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Clinicaf Trials.gov archive 

History of Changes for Study: NCT02407236 

A Study to Evaluate the Safety and Efficacy of Ustekinumab Induction and Maintenance Therapy in Participants With Moderat 
Severely Active Ulcerative Colitis (UNIFI) 

Latest version {submitted Janua[Y..l~ on ClinicarTrials.92!{ 

A study version is represented by a row in the table. 

Select two study versions to compare. One each from columns A and B. 

Choose either the ·Merged" or "Side-by-Side· comparison format to specify how the two study versions are to be displayed. The Side-by-Side format only applies to the Protocol section of th 

Click ·compare· to do the comparison aOO show the differences. 

Select a version's Submitted Date link to see a rendering of the study for that version. 

The yelk)w A/B choices in the table indicate the study versions currently compared below. A yelk>w table row indicates the study version currentty being viewed. 

Hover over the ' Recruitment Status· to see how the study's recruitment status changed. 

Study edits or deletions are displayed in fee. 

Study additions are d isplayed in green . 

Study Record Versions 

Version A B Submitted Date Changes 

0 0 March 30 2015 None (eartiest Version on record) 

2 0 0 M il20 2015 Study Status 

3 0 0 May 11 2015 Study Status 

4 0 0 June 1 2015 Study Status 

5 0 0 Jyty 14 2015 Study Status 

6 0 0 AOOIJst 11 2015 Study Status and contacts/Locations 

7 0 0 Sentemoor 23 2015 Contacts/1..ocatioos and Study Status 

8 0 0 October 16 2015 Recruitment Status, Contacts/1..ocatioos and Study Status 

9 0 0 November 6 2015 Contacts/1..ocatioos and Study Status 

10 0 0 November 27 2015 Contacts/1..ocatioos and Study Status 

11 0 0 December 21 2015 Contacts/1..ocatioos and Study Status 

12 0 0 .Jaiwal:ill...2 Contacts/1..ocatioos and Study Status 

13 0 0 Eebmarv 2 2016 Contacts/1..ocatioos and Study Status 

14 0 0 Februa[ill 2016 Contacts/1..ocatioos and Study Status 

15 0 0 March 15 2016 Contacts/1..ocatioos and Study Status 

16 0 0 .e,ir1I 5 .l!!1§. Contacts/1..ocatioos and Study Status 

17 0 0 APci122 20]6 Contacts/1..ocatioos and Study Status 

18 0 0 Mil~ Contacts/1..ocatioos and Study Status 

19 0 0 ,June 1 2016 Contacts/1..ocatioos and Study Status 

20 0 0 Ju11~ 22 -1Q!!! CU1 1laci:sll....uw100f1~ CHK.l Slm.ly S tc1lu:s 

21 0 0 ill!.'ill 2016 Contacts/1..ocatioos and Study Status 

22 0 0 a._lJ!l!!fil.12016 Contacts/1..ocatioos and Study Status 

https://cInicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 1/28 
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Version I A BI Subm~ted Date Changes 

23 0 0 August 24 2016 Contacts/locations and Study Status 

24 0 0 October 14 2016 Contacts/locations and Study Status 

25 0 0 November 12 2016 Contacts/locations, Study Status and Oversight 

26 0 0 December 12 .2il1n Contacts/locations and Study Status 

27 0 0 fwllactlll..2ll1I Contacts/locations and Study Status 

28 0 0 MalJ:ll.1ll ..2lllI Study Status and Contacts/Locations 

29 0 0 March 21 2017 Contacts/locations and Study Status 

30 0 0 ~il20 2017 ----- Contacts/locations, Study Status and Oversight 

31 0 0 Ml!Y .. 1JLl!ill Study Status and contacts/Locations 

32 0 0 .!wUJ ..2lllI Contacts/locations and Study Status 

33 0 0 .wlx.11..2ll1I Study Status and Contacts/Locations 

34 @ 0 6ww1.Jl..2ll1I Contacts/locations and Study Status 

35 0 @ September 6 2017 Recru~ent status, Contacts/locations, Study status and Study Design 

