e sit e of a n i ns p e cti o n. 
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1 0. 0  E T H I C A L A N D L E G A L  A S P E C T S  
 

T h e i n v esti g at or a n d t h e st u d y st aff ar e r es p o nsi bl e f or c o n d u cti n g t his st u d y i n a c c or d a n c e 
wit h t h e a p pli c a bl e pri n ci pl es w hi c h h a v e t h eir ori gi ns i n t h e D e cl ar ati o n of H elsi n ki, I C H, 
G C P s, a n d all ot h er a p pli c a bl e l a ws a n d r e g ul ati o ns.  

1 0. 1  I n stit uti o n al R e vi e w B o a r d/ I n d e p e n d e nt Et hi cs C o m mitt e e (I R B/I E C)  A p p r o v a l 
 

T hi s pr ot o c ol, t h e i nf or m e d c o ns e nt f or m, r el e v a nt s u p p orti n g i nf or m ati o n, a n d all t y p es of 
s u bj e ct r e cr uit m e nt or a d v ertis e m e nt i nf or m ati o n m ust b e a p pr o v e d b y t h e a p pr o pri at e 
I R B/I E C b ef or e t h e st u d y is i niti at e d. A n y a m e n d m e nts t o t h e pr ot o c ol m ust als o b e 
a p pr o v e d, w h er e n e c ess ar y, b y t h e I R B/I E C pri or t o i m pl e m e nti n g c h a n g es i n t h e st u d y.  
D o c u m e nt ati o n of t h es e a p pr o v als m ust b e pr o vi d e d t o t h e s p o ns or pri or t o t h e i niti ati o n of 
t h e a m e n d m e nt. 

 

T h e i n v esti g at or’s r es p o nsi biliti es r e g ar di n g t h e I R B/I E C ar e as f oll o ws:  
 

•  O bt ai n I R B/I E C a p pr o v al of t h e pr ot o c ol, i nf or m e d c o ns e nt f or m, a n d a n y  a d v ertis e m e nts 
f or s u bj e ct r e cr uit m e nt pri or t o t h eir us e.  

•  O bt ai n I R B/I E C a p pr o v al f or a n y pr ot o c ol a m e n d m e nts a n d r e visi o ns t o t h e  i nf or m e d 
c o ns e nt d o c u m e nt b ef or e  i m pl e m e nti n g t h e c h a n g es.  

•  Pr o vi d e t h e I R B/I E C wit h a n y r e q uir e d i nf or m ati o n b ef or e or d uri n g t h e  st u d y.  

•  S u b mit pr o gr ess r e p orts t o t h e I R B/I E C, as r e q uir e d, d uri n g t h e c o n d u ct of t h e st u d y; 
r e q u est r e-r e vi e w a n d a p pr o v al of t h e st u d y, as n e e d e d; pr o vi d e c o pi es of all I R B/I E C  r e- 
a p pr o v als a n d r el e v a nt c o m m u ni c ati o n t o t h e  s p o ns or.  

•  N otif y t h e I R B/I E C wit hi n 1 0 d a ys ( u nl ess r e q uir e d s o o n er b y I R B/I E C) of all s eri o us a n d 
u n e x p e ct e d A Es r el at e d t o t h e st u d y m e di c ati o ns t h at ar e r e p ort e d t o y o u b y t h e s p o ns or. 
T h e i n v esti g at or is r es p o nsi bl e f or u p d ati n g t h e I R B/I E C o n t h e pr o gr ess of t h e st u d y a n d 
of a n y c h a n g es m a d e t o t h e pr ot o c ol at l e ast o n c e a y e ar or at r e g ul ar i nt er v als as d e e m e d 
a p pr o pri at e. T h e i n v esti g at or m ust als o k e e p t h e I R B/I E C i nf or m e d of a n y A Es, a c c or di n g 

t o t h e I R B/I E C p oli c y. 

 
N otif yi n g S ali x wit hi n 2 4 h o urs of a w ar e n ess a n d t h e I R B/I E C wit hi n i n 1 0 d a ys ( u nl ess 

r e q uir e d s o o n er b y I R B/I E C) of all u n a nti ci p at e d pr o bl e ms i n v ol vi n g ris k t o s u bj e cts or 
ot h ers. F o r t h e p u r p os es of t his st u d y, a n U n a nti ci p at e d P r o bl e m is d efi n e d as a n y 
i n ci d e nt, e x p e ri e n c e, o r o ut c o m e t h at m e ets all of t h e f oll o wi n g c rit e ri a: 

•  U n e x p e ct e d i n n at ur e, s e v erit y, or fr e q u e n c y (i. e. n ot d es cri b e d i n st u d y -r el at e d d o c u m e nts 
s u c h as t h e I R B -a p pr o v e d pr ot o c ol or c o ns e nt f or m, t h e i n v esti g at ors br o c h ur e,  et c.)  

