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Table 1. A List of Applicable Studies Covered by This SAP 

Protocol 

Number 

 

Treatment groups  Indication Phase Protocol Title 

RECD3125 Rifaximin DR 

Tablets 800 mg BID 

Vs  

Placebo BID 

Crohn’s Disease 3 A Double-Blind, Placebo-Controlled, 

Parallel-Group, Multicenter, 

Multiregional, One Year Study to 

Assess the Efficacy and Safety of Twice 

Daily Oral Rifaximin Delayed Release 

Tablets for Induction of Clinical 

Remission with Endoscopic Response at 

16 Weeks followed by Clinical and 

Endoscopic Remission at 52 Weeks in 

Subjects with Active Moderate Crohn’s 

Disease 

RECD3126 Rifaximin DR 

Tablets 800 mg BID 

Vs  

Placebo BID 

Crohn’s Disease 3 A Double-Blind, Placebo-Controlled, 

Parallel-Group, Multicenter, 

Multiregional, One 

Year Study to Assess the Efficacy and 

Safety of Twice Daily Oral Rifaximin 

Delayed 

Release Tablets for Induction of Clinical 

Remission with Endoscopic Response at 

16 Weeks 

followed by Clinical and Endoscopic 

Remission at 52 Weeks in Subjects with 

Active Moderate Crohn’s Disease 
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1 TABLE OF ABBREVIATIONS 

Abbreviation Definition 

AE Adverse Event 

BID Two Times a Day 

BSFS Bristol Stool Form Scale 

CDAI Crohn’s Disease Activity Index 

CDEIS Crohn’s Disease Endoscopic Index of Severity 

CMH Cochran-Mantel-Haenszel 

CRF Case Report Form 

CRP C-Reactive Protein 

DNA Deoxyribonucleic Acid 

DSM-5 
Diagnostic and Statistical Manual of Mental Disorders, 5th. 

Edition 

DR Delayed Release 

ECG Electrocardiogram 

EOS End of Study 

EOT End of Treatment 

FDA Food and Drug Administration 

GI Gastrointestinal 

HbA1c Hemoglobin A1c 
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HIV Human Immunodeficiency Virus 

IBDQ Inflammatory Bowel Disease Questionnaire 

ICF Informed Consent Form 

ICH International Conference on Harmonization 

IEC Institutional Ethics Committee 

IL Interleukins 

IND Investigational New Drug 

ITT Intent-to-Treat 

LLN Lower Limit of Normal 

LOCF Last Observation Carried Forward 

MedDRA Medical Dictionary for Regulatory Activities 

NASH Non-alcoholic Steatohepatitis 

NF-kB 
Nuclear Factor kappa-light-chain-enhancer of activated B 

Cells 

PCR Polymerase Chain Reaction 

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 
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RNA Ribonucleic Acid 

ROC Receiver Operating Characteristics 

SAE Serious Adverse Event 

SAS Statistical Analysis System 

SES-CD Simple Endoscopic Score for Crohn’s Disease 

SD Standard Deviation 

ULN Upper Limit of Normal 

US United States 

WPAI:CD 
Work Productivity and Activity Impairment Questionnaire - 

Crohn’s Disease 

WHO World Health Organization 
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2  I N T R O D U C T I O N  

T h e p ur p os e of t his st atisti c al a n al ysis pl a n ( S A P) is t o pr o vi d e d et ails of t h e st atisti c al  

a n al ys es t h at h a v e b e e n o utli n e d wit hi n t h e pr ot o c ols of Rif a xi mi n d el a y e d r el e as e st u di es  

i n cl u di n g R E C D 3 1 2 5  a n d R E C D 3 1 2 6 . T h e s c o p e of t his pl a n i n cl u d es t h e fi n al a n al ysis. A n y 

c h a n g es t o t h e m et h o ds d es cri b e d i n t his S A P will b e d o c u m e nt e d i n e a c h cli ni c al st u d y  

r e p ort ( C S R). 

3  O B J E C T I V E S   

3. 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 

p r 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. 

3. 2 S e c o n d a r y O bj e cti 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. T h e 

s e c o n d a r 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: 

•  Ass 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).  

•  Ass 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. 

•  Ass 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.  

T his a p pli es t o  b ot h R E C D 3 1 2 5 a n d R E C D 3 1 2 6 . 
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4  E N D P OI N T S  

4. 1 P ri m a r y Effi c a c y E n d p oi nt   

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 : 

•  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.  

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  

4. 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.  