36 0 0 November 28 2017 Study Status and Contacts/Locations 

37 0 0 Februa[Y. 26 2018 Study Status and Contacts/Locations 

38 0 0 Mlw:ll.21..2ll1Jl Study Status and Study Design 

39 0 0 &1911illJ..2ll1Jl Study Status and Study Design 

40 0 0 ~..2ll1Jl Study Status 

4 1 0 0 October 31 2018 Study Design and Study Status 

42 0 0 November 28 2018 Study Status and Study Design 

43 0 0 March 21 2019 Study Status and Study Design 

44 0 0 All1il.1J!..2il.1.9. Study Status and Contacts/Locations 

45 0 0 Maill..2il.1.9. Study Status and Study Design 

46 0 0 .!wUJ..2il.1.9. Study Status 

H 0 0 Aygust 8 2019 Study Status 

48 0 0 August 26 2019 Arms and Interventions and Study Status 

49 0 0 October 31 2019 Study Status 

► Results Subfrissioo Events 

50 0 0 December 20 2019 Outcome Measures, Study Status, More Information, Document Section, Adverse Events, Baseline Characteristics, Participant Flow and Study 

Design 

51 0 0 ~ .2ll2ll. Study Status 

52 0 0 Ewllillill .2ll2ll. Study Status and Contacts/Locations 

53 0 0 March 17 2020 Study Status 

54 0 0 April 14 2020 Study Status and Contacts/Locations 

55 0 0 Ml!ill 2020 Study Status 

56 0 0 .wlll.1.2ll2ll. Study Status 

57 0 0 .:lll~.2ll2ll. Study Status and Contacts/Locations 

58 0 0 ~.2ll2ll. Study Status 

https://clinicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 2/28 
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Version I A I BI Subm~ted Date Changes 

59 0 0 November 24 2020 Study Status 

60 0 0 December 22 2020 Contacts/Localioos and Study Status 

61 0 0 Janua[Y...1J! 2021 Study Status 

62 0 0 Mlw;h1Jl..2!l.2.1 Study Status 

63 0 0 .&.lril..12..202.1 Study Status 

64 0 0 MalU.1..202.1 Study Status 

65 0 0 June 7 2021 Study Status 

66 0 0 July 6 2021 Study Status 

67 0 0 a..!Jg!!fil.1.l!Jll Contacts/Locatioos and Study Status 

68 0 0 Augw.ll..202.1 Study Status 

69 0 0 ~ntember 28 .li221 Study Status 

70 0 0 ~..202.1 Study Status 

71 0 0 November 23 2021 Study Status 

72 0 0 February 2 2022 Recruitment status and Study Status 

73 0 0 li..lJgUSt 2 2022 Study Status and Contacts/Locations 

74 0 0 Novemher 29 ;iQ22 Adverse Events, Participant Flow, Baseline Characteristics, Study Status, Document Section and More Information 

75 0 0 ~ ..2ll2l Study Status 

Compare I Comparison Format: 
@ Merged 

0 Side-by-Side 

J Compare v33 to v34 I 

..,. Study Identification 

Unique Protocol ID: CR106920 

Scroll UP.: to access the controls 

Changes (Merged) for Study: NCT02407236 

August 8, 2017 (v34) -- September 6, 2017 (v35) 

Changes in: Study Status, Study Design and Contacts/Locations 

O Show only changed modules 

Brief Title: A Study to Evaluate the Safety and Efficacy of Ustekinumab Induction and Maintenance Therapy in Participants With Moderately tc 

Severely Active Ulcerative Colitis (UNIFI) 

Official Title: A Phase 3, Randomized, Double-blind, Placebo-controlled, Parallel-group, Multicenter Protocol to Evaluate the Safety and Efficacy 

Ustekinumab Induction and Maintenance Therapy in Subjects Wrth Moderately to Severely Active Ulcerative Colitis 

Secondary IDs: 2014-005606--38 [EudraCT Number] 

CNTO1275UCO3001 [Janssen Research & Development, LLC] 

..,. Study Status 

Record Verification: At1gt1!!! 2917 September 2017 

Overall Status: ReeRfitiR!t Active, not recruiting 

Study Start July 10, 2015 

Primary Completion: April 12, 2018 [Anticipated] 

Study Completion: October 13, 2021 [Anticipated] 

First Submitted: March 30, 2015 

https://clinicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 3/28 
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First Submitted that March 30, 2015 

Met QC Criteria: 