•  R el at e d or p ossi bl y r el at e d t o p arti ci p ati o n i n t h e r es e ar c h (i. e. p ossi bl y r el at e d m e a ns  t h er e 
i s a r e as o n a bl e p ossi bilit y t h at t h e i n ci d e nt e x p eri e n c e, or o ut c o m e m a y h a v e b e e n c a us e d 
b y t h e pr o c e d ur es i n v ol v e d i n t h e  r es e ar c h) 
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•  S u g g est s t h at t h e r es e ar c h pl a c es s u bj e cts or ot h er s at gr e at er ris k of h ar m (i n cl u di n g 
p h ysi c al, ps y c h ol o gi c al, e c o n o mi c, or s o ci al h ar m).  

1 0. 2  S u bj e ct I nf o r m ati o n a n d I nf o r m e d  C o n s e nt  
 

T h e i n v esti g at or is r es p o nsi bl e f or o bt ai ni n g writt e n i nf or m e d c o ns e nt fr o m e a c h i n di vi d u al 
p arti ci p ati n g i n t his st u d y aft er a d e q u at e e x pl a n ati o n i n l a y m a n’s t er ms r e g ar di n g t h e n at ur e 
of t h e st u d y, al o n g w it h t h e ai ms, m et h o ds, o bj e cti v es, a n d a n y p ot e nti al ris ks. T h e i nf or m e d 
c o ns e nt f or m m ust b e a p pr o pri at el y si g n e d a n d d at e d b y t h e s u bj e ct or t h e s u bj e ct’s l e g all y 
a ut h ori z e d r e pr es e nt ati v e a n d t h e p ers o n o bt ai ni n g t h e c o ns e nt (if r e q uir e d b y t h e I R B/I E C)  
pri or t o c o n d u cti n g/ o bt ai ni n g a n y st u d y -r el at e d as s ess m e nts i n cl u di n g t h e dis c o nti n u ati o n of 
a n y m e di c ati o ns pr o hi bit e d f or t h e st u d y.  

 

If t h e i nf or m e d c o ns e nt f or m is a m e n d e d d uri n g t h e st u d y, t h e i n v esti g at or m ust f oll o w all 

a p pli c a bl e r e g ul at or y r e q uir e m e nts p ert ai ni n g t o a p pr o v al of t h e a m e n d e d i nf or m e d c o ns e nt 
f or m b y t h e I R B/I E C a n d us e of t h e a m e n d e d d o c u m e nt (i n cl u di n g f or o n g oi n g s u bj e cts).  

 

T h e i nf or m e d c o ns e nt f or m s h all als o c o nt ai n t h e s u bj e ct's a ut h ori z ati o n f or t h e us e a n d 
dis cl os ur e of his/ h er pr ot e ct e d h e alt h i nf or m ati o n ( P HI) i n c o n n e cti o n wit h t h e st u d y. T h e 
a ut h ori z ati o n s h all i n cl u d e at a mi ni m u m a cl e ar d es cri pti o n of t h e f oll o wi n g: t h e d ur ati o n of 

t h e a ut h ori z ati o n, t h e s u bj e ct's ri g ht of a c c ess t o t h e P HI ( or a n y s us p e nsi o n t h er e of duri n g t h e 
c o urs e of t h e st u d y), t y p e of i nf or m ati o n t o b e us e d/ dis cl os e d i n t h e st u d y, t h e n a m es or 
cl ass es of p arti es t h at m a y us e or dis cl os e t h e P HI, t h e p ur p os e of t h e us e/ dis cl os ur e of P HI, 
t h e e xt e nt of t h e s u bj e ct's ri g ht t o r e v o k e t h e a ut h ori z ati o n, t h e e xt e nt t o w hi c h p arti ci p ati o n i n 
t h e st u d y is c o n diti o n e d o n si g ni n g t h e a ut h ori z ati o n, a n d t h e p ot e nti al f or r e-dis cl os ur e of 
P HI.  

T h e ori gi n al a n d a n y a m e n d e d si g n e d a n d d at e d i nf or m e d c o ns e nt f or ms m ust b e r et ai n e d at 
t h e st u d y sit e; a n d a c o p y m ust b e gi v e n t o t h e s u bj e ct or s u bj e ct’s l e g all y a ut h ori z e d 
r e pr es e nt ati v e(s). 