•  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 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.  
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4. 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 on 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 7 . 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 7 . 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 ort i 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.  

•  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 a st 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.  
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•  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  

C r 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) at p ost -b as eli n e ti m e p oi nts.  

4. 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.  

5   S T U D Y O V E R V I E W   

5. 1 St u d y D esi g n   

R E C D 3 1 2 5 a n d R E C D 3 1 2 6  a d o u bl e -bli n d, pl a c e b o -c o ntr ol l 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 i es 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 mi ssi 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 u s 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 ct s 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 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 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 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 
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( 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 

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  
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6  T R E A T M E N T  D E S C RI P TI O N  

T h er e ar e t w o tr e at m e nt gr o u ps as list e d b el o w. All tr e at m e nts will b e a d mi nist er e d t wi c e d ail y at 

m or ni n g a n d e v e ni n g.  T h e d ur ati o n of t h e tr e at m e nt is 5 2  w e e ks.    

•  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  

7  S T A T I S T I C A L A N A L Y SI S M E T H O D S  

7. 1 G e n e r al C o nsi d e r ati o ns  

All d at a f or e nr oll e d s u bj e cts will b e pr es e nt e d i n d at a listi n gs b y s u bj e ct n u m b e r. 

C o nti n u o us d at a will b e d es cri b e d usi n g d es cri pti v e st atisti cs: n u m b er of o bs er v ati o ns ( n), m e a n,  

st a n d ar d d e vi ati o n ( S T D), m e di a n, mi ni m u m, a n d m a xi m u m. Fr e q u e n ci es a n d p er c e nt a g es will 

b e  us e d f or s u m m ari zi n g dis cr et e ( c at e g ori c al) d at a. W h e n c at e g ori c al d at a ar e pr es e nt e d, t h e 

p er c e nt  will b e s u p pr ess e d w h e n t h e c o u nt is z er o. T h e d e n o mi n at or f or all p er c e nt a g es, u nl ess 

ot h er wis e  s p e cifi e d, will b e t h e n u m b er of s u bj e ct s i n t h e s p e cifi e d a n al ysis p o p ul ati o n.  

F or t h os e s u m m ar y t a bl e s i n w hi c h b as eli n e a n d c h a n g e fr o m b as eli n e m e a s ur e m e nts will b e  

pr es e nt e d, t h e b as eli n e is d efi n e d s u bj e ct t o e a c h s p e cifi c a n al ysis.  

S af et y d at a will b e a n al y z e d usi n g t h e o bs er v e d d at a. Missi n g v al u es will n ot b e i m p ut e d u nl ess  

o t h er wis e st at e d. 

If a d diti o n al a n alys es ar e r e q uir e d t o s u p pl e m e nt t h e pl a n n e d a n al ys es d es cri b e d i n t his S A P aft er  

d at a b as e l o c k, t h e y m a y b e p erf or m e d a n d will b e i d e ntifi e d i n t h e C S R.  

St atisti c al a n al ys es a n d s u m m ari es will b e p erf or m e d usi n g S A S ® V ersi o n 9. 3 or gr e at er or ot h er  

v ali d at e d st atisti c al s oft w ar e as r e q uir e d.  

7. 2 R a n d o mi z ati o n a n d U n bli n di n g  

S u bj e cts 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 e l 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.  
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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. 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. 

7.3 Sample Size  

For sample size justification, reference corresponding study protocols. 

Originally planned sample sizes per arm for each of the studies are listed below: 

Study Treatment A: Rifaximin DR 

Tablets 800 mg BID 

Treatment B: Placebo BID 

RECD3125 330 330 

RECD3126 330 330 

 

Both studies will be terminated early therefore the actual sample size may vary.  

7.4 Interim Analyses and Data Monitoring 

No interim analyses are planned for this study. 

7.5 Analysis Population  

The Intent to Treat (ITT) population will include all randomized subjects who take at least one 

dose of study drug. 

The analyses of baseline characteristics, efficacy and safety will be performed for the ITT 

Population. 
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 7. 6 D e m o g r a p hi c s a n d St u d y S u m m a r y  

7. 6. 1 S u bj e ct Di s p ositi o n   

S u bj e ct dis 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.  

 7. 6. 2 D e m o g r a p hi cs a n d B as eli n e Di s e as e C h a r a ct e ri sti 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: 

7. 6. 2. 1 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 ( His 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 Afri 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 ”;  

•  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).  