First Posted: April 2, 2015 [Estimate] 

Last Update Submitted that A111111!!1 0, 28H September 6,~7 

Met QC Criteria: 

History of Changes for Study: NCT02407236 

Last Up:late Posted: ~ September 8, 2017 (Actual] 

,.. Sponsor/Collai>orators 

Sponsor: Janssen Research & Development , LLC 

Responsible Party: Sponsor 

Collaborators: 

,.. Oversight 

U.S. FDA-regulated Drug: 

U.S. FDA-regulated Device: No 

Data Monitoring: Yes 

,.. Study Description 

Brief Summary: The purpose of this study is to evaluate the efficacy and safety of ustekinumab as intravenous (IV: into the vein) infusion in inductio 

in participants with moderately to severely active Ulcerative Colitis (UC) and as subcutaneous (SC) administration in maintenance , 

participants with moderately to severely active Ulcerative Colitis (UC) who have demonstrated a clinical response to Induction treat 

with IV ustekinumab. 

Detailed Description: This is a Phase 3, randomized (assignment of study drug by chance), double-blind (neither the participant or study staff will know ti 

identity of study drugs), placebo-controlled (placebo is an inactive substance that is compared with a drug to test whether the drug 

real effect in a clinical trial), parallel-group (a medical research study comparing the response in 2 or more groups of participants re 

different interventions), multi-center (more than one clinical srte will work on a medical research study), protocol of ustekinumab. Tt 

protocol will consist of 2 studies: an Induction study and a Maintenance study with unique endpoints. Screening period will be up to 

Weeks. Induction study will be at least 8 weeks duration for each participant. Participant wrth clinical response in the Induction stud 

be eligible for the Maintenance study. The Maintenance study will be 44 weeks duration. After completion of the maintenance stud~ 

term extension will follow eligible participants fcr an additional 3 years. Clinical remission will be evaluated at Week 8 in the lnducti, 

study. Clinical remission among ustekinumab Induction responders will be evaluated at week 44 in the Maintenance study. Particip 

safety will be monrtored throughout. 

,.. Conditions 

,.. Study Design 

Cundiliurr.:;_ Colili:;, U Jt;era live 

Inflammatory Bowel Diseases 

Keywords: Ustekinumab 

Inflammatory Bowel Diseases (IBD) 

Colitis, Ulcerative 

Study Type: lnterventional 

Primary Purpose: Other 

Study Phase: Phase 3 

lnterventional Study Model: Parallel Assignment 

Number of Arms: 10 

Masking: Double (Participant, Investigator) 

Allocation: Randomized 

Enrollment QIS1 [< liei~a~ OOG [A ctual] 

https://clinicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 4/28 
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• Arms and Interventions 

Arms 

Placebo Comparator: Induction Study - Placebo Intravenous (IV) 

Participants will be randomized to receive single dose of placebo as Intravenous (IV: into the 

vein) infusion at Week 0. Participants with clinical response at Week 8 will be eligible to enter 

the Maintenance study, but will not be randomized. 

Experimental: Induction Study- Ustekinumab 130 milligram (mg) IV 

Participants will be randomized to receive single dose of ustekinumab 130 mg as IV infusion at 

Week 0. Participants with clinical response at Week 8 will be eligible to enter the Maintenance 

study and wil be randomized. 

Experimental: Induction Study - Ustekinumab 6 mg/kg IV 

Participants will be randomized to receive ustekinumab approximating 6 mg/kg of body weight, 

as intravenous infusion at Week 0. Participants with clinical response at Week 8 will be eligible 

to enter the Maintenance study and will be randomized. 

Induction Study- Placebo- Nonresponsders at Week 8 

Participants without clinical response to placebo at Week 8 will receive a single IV infusion of 

ustekinumab approximating 6mg/kg along with matching subcutaneous (SC) placebo (to 

maintain the blind). Participants in clinical response at Week 16 will be eligible to enter 

Maintenance study and will be randomized. 

Induction study-Ustekinumab Nonresponders at Week 8 

Participants without clinical response to ustekinumab (130 mg or 6 mg/kg [IV]) at Week 8 will 

receive a single dose of ustekinumab 90 mg subcutaneously along with matching placebo 

intravenously (to maintain the blind). Participants in clinical response at Week 16 (that is, 

delayed responders) will be eligible to enter Maintenance study, but will not be randomized. 