1 0. 3  St u d y a n d Sit e Cl os u r e o r  Dis c o nti n u ati o n  
 

U p o n c o m pl eti o n of t h e st u d y, t h e f oll o wi n g a cti viti es, w h e n a p pli c a bl e, m u st b e c o n d u ct e d 
b y t h e m o nit or i n c o nj u n cti o n wit h t h e i n v es ti g at or, as a p pr o pri at e: 

 

•  R et ur n of all st u d y d at a t o S ali x ( or  d esi g n e e).  

•  D at a cl arifi c ati o ns a n d/ or  r es ol uti o ns. 

•  A c c o u nti n g, r e c o n cili ati o n, a n d fi n al dis p ositi o n of us e d a n d u n us e d st u d y dr u g  a n d 

pl a c e b o.  

•  R e vi e w of sit e st u d y r e c or ds f or  c o m pl et e n ess.  



P a g e 7 5  of 1 0 3  

R E C D 3 1 2 6  
V e rsi o n D at e: 1 4 J ul 2 0 1 4  

S ali x P h a r m a c e uti c als,  I n c.  
C R P -7 1  

C o nfi d e nti al  

 

 

 

I n a d diti o n, S ali x r es er v es t h e ri g ht t o t e m p or aril y s us p e n d or pr e m at ur el y dis c o nti n u e t his 
st u d y eit h er at a si n gl e sit e or at all sit es at a n y ti m e a n d f or a n y  r e as o n. If s u c h a cti o n is 
t a k e n, S ali x will dis c uss t his wit h t h e i n v esti g at or (i n cl u di n g t h e r e as o ns f or t a ki n g s u c h 
a cti o n) at t h at ti m e. S ali x will pr o m ptl y i nf or m all ot h er i n v esti g at ors a n d/ or i nstit uti o ns 
c o n d u cti n g t h e st u d y if t h e st u d y is s us p e n d e d or t er mi n at e d f or s af et y r e as o ns, a n d will als o 
i nf or m t h e r e g ul at or y a ut h oriti es of t h e s us p e nsi o n or t er mi n ati o n of t h e st u d y a n d t h e 
r e as o n(s) f or t h e a cti o n. If r e q uir e d b y a p pli c a bl e r e g ul ati o ns, t h e i n v esti g at or m ust i nf or m t h e 
I R B/I E C pr o m ptl y a nd pr o vi d e t h e r e as o n f or t h e s us p e nsi o n or  t er mi n ati o n. 

1 0. 3. 1  St u d y  Di s c o nti n u ati o n  
 

S h o ul d t h e i n v esti g at or, S ali x, t h e F D A or l o c al r e g ul at or y a ut h oriti es b e c o m e a w ar e of 
c o n diti o ns arisi n g d uri n g t h e c o n d u ct of t his st u d y t h at m a y w arr a nt t h e c ess ati o n of t h e  st u d y, 

s u c h a cti o n m a y b e t a k e n. Pri or t o s u c h a cti o n, c o ns ult ati o n b et w e e n S ali x, t h e i n v esti g at or, 
a n d, as a p pr o pri at e, t h e F D A a n d/ or l o c al r e g ul at or y a ut h oriti es will t a k e pl a c e. C o n diti o ns 
t h at m a y r es ult i n t h e t er mi n ati o n of t h e st u d y or p arts t h ere of i n cl u d e, b ut ar e n ot li mit e d t o, 
t h e f oll o wi n g: 

 

•  T h e di s c o v er y of a n u n e x p e ct e d, s eri o us, or u n a c c e pt a bl e ris k t o t h e s u bj e ct s e nr oll e d i n 
t h e st u d y 

•  A d e ci si o n o n t h e p art of S ali x t o alt er, s us p e n d, or dis c o nti n u e t h e d e v el o p m e nt of t h e 
i n v esti g ati o n al pr o d u ct  

1 0. 3. 2  St u d y Sit e  Dis c o nti n u ati o n  
 

T h e st u d y sit e c a n b e dis c o nti n u e d at t h e r e q u est of S ali x, t h e i n v esti g at or, or b y t h e F D A or 
l o c al r e g ul at or y a ut h oriti es. 

 

C o n diti o ns t h at m a y w arr a nt dis c o nti n u ati o n of t h e st u d y sit e i n cl u d e, b ut ar e  n ot li mit e d t o, 
a n y of t h e f oll o wi n g:  

 

•  F ail ur e of t h e i n v esti g at or t o a c cr u e s u bj e cts i nt o t h e st u d y at a n a c c e pt a bl e  r at e. 