7. 6. 2. 2 B a s eli n e Dis e a s e C h a r a ct e risti cs  

B as eli n e dis e as e c h ar a ct eristi cs list e d b el o w 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 a n d o v er all usi n g t h e I T T p o p ul ati o n.  
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•  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 es  

•  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 as e  

•  P r e vi o us st er oi d us e ( d os e, d ur ati o n)  

•  P r 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)  

7. 6. 3 P r ot o c ol D e vi ati o ns   

All pr ot o c ol d e vi ati o ns will b e list e d b y s u bj e ct.  

7. 6. 4 M e di c al Hist o r y  

All c urr e nt m e di c al c o n diti o n a n d/ or ot h er si g nifi c a nt m e di c al hist or y will b e c o d e d usi n g 

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) V ersi o n 2 1. 0, list e d b y tr e at m e nt, 

r e p ort e d t er m, S yst e m Or g a n Cl ass, a n d Pr ef err e d T er m i n a s u bj e ct d at a listi n g. 

7. 7 Effi c a c y A n al y sis  

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 er 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 e s 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 cripti v e a n al ysis’ or ‘ d es c ri 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 ers). 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 p o p ul ati o n. All effi c a c y a n al ys es 

will a dj ust f or c o u ntr y.  

7. 7. 1 P ri m a r y Effi c a c y A n al ysi s   

 7. 7. 1. 1 I n d u cti o n P h a s 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 
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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 

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 for 

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 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 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.  

7. 7. 1. 2 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 ec 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 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 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 eo 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.  
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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 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 e s 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 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 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 cli ni c al 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 ver 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 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 ac 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.  

7. 7. 2 S e c o n d a r y Effi c a c y A n al ysi s  

 7. 7. 2. 1  Bi n a r y o ut c o m es  

A n al ysis 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 . It i n cl u d es: 

•  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. 

•  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.  
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•  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 wit h S E S -C D s c or e of 0 at W e e k 5 2.  

•  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 as a r e d u cti o n of at l e a st 1 0 0 p oi nts fr o m t h e b as eli n e C D AI 

s c or e.  

7. 7. 2. 2 Ti m e t o d u r a bl e r es p o ns e  

T i m e u ntil d ur a bl e r es p o ns e e n d p oi nts i n cl u d 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 eri o d.  

•  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 eri o d.  

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 visit 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 e s 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 e s 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 uld 

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 as 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 a s n ot a c hi ev 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 es 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-
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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 e s 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.   

 7. 7. 2. 3  C o nti n u o us o ut c o m es   

C h a n g e f or m b as eli n e f or t h e c o nti n u es o ut c o m es i n cl u d e:  

•  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.  

•  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) 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 c o nti n u o us o ut c o m es will b e a n al y z e d b y f itti 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 as 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 h e 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.  

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: Cr o h n’s dis e as e ( W P AI: C D)  is 

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.  

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 or s 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 a s 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)]  
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•  % 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 gin 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.  

  7. 7. 2. 4 Ti m e t o e v e nt   

Ti m e t o e v e nt r el at e d e n d p oi nts i n cl u d 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.  

•  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 t o e v e nt d at a (f or e x a m pl e, ti m e t o cli n i 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.  

If t h e pri m ar y effi c a c y e n d p oi nts ar e n ot st atisti c all y si g nifi c a nt, d es cri pti v e a n al ysis will b e 

p erf or m e d f or all s e c o n d ar y effi c a c y e n d p oi nts.  

  

 7. 8 S af et y A n al y s es  

7. 8. 1 E xt e nt of E x p os u r 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  a n d  t h e d ur ati o n of e x p os ur e t o st u d y dr u g 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 ( n, m e a n, m e di a n, S D, mi ni m u m, a n d m a xi m u m 

v al u es).  E xt e nt of e x p os ur e is d efi n e d as l ast d os e of st u d y dr u g –  first d o s e of st u d y dr u g + 1. 

7. 8. 2 T r e at m e nt C o m pli a n c e  a n d M o difi c ati o ns  

Tr e at m e nt c o m pli a n c e f or t h e rif a xi mi n us e will b e c al c ul at e d usi n g t h e f oll o wi n g al g orit h m:  

P er c e nt o v er all c o m pli a n c e f or t h e rif a xi mi n us e will b e c al c ul at e d as: 1 0 0 *(t ot al n u m b er of 

t a bl ets dis p e ns e d –  t ot al n u m b er of t a bl ets r et ur n e d)/(4  x t ot al e xt e nt of e x p os ur e [ as d efi n e d i n 

S e cti o n 7 .8 . 1. a b o v e]). 
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C o m pli a n c e will b e d efi n e d f or a s u bj e ct as t h e r e c ei pt of at l e ast 8 0 % a n d n o m or e t h a n 1 2 0 % of 

t h e e x p e ct e d t a bl ets.   