Placebo Comparator: Maintenance Study - Placebo Subcutaneous (SC) 

Participants in clinical response (at Week 8 or Week 16) to Induction treatment with single IV 

infusion of Ustekinumab will be randomized to receive placebo subcutaneously, beginning 

Week O of Maintenance study through Week 44. 

Experimental: Maintenance Study - Ustekinumab 90mg SC every 12 weeks 

Participants in clinical response (at Week 8 or Week 16) to Induction treatment with single IV 

infusion of Ustekinumab will be randomized to receive ustekinumab 90 mg subcutaneously 

every 12 weeks, beginning Week O of Maintenance study through Week 44. 

Experimental: Maintenance Study - Ustekinumab 90mg SC every 8 weeks (qBw) 

Participants in clinical response (at Week 8 or Week 16) to Induction treatment with single IV 

infusion of Ustekinumab will be randomized to receive ustekinumab 90 mg subcutaneously 

every 8 weeks, beginning Week O of Maintenance study through Week 44. 

Maintenance Study - Placebo IV - Responder - Placebo SC 

Participants in clinical response to Induction treatment with IV Placebo wil receive placebo 

subcutaneously, beginning Week O of Maintenance study through Week 44. Participants are not 

randomized. 

Maintenance Study-Delayed Responder-Ustekinumab 90mg SC q8w 

Participants without clinical response to induction treatment ustekinumab (130 mg or 6 mg/kg 

[IV]) at Week 8 but in clinical response at Week 16 after receiving Induction Ustekinumab at 

week 8 (delayed responders) will receive ustekinumab 90 mg subcutaneously every 8 weeks, 

beginning 1/Veek O of Maintenance study through Week 44. Participants are not randomized. 

• Outcome Measures 

Primary Outcome Measures: 

1. Induction Study - Number of Participants With Clinical Remission 

[ Time Frame: Week 8 ) 

Assigned Interventions 

Drug: Placebo IV 

Placebo will be administered as intravenous infusion. 

Drug: Ustekinumab IV 

Ustekinumab will be administered as intravenous infus 

Week O or Week 8 in Induction Study. 

Drug: Ustekinumab IV 

Ustekinumab will be administered as intravenous infus 

Week O or Week 8 in Induction Study. 

Drug: Ustekinumab IV 

Ustekinumab will be administered as intravenous infus 

Week O or Week 8 in Induction Study. 

Drug: Ustekinumab SC 

Ustekinumab will be administered as subcutaneously. 

Drug: Placebo SC 

Placebo will be administered Subcutaneously. 

Drug: Ustekinumab SC 
Ustekinumab will be administered as subcutaneously. 

Drug: Ustekinumab SC 

Ustekinumab will be administered as subcutaneously. 

Drug: Placebo SC 

Placebo will be administered Subcutaneously. 

Drug: Ustekinumab SC 

Ustekinumab will be administered as subcutaneously. 

The global definition of Clinical remission is defined as Mayo score less than or equal to (<=) 2 points, with no individual subscore 

than (> ) 1 , for countries outside the Un~ed States (US) . r or the US, C linical remission is defined as absolute stool number <=3, a 

bleeding subscore of 0, and a Mayo endoscopy subscore of O or 1. The Mayo score is a tool designed to measure disease activi~ 

ulcerative colitis. The Mayo score ranges from Oto 12 points and consists of 4 subscores (stool frequency, rectal bleeding, finding 

flexible sigmoidoscopy and physician's global assessment), each subscore is graded from O to 3 with the higher score indicating r 

severe disease activity. 

https://clinicaltrials.gov/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 5/28 
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2. Maintenance Study - Number of Participants with Clinical Remission Among Participants in Clinical Response to IV Ustekinumab 

Induction Treatment 

[ Time Frame: Week 44 ) 

The global definition of Clinical remission is defined as Mayo score less than or equal to(<=) 2 points, with no individual subscore 

than (>) 1, for countries outside the United States (US). For the US Clinical remission is defined as absolute stool number <=3, a 

bleeding subscore of 0, and a Mayo endoscopy subscore of 0 or 1. The Mayo score is a tool designed to measure disease activi~ 

ulcerative colitis. The Mayo score ranges from Oto 12 points and consists of 4 subscores (stool frequency, rectal bleeding, finding 

flexible sigmoidoscopy and physician's global assessment), each subscore is graded from 0 to 3 with the higher score indicating r 

severe disease activity. 