•  F ail ur e of t h e i n v esti g at or t o c o m pl y wit h G C P s a n d/ or a p pli c a bl e c urr e nt  r e g ul ati o ns. 

•  S u b mi ssi o n of k n o wi n gl y f als e i nf or m ati o n fr o m t h e r es e ar c h f a cilit y t o t h e s p o ns or, F D A, 

or ot h er r e g ul at or y  a ut h oriti es.  

•  I n s uffi ci e nt a d h er e n c e t o pr ot o c ol r e q uir e m e nts a n d pr o c e d ur es.  

If t h e st u d y is pr e m at ur el y dis c o nti n u e d, all st u d y d at a m ust b e r et ur n e d t o S ali x or d esi g n e e. 
I n a d diti o n, t h e sit e m ust c o n d u ct fi n al dis p ositi o n of all us e d a n d u n us e d st u d y dr u gs i n 
a c c or d a n c e wit h S ali x pr o c e d ur es f or t h e st u d y. St u d y t er mi n ati o n a n d f oll o w -u p will b e 
p erf or m e d i n c o m pli a n c e wit h G C P a n d a p pli c a bl e r e g ul ati o ns.  
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Fi n a n ci al c o m p e ns ati o n t o i n v esti g at ors a n d/ or i nstit uti o ns will b e i n a c c or d a n c e wit h t h e 
a gr e e m e nt est a blis h e d b et w e e n t h e i n v esti g at or a n d S ali x.  

1 0. 4  H a n dli n g a n d R e c o r d  K e e pi n g  
 

1 0. 4. 1  C as e R e p o rt F o r ms a n d D at a b as e P r o c essi n g  
 

S u bj e ct d at a will b e c oll e ct e d i n a n el e ctr o ni c C R F usi n g El e ctr o ni c D at a C a pt ur e ( E D C). 
T h e E D C s yst e m will b e P art 1 1 c o m pli a nt a n d will h a v e a d o c u m e nt e d a u dit tr ail f or all 
c h a n g es m a d e t o t h e el e ctr o ni c C R F . 

 

T h e I n v esti g at or or d esi g n e e m ust e nt er all r e q uir e d s u bj e ct d at a usi n g t h e s p e cifi e d d at a 

c oll e cti o n m et h o d d efi n e d b y S ali x. T h e I n v esti g at or m ust si g n a n d d at e a d e cl ar ati o n o n t h e 
el e ctr o ni c C R F att esti n g t o his/ h er r es p o nsi bilit y f or t h e q u alit y of all d at a e nt er e d a n d t h at t h e 
d at a r e pr es e nts a c o m pl et e a n d a c c ur at e r e c or d of e a c h s u bj e ct's p arti ci p ati o n i n t h e st u d y.  
El e ctr o ni c c as e r e p ort f or m d at a will b e pr o vi d e d t o t h e I n v esti g at or at t h e e n d of t h e st u d y 
a n d will n e e d t o b e r et ai n e d  b y t h e I n v esti g at or.  

1 0. 4. 2  S o u r c e  D o c u m e nts  
 

S o ur c e d o c u m e nts c o nsist of, b ut ar e n ot li mit e d t o, i n -p ati e nt h os pit al c h arts, cli ni c n ot es, 
o ut -p ati e nt r e c or ds, ori gi n al t est r es ults, l a b or at or y d at a, w or ks h e ets, dr u g a c c o u nt a bilit y 
r e c or ds, i nf or m e d c o ns e nt f or ms, et c. S o ur c e d o c u m e nts m ust b e a v ail a bl e f or r e vi e w a n d 
i ns p e cti o n d uri n g o n-sit e m o nit ori n g of t h e st u d y b y S ali x, t h eir d esi g n e es, I R B/I E C, a n d/ or 
a p pr o pri at e r e g ul at or y a ut h oriti es.  

1 0. 4. 3  S u bj e ct  T r a c ki n g  
 

A dr u g a c c o u nt a bilit y l o g, s u bj e ct i d e ntifi c ati o n  l o g (t o b e r et ai n e d b y t h e i n v esti g at or o nl y), 
a n d s u bj e ct s cr e e ni n g/ e nr oll m e nt l o g will b e us e d t o tr a c k s u bj e ct p arti ci p ati o n i n t h e st u d y.  