C al c ul at e d o v er all c o m pli a n c e a n d 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 b y tr e at m e nt 

gr o u p ( n,  m e a n, m e di a n, S D, mi ni m u m, a n d m a xi m u m v al u es).  T h e n u m b er a n d p er c e nt of 

c o m pli a nt a n d  n o n c o m pli a nt s u bj e cts b as e d o n t h e c al c ul at e d o v er all c o m pli a n c e will b e 

s u m m ari z e d b y tr e at m e nt  gr o u p.  

7. 8. 3 A d v e rs e E v ets  

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).  

7. 8. 3. 1 T r e at m e nt -E m e r g e nt A d v e rs e E v e nt s  

A  n o n -f at al A E is c o nsi d er e d as a tr e at m e nt e m er g e nt a d v ers e e v e nt ( T E A E), if t h e st art d at e of 

t h e A E is wit hi n t h e p eri o d of first d os e d at e of st u d y m e di c ati o n a n d l ast d os e d at e of st u d y 

m e di c ati o n pl us fi v e d a ys .  A f at al A E is c o nsi d er e d T E A E if t h e st art d at e of t h e A E is wit hi n 

t h e p eri o d of first d os e d at e of st u d y m e di c ati o n a n d l ast d os e of st u d y m e di c ati o n pl us 3 0 d a ys. 

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 a ri 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 will 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.  

I n c as e of i n c o m pl et e or missi n g A E d at es, t h e st a n d ar d S ali x esti m ati o n r ul e for A Es will b e 

f oll o w e d i n or d er t o d et er mi n e w h et h er a n A E s h o ul d b e c o nsi d er e d tr e at m e nt-e m er g e nt. If t h e 

A E c at e g or y still c a n’t b e d et er mi n e d, t h e A E will b e c o nsi d er e d as T E A E. T h e o ns et d at es 

r e p ort e d i n t h e C R F will b e pr es e nt e d i n t h e listi n gs. 

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  
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•  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.  

7. 8. 3. 2 T r e at m e nt -E m e r g e nt A d v e rs e E v e nt s  b y I nt e nsit y  

A d v ers e e v e nts ar e c at e g ori z e d f or s e v erit y b y t h e i n v esti g at or as “ Mil d ”, “ M o d er at e ” or 

“ S e v er e ”. T h e fr e q u e n c y of T E A Es b y i nt e nsit y will b e s u m m ari z e d b y b o d y s yst e m, a n d 

pr ef err e d t er m, o v er all a n d b y tr e at m e nt gr o u p.  T E A Es wit h missi n g i nt e nsit y will b e c o nsi d er e d 

‘ S e v er e’ i n t h e t a b ul ar s u m m ari es b ut d at a listi n gs will s h o w s e v erit y list e d as missi n g.  I n c as e 

of m ulti pl e T E A Es f or t h e s a m e b o d y s yst e m a n d pr ef err e d t er m f or t h e s a m e s u bj e ct, o nl y t h e 

T E A E wit h t h e m a xi m u m i nt e nsit y will b e c o u nt e d i n t h e t a bl e.   

7. 8. 3. 3 T r e at m e nt -E m e r g e nt A d v e rs e E v e nt s  R el at e d t o St u d y D r u g  

R el at e d A Es ar e t h e A Es wit h “r el at e d ” f or c a us alit y. T E A Es wit h missi n g r el ati o ns hi p t o st u d y 

dr u g will b e c o nsi d er e d “r el at e d ” i n t h e t a b ul ar s u m m ari es b ut d at a listi n gs will s h o w 

r el ati o ns hi p as missi n g. 

  7. 8. 3. 4 All T r e at m e nt -E m e r g e nt S e ri o u s A d v e rs e E v e nts  b y I nt e nsit y  

A n y A E r e p ort e d as s eri o us i n C R F will b e r e p ort e d a s a S A E. T h e cli ni c al d at a b as e will b e 

r e c o n cil e d wit h t h e s eri o us a d v ers e e v e nt d at a b as e (fr o m t h e S ali x S af et y d e p art m e nt) b ef or e 

d at a b as e l o c k.  