Secondary Outcome Measures: 

• Eligibility 

1. Induction Study - Number of Participants with Clinical Response 

[ Time Frame: Week 8 ) 

Clinical response is defined as a decreased from Induction baseline in the Mayo score by greater than or equal to (>=) 30 percen 

and >=3 points, with either a decrease from induction baseline in the rectal bleeding subscore >=1 or rectal bleeding subscore = ( 

2. Induction Study - Number of Participants With Endoscopic Healing 

[ Time Frame: Week 8 ] 

Endoscopic healing is improvement in the endoscopic appearance of the mucosa. It will be defined as Mayo endoscopic subscori 

1. 

3. Induction Study - Mean Change From Baseline in Inflammatory Bowel Disease Questionnaire (IBDQ) Score 
[ Time Frame: Week 8 ] 

The IBDQ is a 32-item questionnaire for participants with Inflammatory Bowel Disease (IBD) that will be used to evaluate the dise 

specific health-related quality of life across 4 dimensional scores: bowel (loose stools, abdominal pain), systemic (fatigue, altered 

pattern), social (work attendance, need to cancel social events), and emotional (anger, depression, irritability). The total score ran 

from 32 to 224 with higher scores indicating better quality of life. 

4 . Maintenance Study - Number of Participants with Clinical Response Among Participants in Clinical Response to IV Ustekinumab 

Induction Treatment 

[ Time Frame: Through Week 44 ) 

Clinical response is defined as a decreased from Induction baseline in the Mayo score by greater than or equal to (>=) 30 percen 

and >=3 points, with either a decrease from Induction baseline in the rectal bleeding subscore >=1 or rectal bleeding subscore = ( 

5. Maintenance Study - Number of Participants with Endoscopic Healing Among Participants in Clinical Response to IV Ustekinumal 

Induction Treatment 

[ Time Frame: Week 44 ) 

Endoscopic healing is improvement in the endoscopic appearance of the mucosa. It will be defined as Mayo endoscopic subscori 

1. 

6. Maintenance Study - Number of Participants with Clinical Remission Among those who Achieved Clinical Remission at Maintenar 

Study Baseline 

[ Time Frame: Through Week 44 ) 

The global definition of Clinical remission is defined as Mayo score less than or equal to(<=) 2 points, with no individual subscore 

than (>) 1, for countries outside the United States (US). For the US Clinical remission is defined as absolute stool number <=3, a 

bleeding subscore of 0, and a Mayo endoscopy subscore of 0 or 1. The Mayo score is a tool designed to measure disease activi~ 

ulcerative colitis. 

7. Maintenance Study - Number of Participants with Clinical Remission and not Receiving Concomitant Corticosteroids Among thosE 

Receiving Concomitant Corticosteroids at Maintenance Baseline 

[ Time Frame: Week 44 ) 

The global definition of Clinical remission is defined as Mayo score less than or equal to(<=) 2 points, with no individual subscore 

than (>) 1, for countries outside the United States (US). For the US Clinical remission is defined as absolute stool number <=3, a 

bleeding subscore of 0, and a Mayo endoscopy subscore of 0 or 1. The Mayo score is a tool designed to measure disease activi~ 

ulcerative colitis. 

Mnimum Age: 18 Years 

Maximum Age: 

https://clinicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 6/28 
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Sex: All 

Gender Based: 

History of Changes for Study: NCT02407236 

Accepts Healthy Volunteers: No 

Criteria: Inclusion Criteria: 

,... Contacts/locations 

• Has a clinical diagnosis of Ulcerative Colitis (UC) at least 3 months before Screening 
• Has moderately to severely active UC, defined as a Baseline (Week OJ Mayo score of 6 to 12, including a Screening endoscc 

subscore of the Mayo score greater than or equal to (>=) 2 as determined by a central reading of the video endoscopy 