1 0. 4. 4  St u d y  Fil es  
 

T h e i n v esti g ati o n al c e nt er will m ai nt ai n a s p e ci al st u d y fil e. T his fil e is s u bj e ct t o r e vi e w a n d 
i ns p e cti o n as d es cri b e d u n d er S e cti o n 9. 2 a n d S e cti o n 9. 3  of t his pr ot o c ol.  

1 0. 4. 5  D at a  M a n a g e m e nt  
 

D at a m a n a g e m e nt will b e p erf or m e d i n a c c or d a n c e wit h t h e st a n d ar d o p er ati n g pr o c e d ur es of 
S ali x or its d esi g n e e.  

1 0. 5  C o nfi d e nti alit y  
 

A n o n y mit y of s u bj e cts p arti ci p ati n g i n t his st u d y will b e m ai nt ai n e d. O nl y s u bj e ct i niti als a n d 
s u bj e ct n u m b er will b e o n a n y st u d y d o c u m e nts s u b mitt e d t o t h e s p o ns or. E v er y eff ort will b e  
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m a d e t o m ai nt ai n t h e c o nfi d e nti alit y of d o c u m e nts t h at i d e ntif y t h e s u bj e ct b y n a m e ( e. g., 
si g n e d i nf or m e d c o ns e nt d o c u m e nt, l a b or at or y r e p orts, cli ni c c h arts), e x c e pt t o t h e e xt e nt 
n e c ess ar y t o all o w a u d iti n g b y t h e F D A, or ot h er r e g ul at or y a ut h oriti es. S h o ul d t h e n a m e 
a n d/ or a d dr ess of a s u bj e ct p arti ci p ati n g i n t his tri al b e o n a d o c u m e nt s u b mitt e d t o t h e F D A, 
or ot h er r e g ul at or y a ut h oriti es ( e. g., l a b or at or y r e p ort), t h e n a m e a n d/ or a d dr ess will b e 
c o m pl et el y bl o c k e d o ut a n d r e pl a c e d wit h t h e s u bj e ct i niti als a n d n u m b er.  

 

T h e i n v esti g at or a n d ot h er st u d y sit e p ers o n n el will k e e p c o nfi d e nti al a n y i nf or m ati o n 
pr o vi d e d b y S ali x (i n cl u di n g t his pr ot o c ol) r el at e d t o t his st u d y a n d all d at a a n d r e c or ds 
g e n er a t e d i n t h e c o urs e of c o n d u cti n g t h e st u d y, a n d will n ot us e t h e i nf or m ati o n, d at a, or 
r e c or ds f or a n y p ur p os e ot h er t h a n c o n d u cti n g t h e st u d y. T h es e r estri cti o ns d o n ot a p pl y t o:  
( 1) i nf or m ati o n w hi c h b e c o m es p u bli cl y a v ail a bl e t hr o u g h n o f a ult of t h e i n v esti g at or or st u d y 
sit e p ers o n n el; ( 2) i nf or m ati o n w hi c h it is n e c ess ar y t o dis cl os e i n c o nfi d e n c e t o a n I R B/I E C 
s ol el y f or t h e e v al u ati o n of t h e st u d y; ( 3) i nf or m ati o n w hi c h it is n e c ess ar y t o dis cl os e i n 

or d er t o pr o vi d e a p pr o pri at e m e di c al c ar e t o a st u d y s u bj e ct, or ( 4) st u d y r es ults w hi c h m a y b e 
p u blis h e d as d es cri b e d i n S e c ti o n 1 0. 8. If a writt e n c o ntr a ct f or t h e c o n d u ct of t h e st u d y w hi c h 
i n cl u d es c o nfi d e nti alit y pr o visi o ns i n c o nsist e nt wit h t his st at e m e nt is e x e c ut e d, t h at c o ntr a ct’s 
c o nfi d e nti alit y pr o visi o ns s h all a p pl y r at h er t h a n t his  st at e m e nt.  

1 0. 6  R e c o r d  R et e nti o n  
 

Ess e nti al d o c u m e nts as d es cri b e d a b o v e s h o ul d b e r et ai n e d f or o n e of t h e f oll o wi n g ti m e 
p eri o ds:  

 

•  At l e ast 2 y e ars aft er a p pr o v al of t h e l ast m ar k eti n g  a p pli c ati o n,  

O R  
 

•  At l e ast 2 y e ars h a v e el a ps e d si n c e t h e f or m al dis c o nti n u ati o n of cli ni c al d e v el o p m e nt of 
t h e i n v esti g ati o n al pr o d u ct.  