All tr e at m e nt -e m er g e nt S 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 pr ef err e d t er m, o v er all 

a n d b y tr e at m e nt g r o u p. 

7. 8. 3. 5 T r e at m e nt -E m e r g e nt A d v e rs e E v e nt s L e a di n g t o St u d y P r e m at u r e 

Dis c o nti n u ati o n  

All T E A Es t h at l e d t o s u bj e ct dis c o nti n u ati o n fr o m t h e st u d y will b e s u m m ari z e d a n d list e d 

s e p ar at el y.  

7. 8. 4 Cli ni c al L a b o r at o r y E v al u ati o ns  

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. 

All p ot e nti all y cli ni c all y si g nifi c a nt v al u es f or cli ni c al l a b or at or y t ests will b e ass ess e d b y t h e  

i n v esti g at or. O ut of r a n ge l a b or at or y v al u es t h at m a y b e p ot e nti a ll y cli ni c all y si g nifi c a nt will b e 

fl a g g e d f or r e vi e w. 
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7. 8. 5 P ri o r a n d C o n c o mit a nt M e di c ati o ns  

Pri or m e di c ati o ns ar e d efi n e d as m e di c ati o ns t h at st o p pri or t o t h e first d os e of st u d y dr u g. 

C o n c o mit a nt m e di c ati o ns ar e d efi n e d as m e di c ati o ns t h at ( 1) st art b ef or e t h e first d os e of st u d y 

dr u g a n d ar e c o nti n ui n g at t h e ti m e of t h e first d os e of st u d y dr u g, or ( 2) st art o n or aft er t h e d at e 

of t h e first d os e of st u d y dr u g.  

Pri or a n d c o n c o mit a nt m e di c ati o ns w ill b e c o d e d usi n g t h e W orl d H e alt h Or g a ni z ati o n ( W H O) 

Dr u g E n h a n c e d Di cti o n ar y (M ar c h 2 0 1 8 V ersi o n)  a n d list e d b y r e p ort e d t er m a n d A n at o mi c al 

T h er a p e uti c Cl ass ( A T C) cl assifi c ati o n. M e di c ati o ns will b e list e d b y s u bj e ct i n cl u di n g t h e st art 

a n d e n d d at es,  or w h et h er it is o n g oi n g, d os e, u nit , a n d i n di c ati o n.  

7. 8. 6 Vit al Si g n M e as u r e m e nts  

Vit al si g n m e as ur e m e nts 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. F or e a c h  

s u m m ar y t h e n u m b er, m e a n, m e di a n, st a n d ar d d e vi ati o n, mi ni m u m, a n d m a xi m u m v al u es will  b e 

pr es e nt e d b y tr e at m e nt a n d st u d y p h as e.  

7. 8. 7 P h ysi c al E x a m  

P h ysi c al e x a mi n ati o n d at a will b e list e d.  

7. 8. 8 E l e ct r o c a r di o g r a m ( E C G) 

E C G p ar a m et ers will b e s u m m ari z e d b y tr e at m e nt gr o u p usi n g d es cri pti v e st atisti cs. I n or d er  t o 

ass ess t h e Q T i nt er v al d at a, c orr e ct e d Q T ( Q T c) v al u es will b e c al c ul at e d b as e d o n t h e f oll o wi n g 

m et h o ds.  

1) Fri d eri ci a’s c orr e cti o n: Q T c = Q T/ R R 0. 3 3,  

2) B a z ett’s C orr e cti o n: Q T c = Q T/ R R 0. 5 , 

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

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

7. 9 Cli ni c al bi ol o g y  

O nl y a p orti o n of cli ni c al bi ol o g y d at a will b e a v ail a bl e at t h e ti m e of d at a b as e l o c k. Fi n al 

cli ni c al bi ol o g y a n al ysis/ s u m m ar y o ut p uts will b e g e n er at e d w h e n all cli ni c al bi ol o g y d at a ar e  

a v ail a bl e.  

 7. 1 0 S t atisti c al a n d a n al yti c al iss u es  

7. 1 0. 1 H a n dli n g of D r o p o uts o r M is si n g D at a   

Missi 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 n si 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:  

7. 1 0. 2 L ast O bs 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.  