• Have failed biologic therapy, that is, have received treatment with 1 or more tumour necrosis factor (TNF) antagonists or 

vedolizumab at a dose approved for the treatment of UC, and have a documented history of failure to respond to or tolerate~ 

treatment; OR Be naTve to biologic therapy (TNF antagonists or vedolizurnab) or have received biologic therapy but have not 

demonstrated a history of failure to respond to, or tolerate, a biologic therapy and have a prior or current UC medication histc 

includes at least 1 of the following: a. Inadequate response to or failure to tolerate current treatment with oral corticosteroids 

immunomodulators (6-mercaptopurine [6-MP] or azathioprine [AZAD OR b. History of failure to respond to, or tolerate, at lea: 
the following therapies: oral or IV corticosteroids or immunomodulators (6-MP or AZA) OR c. History of corticosteroid depend 

(that is, an inability to successfully taper corticosteroids without a return of the symptoms of UC) 

• Before the first administration of study agent, the following conditions must be met: vedolizumab must have been discontinUE 

least 4 months and anti-tumor necrosis factors (TNFs) for at least 8 weeks 

Exclusion Criteria: 

• Has severe extensive colrtis and is at imminent risk of colectomy 

• Has UC limited to the rectum only orto <20 centimeters (cm) of the colon 
• Presence of a stoma or history of a fistula 

• Participants with history of extensive colonic resection (for example, less than 30 cm of colon remaining) that would prevent 
adequate evaluation of the effect of study agent on clinical disease activity 

• Participants with history of colonic mucosal dysplasia. Participants will not be excluded from the study because of a patholog 
finding of "indefinite dysplasia wrth reactive atypia" 

Central Contact Person: Use liHl111t the lletteH. el tla.e P"!l • • 11,, e1uolliH!j site tsee listj. II 1eu still h11.e ,iuestiens: 
Efflail: d~ld.G+@s,lo!jeAl.eo 

Study Officials: Janssen Research & Development, LLC Clinical Trial 
Study Director 

Janssen Research & Development, LLC 

Locations: United States, Alabama 

UAi, eFS~ of.0.la~affla Li, er Ge Aler 

tAeefU~~ 
Birmingham, Alabama, Unrted States ~ 

Mobile Medie11I AHd Di11!jHestie Gertter 
P,DJilAdra.';A] 

M~ Al11b11tHI!, Ull~d Stt:.to, 366H 

Ado~e GliAieal Researeh LLG 

P,','itla.dto.ml 
+YessR, AriceRa, URite8 gtates, Q§.712 

l:h,ikd Stak:,, 611lif11r11i11 

Ser;~~s GliAie La dolla 
P,OJilAdra.';A] 

United States, California 

Bie,iH [Hterpriso LLG db11 MeduiH GliHie!!I Aese11reh 

fReefU~iA!l] 
La Mirada, California, Unrted States , 98638 

foee!aFS gmaI P 1eBIeal Genter 

fReefU~iA!j] 

Los Angeles, California, United States , QQ948 

https://clinicaltrials.go11/ct2/history/NCT02407236?A=34&B=35&C=merged#StudyPageTop 7/28 
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S1:11i11eer Sei11i P.1.8. ,~ 

fReeR1itiA!I] 

History of Changes for Study: NCT02407236 

Newport Beach, California, United States ~60 

WeisfflaA MeElieal Gro1:1p 
~Milladra A] 

Sel:llh Ba•t GastFeeAleFele~· 

fReeR1~it1!1] 
Torrance, California, United States ,-OOeQa 

V!!lleje I le9pil!!I e11e Meeiesl Ol!iee9 
fReERliliA!j] 

Vallejo, California, United States ~ 

United States, Colorado 

Sell.h E>eA'leF, PG 

fReeR1~it1!1) 

Lone Tree, Colorado, United States~ 

l:lnited States, 6enneetie1:1t 

Ge1111eelie1:1t Casi! eeAlerole~ IAstittlte at BFistel I lespital 
~MillaElra A] 

BFistel, Ge1111eetie1:1t,~lel11iteEI States, 060W 

United States, Connecticut 

Ge1111eetie1:1t GI 
fReERliliA!j] 

Farmington, Connecticut, United States ;-660a2 

Chase MeElieal Reseafeh LLG 

~•~llaElrau•A] 

'l'atelbt:11), Ge1111eetiel:II, lel11iteEI Stales, 06+08 

United States, District of Columbia 

Geer!jele .. 11 U11i, I le9p~I 

fReERliliA!j] 