T h es e d o c u m e nts s h o ul d b e r et ai n e d f or a l o n g er p eri o d h o w e v er if r e q uir e d b y a p pli c a bl e 
r e g ul at or y r e q uir e m e nts (i. e., l o c al or c o u ntr y-s p e cifi c r e g ul ati o ns) or b y a n a gr e e m e nt wit h 
t h e s p o ns or. It is t h e r es p o nsi bilit y of S ali x t o i nf or m t h e i n v esti g at or/i nstit uti o n as t o w h e n 
t h es e d o c u m e nts n o l o n g er n e e d t o b e r et ai n e d. It is t h e i n v esti g at or r es p o nsi bilit y t o n otif y 
S ali x if t h e y m o v e or r etir e s o t h at d o c u m e nt st or a g e c a n b e a d dr ess e d.  

1 0. 7  Fi n a n ci n g a n d  I n s u r a n c e  
 

1 0. 7. 1  Fi n a n c e  
 

T h e st u d y i s s u p p ort e d b y S ali x.  



Page 78 of 103 

RECD3126 
Version Date: 14Jul2014 

Salix Pharmaceuticals, Inc. 
CRP-71 

Confidential 

 

 

 

10.7.2 Insurance and Indemnification 
 

Documentation of product liability insurance is on file at Salix and is available upon request. 
 

10.8 Publication Policy 
 

An Institution and/or the investigator shall have the right, consistent with academic standards, 
to publish or present the results of the study, provided such publication or presentation does 
not disclose confidential information or other proprietary trade secrets of Salix. Salix will 
work with the protocol development team to identify a lead author for manuscript 
development. The manuscript authors will be determined by the amount of effort and 
participation each investigator contributes towards the study design, the conduct of the study 
and the analysis of the study data. Prior to any publication, presentation or other disclosure, 
the institution and/or investigator will submit the manuscript of any proposed publication 
(including abstracts, or presentation to a journal, editor, meeting, seminar, or other third 
party) to Salix at least sixty (60) days before publication, and Salix shall have the right to 
review and comment upon the proposed publication. Upon sponsor's request, publication will 
be delayed up to ninety (90) additional days to enable Salix to secure adequate intellectual 
property protection of property of Salix that could be affected by said publication. Salix shall 
have the right to require the deletion of any trade secret, or proprietary or confidential 
information of sponsor. Any publication or disclosure by the Institution and/or Investigator 
shall give appropriate credit to Sponsor. Where title is not retained by the publisher, title to 
and the right to determine the disposition of any copyrightable material, first produced or 
composed in the performance of the study, shall remain with the Institution and/or 
investigator. With respect to such materials, the Institution and/or investigator hereby grants 
to Salix an irrevocable, royalty-free, nonexclusive right to reproduce, translate, and use any 
such copyrighted material for its own research and commercial purposes. Investigator 
acknowledges and agrees that the study data and results may be disclosed by Salix to other 
clinical investigators, the FDA, and other regulatory authorities. 

10.9 Ownership 
 

All data and records provided by Salix or generated during the study (other than a subject’s 
medical records) and all inventions discovered during the course of conducting the study are 
the property of Salix. If a written agreement is executed by the parties for the conduct of the 
study, which includes ownership provisions inconsistent with this statement, the ownership 
provisions contained in the written agreement between the parties shall control. 
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D A Y  -7  -6  -5  -4  -3  -2  -1  7 d a y  T ot al  

1.  N u m b er of li q ui d  or  v er y  
X 2  =

 
s oft st o ols * 

 

 
2.  A b d o mi n al  p ai n  X 5  =  

 
0 = n o n e, 1 = mil d, 2 = m o d er at e, 3 = s e v er e  

 
3.  G e n er al  w ell  b ei n g  X 7  =  

 
0 = g e n er all y w ell, 1 = sli g htl y u n d er p ar, 2 = p o or, 3 = v er y p o or, 4 = t erri bl e  

4.  E xtr ai nt esti n al m a nif e st ati o n s s u bj e ct h as n o w  ( c h e c k A L L t h at a p pl y) 

Art hritis/ art hr al gi a    

Iritis/ u v eitis   

Er yt h e m a n o d o s u m/ p y o d er m a g a n gr e n o s u m/ a p ht h o u s st o m atitis   

A n al fiss ur e, fist ul a or a b s c ess   

Ot h er fist ul a   

F e v er o v er 3 7. 8 °C ( 1 0 0 °F) d uri n g p ast w e e k   

T ot al  c h e c k e d  
X 2 0  =

 
b o x es  

 
5.  A nti di arr h e al dr u gs i n t h e l ast 7  d a ys  N o = 0, Y es  =  1  X 3 0  =  

 
 