 

7. 1 0. 3 I m p ut ati o n  R ul es f o r P a rti al o r Mi ssi n g D at es  

I m p ut ati o n of p arti al d at e s will b e m a d e f or A E o n s et a n d st o p d at es, st art a n d e n d d at es of 

c o n c o mit a nt m e di c ati o n, st art d at e of s u bs e q u e nt a nti c a n c er  t h er a p y, d at e of i niti al di a g n osis a n d 

d e at h d at e. If d at es ar e c o m pl et el y missi n g, n o  i m p ut ati o n will b e m a d e. F or a n y p arti al d at e wit h 

missi n g y e ar, n o i m p ut ati o n will b e  m a d e.  

T h e g e n er al r ul e f or i m p ut ati o n is:  

•  If o nl y d a y is missi n g, t h e n t h e 1 5t h of t h e m o nt h will b e us e d.  

•  If o nl y y e ar is pr es e nt, t h e n J u n e 3 0t h will b e us e d. 
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If s u c h i m p ut ati o n d at e f or i niti al di a g n osis is o n or aft er d at e of first d os e, t h e n d at e of first d os e 

–  1 will b e us e d. If s u c h i m p ut e d d at e f or s u bs e q u e nt a nti c a n c er t h er a pi es  i s b ef or e d at e of l ast 

d os e, t h e n d at e of l ast d os e + 1 will b e us e d.  If t h e i m p ut e d d at e is f or a n A E st art d at e a n d is i n 

t h e s a m e y e ar a n d m o nt h as b ut b ef or e t h e first d o s e d at e, t h e n t h e first d os e d at e will b e us e d, or 

if t h e i m p ut e d A E st art d at e is aft er t h e A E e n d d at e, t h e n t h e A E e n d d at e will b e us e d. If t h e 

i m p ut e d d at e is f or a n A E st art d at e a n d is i n t h e s a m e y e ar a n d m o nt h as b ut aft er t h e l ast d os e  

d at e + 3 0 d a ys, t h e n t h e l ast d os e d at e + 3 0 d a ys will b e us e d.  

If t h e i m p ut e d d at e is f or a n A E e n d d at e a n d is aft er t h e d e at h d at e, t h e n t h e d e at h d at e will b e 

us e d, or if t h e i m p ut e d A E e n d d at e is b ef or e t h e A E st art d at e, t h e n t h e A E st art  d at e will b e 

us e d.  

E v er y eff ort will b e m a d e t o o bt ai n c o m pl et e d at e s f or d e a t hs. If b ot h m o nt h a n d d a y ar e missi n g 

f or d e at h d at e or a d e at h d at e is t ot all y missi n g, d o n ot i m p ut e a n d c e ns or t h e s u bj e ct s ur vi v al 

ti m e. If d e at h y e ar a n d m o nt h ar e a v ail a bl e b ut d a y is missi n g, t h e f oll o wi n g al g orit h m will b e 

us e d:  

•  If m m y y y y f or l ast c o nt a ct d at e = m m y y y y f or d e at h d at e, s et d e at h d at e t o t h e d a y aft er 

t h e l ast c o nt a ct d at e. 

•   If m m y y y y f or l ast c o nt a ct d at e < m m y y y y f or d e at h d at e, s et d e at h d at e t o t h e first d a y 

of t h e d e at h m o nt h.  

•  If m m y y y y f or l ast c o nt a ct d at e > m m y y y y f or d e at h d at e, d at a err or a n d d o n ot i m p ut e. 

7. 1 1 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 d iti 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 its 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. 
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8  C H A N G E S F R O M P R O T O C O L -S P E CI FI E D A N A L Y S E S  

 B e c a us e b ot h st u di es will b e t er mi n at e d e arl y a n d f or t h e p ur p os e of  a b br e vi at e d C S R o ri gi n all y pl a n n e d 

e v al u ati o ns  t h at will n ot b e p erf or m e d  i n cl u d e: 

A d diti o n al a n al ysis of S e c o n d ar y Effi c a c y E n d p oi nts :  

•  L o n git u di n al a n al ysis usi n g a mi x e d m o d el of 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.  

•  D et er mi n ati o n 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 

•  C o m p ari s o n of 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 e s p o n d ers t o 

t h e c o-pri m ar y e n d p oi nts vi a Wil c o x o n r a n k -s u m t est  

 A n al ysi s E x pl or at or y E n d p oi nt s:  

•  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.  

o  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.  

o  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.  

Cli ni c al L a b or at or y A ss ess m e nts:  

•  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 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.  

El e ctr o c ar di o gr a m  

•  Q T c orr e cti o n b as e d o n li n e ar r e gr essi o n t e c h ni q u e s 

T h es e c h a n g es will b e d o c u m e nt e d i n t h e Cli ni c al St u d y R e p ort  
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