6.  A b d o mi n al  M ass  N o n e = 0, Q u esti o n a bl e = 2, D efi nit e  =  5  X 1 0 =  

 
 

7.  H e m at o crit ( %, r o u n d e d t o w h ol e  n u m b e r ) M al e  4 7  - 
=  

or  F e m al e  4 2  - X 6  =  

8.  B o d y  W ei g ht  C al c ul ati o n * *  If n e g ati v e, e nt e r 0  

I d e al W ei g ht  k g  
 

 

mi n u s  A ct u al  W ei g ht  k g  
 

 

=  ÷ I d e al W ei g ht  =  X 1 0 0  =  
  

( r o u n d e d t o w h ol e n u m b e r * * *) 

T O T A L C D AI =  
  

* Gr a d e d usi n g t h e Brist ol St o ol F or m S c al e ( A p p e n di x  3)  
* * S e e A p p e n di x 8 f or c al c ul ati o ns of I d e al B o d y  W ei g ht  
* * * If c al c ul at e d v al u e > -1 0, r e c or d – 1 0 ( m a xi m u m l o w er li mit) 
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S E S -C D S c o ri n g F o r m  

 

 
 

D a p er n o M, D’ H a e ns G, V a n Ass c h e G, et. al. D e v el o p m e nt a n d v ali d ati o n of a n e w a n d si m pl e 
e n d os c o pi c a cti vit y s c or e f or Cr o h n’s dis e as e: t h e S E S -C D. G astr oi nt est E n d os c 2 0 0 4; 6 0: 5 0 5 - 
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APPENDIX 6: WORK PRODUCTIVITY AND ACTIVITY IMPAIRMENT 
QUESTIONNAIRE (WPAI: CD) 

 
Work Productivity and Activity Impairment Questionnaire: 

Crohn’s Disease V2.0 (WPAI: CD) 
 
 
 

The following questions ask about the effect of your CROHN’S DISEASE on your ability 
to work and perform regular activities. Please fill in the blanks or circle a number, as 
indicated. 

 

1. Are you currently employed (working for pay)?   NO  YES 
If NO, check “NO” and skip to question 6. 

The next questions are about the past seven days, not including today. 
 

2. During the past seven days, how many hours did you miss from work because of 
problems associated with your CROHN’S DISEASE? Include hours you missed on 
sick days, times you went in late, left early, etc., because of your CROHN’S 
DISEASE. Do not include time you missed to participate in this study. 

 

   HOURS 
 
 

3. During the past seven days, how many hours did you miss from work because of 
any other reason, such as vacation, holidays, time off to participate in this study? 

 

  HOURS 
 
 

4. During the past seven days, how many hours did you actually work? 
 

  HOURS (If “0”, skip to question 6.) 
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5. During the past seven days, how much did your CROHN’S DISEASE affect your 
productivity while you were working? 

 
Think about days you were limited in the amount or kind of work you could do, days 
you accomplished less than you would like, or days you could not do your work as 
carefully as usual. If CROHN’S DISEASE affected your work only a little, choose a 
low number. Choose a high number if CROHN’S DISEASE affected your work a 
great deal. 

Consider only how much CROHN’S DISEASE affected 
productivity while you were working. 

 
CROHN’S 
DISEASE had 
no effect on my 
work 

 

0 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 

CROHN’S 
DISEASE 
completely 
prevented me 
from working 

 
CIRCLE A NUMBER 
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6. During the past seven days, how much did your CROHN’S DISEASE affect your 
ability to do your regular daily activities, other than work at a job? 

 
By regular activities, we mean the usual activities you do, such as work around the 
house, shopping, childcare, exercising, studying, etc. Think about times you were 
limited in the amount or kind of activities you could do and times you accomplished 
less than you would like. If CROHN’S DISEASE affected your activities only a little, 
choose a low number. Choose a high number if CROHN’S DISEASE affected your 
activities a great deal. 

 
Consider only how much CROHN’S DISEASE affected your ability 

to do your regular daily activities, other than work at a job. 
 

CROHN’S 
DISEASE had 
no effect on my 
daily activities 

 

0 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 

CROHN’S 
DISEASE 
completely 
prevented me 
from doing my 
daily activities 

 
 
 

WPAI: CD V2.0 (US English) 

CIRCLE A NUMBER 

 
 
 

Reilly MC, Zbrozek AS, Dukes E: The validity and reproducibility of a work productivity and activity impairment measure. 
PharmacoEconomics 1993; 4(5):353-365. 
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A P P E N DI X 7: S U B J E C T D AI L Y DI A R Y R E C O R DI N G  
 

T h e f oll o wi n g will b e c a pt ur e d d ail y i n t h e el e ctr o ni c di ar y s yst e m.  
 

Usi n g t h e Brist ol St o ol F or m S c al e pr o vi d e d (s e e A p p e n di x 3), pl e as e r e c or d t h e  T ot al  N u m b er 
of Li q ui d/ v er y s oft St o ols ( T y p e 6 or 7) y o u h a d  t o d a y.      

 

H o w w o ul d y o u r at e y o ur A b d o mi n al P ai n t o d a y ?  
  0 = n o n e  
  1 =  mil d  
  2 =  m o d er at e  
  3 =  s e v er e  

 
H o w w o ul d y o u r at e y o ur G e n er al W ell B ei n g t o d a y ?  
  0 = g e n er all y  w ell  
  1 = sli g htl y u n d er  p ar  
  2 =  p o or  
  3 = v er y  p o or  
  4 =  t erri bl e 

 
Di d y o u us e a n y A nti di arr h e al Dr u gs t o d a y ?  
  0 = N o  
  1 = Y es  

 
Di d y o u e x p eri e n c e h a v e a n y el e v at e d t e m p er at ur e (f e v er) of m or e t h a n 3 7. 8 d e gr e es C elsi us 
d e gr e e C elsi us ( 1 0 0 d e gr e es F a hr e n h eit) t o d a y ?  
  0 = N o  
  1 = Y es  
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APPENDIX 8: IDEAL BODY MASS OF NORMAL ADULTS (MEN & WOMEN) 
 

Ideal Body Mass of Normal Adults - MEN 
Actual Height Standard Weight in Clothing 

Inches with one inch heels Centimeters with 2.5 cm 
heels 

Pounds in indoor clothing 
weighing 5 pounds 

Kilograms in indoor clothing 
weighing 2.3 kg 

62 157.5 136 61.7 

62.5 158.8 137 62.1 
63 160 138 62.6 

63.5 161.3 139 63 

64 162.6 140 63.5 

64.5 163.8 141.3 64.1 
65 165.1 142.5 64.6 

65.5 166.4 143.8 65.2 

66 167.6 145 65.8 

66.5 168.9 146.5 66.4 
67 170.2 148 67.1 

67.5 171.5 149.5 67.8 

68 172.7 151 68.5 

68.5 174 152.5 69.2 

69 175.3 154 69.8 
69.5 176.5 155.5 70.5 

70 177.8 157 71.2 

70.5 179.1 158.5 71.9 

71 180.3 160 72.6 

71.5 181.6 161.8 73.4 

72 182.9 163.5 74.1 
72.5 184.2 165.3 75 

73 185.4 167 75.7 

73.5 186.7 169 76.6 

74 188 171 77.5 
74.5 189.2 172.8 78.4 
75 190.5 174.5 79.1 

75.5 191.8 176.8 80.2 
76 193 179 81.2 
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Ideal Body Mass of Normal Adults – WOMEN 
 

 
Actual Height 

 
Standard Weight in Clothing 

Inches with one inch heels Centimeters with 2.5 cm 
heels 

Pounds in indoor clothing 
weighing 5 pounds 

Kilograms in indoor clothing 
weighing 2.3 kg 

58.0 147.3 115.0 52.2 

58.5 148.6 116.0 52.6 

59.0 149.9 117.0 53.1 

59.5 151.1 118.3 53.6 

60.0 152.4 119.5 54.2 

60.5 153.7 120.8 54.8 

61.0 154.9 122.0 55.3 

61.5 156.2 123.5 56.0 

62.0 157.5 125.0 56.7 

62.5 158.8 126.5 57.4 

63.0 160.0 128.0 58.0 

63.5 161.3 129.5 58.7 

64.0 162.6 131.0 59.4 

64.5 163.8 132.5 60.1 

65.0 165.1 134.0 60.8 

65.5 166.4 135.5 61.4 

66.0 167.6 137.0 62.1 

66.5 168.9 138.5 62.8 

67.0 170.2 140.0 63.5 

67.5 171.5 141.5 64.2 

68.0 172.7 143.0 64.9 

68.5 174.0 144.5 65.5 

69.0 175.3 146.0 66.2 

69.5 176.5 147.5 66.9 

70.0 177.8 149.0 67.6 

70.5 179.1 150.5 68.3 

71.0 180.3 152.0 68.9 

71.5 181.6 153.5 69.6 

72.0 182.9 155.0 70.3 
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