Washington, DC., District of Columbia, United States ~ 

Y11ilell &lales, FleFilla 

aisa GliAieal ReseaFeh 

f\',1il!'iefft,ill) 
•~aAlis, FleFiEla, lelAileEI Slates, <!3462 

GliRie!!I "Friel9 M!!ll!l!jefl ,e11t el B!!e!! Rete11 Ille. 
pntithrh;:a tcR~ 

Bees l1ete11, Fleli!le,J:J!!!lee Sl!!tes, 33128 

United States, Florida 

lelAi eFS~ sf FleFiEla 

fAell ,e~ reeRli~ 
Gainesville, Florida, United States ~ 

Flelie" Ge Iller Fer G.,st, ee11terel"!!)__ 

fReeRliliA!I] 
Largo, Florida, United States -;-'i',?iFR-

• Pl1:1s ReseaFeh 

fReeRliliA!I] 

Miami, Florida, United States <!<1144 

"El"aAeeEI ,1eE1ieal ReseaFeh GeAleF 

~~ill!j) 
Port Orange, Florida, United States ~ 

U11i,. el Sel:llh Fleli!le Mee. Gre1:1p 
fReeR1iti11g] 

Tampa, Florida, United States~ 

ShafraA GaslFeeAleFBIB!j'f GeAleF 

fReeRliliA!I] 
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Winter Par1<, Florida, United States ~ 

Flmiaa Meaieal ~ P.A. 

fRee1t1~i11!1] 

Zephyrhills, Florida, United States ~ 

United States, Georgia 

EtnOf) Uni• CfSit) 

fRee1t1ili11!1) 

Atlanta, Georgia, United States ~ 

PdlaAta GastFaeAterela§Y Assaei~es 

fRee1t1~i11!1] 
AllaAla, Gesfll~ 1,,J11ilea 6~ 3Q,H2 

Alla11ta Ge11ler Far Gaslrae11lerala!IY 

fRee1t1~i11!1] 

Decatur, Georgia, United States ~ 

Gesllee11lerel!ly ~eeieles ef GeA11t1I GA 

fReEAlilill!j) 

Macon, Georgia, United States~ 

•~a11ta Gas~ ae11lerala!t) 61'eeialisls, PG 

~~i!!!!J. 
Suwanee, Georgia, United States ~ 

United States, Idaho 

61t111B Tele11 Gesll ee11lerele§'J 

f,!1,ciiYe, 1101 reeA1iij11!1) 

Idaho Falls, Idaho, United States ;-83494 

l,l11itell &tales, llli11eis 

lla~I! esl Gashe11lersla!jisls 6.G. 

f\',1ill'lllre,m] 

A Fli11!jla11 I lei!jl!ls, llli110is, I l11ilea Stales, liQQQ!; 

United States, Illinois 

RYsl! 1,,J11i ersil'., 11eaieal Ge111er 

~ ~i11ru_ 
Chicago, Illinois, United States , liQli12 

lla~l!Sl!are 1,,J11i eFSil>j I lealll! 8', sle!R, ~ aAslBA I IBSJ'ilal 

~ ~ill!!] 
Evanston, Illinois, United States ~ 

Le,ele 1,,J11i,ersil) Mellieel Ge11ler 

~Fa A) 
"1!11 .. eeB~is~leB Sleles, 68153 

gi!jeslP·e I lealll! Researsl! GeAler :J:Ae Galle FaY11aaliaA 

fSuspe11BeB]~_ 

l,,Jm.!!!!!!, llli11ais, U11ilea 6~,.!!!!91 

United States, Indiana 

Urbana, Illinois, United States 

l11!lie11epelis 66311 ee11lerel"!l'J Reseereh Feu11e!llie11 

fReeAlilill!I) 

Indianapolis, Indiana, United States ~ 

Y11itell States, lewa 

I lllil'efSily Bf IB>"a I IBSJ'ital 8118 GlilliE 

f\',lil!aiBFenll]~-
lawa Gily, Iowa, i,,JAilea Stales, e22~2 

United States, Kansas 

I lealtl! 6eie11ee Researel! Ge11ler 

fReeftl~!I] 
P1c11L, Kc111,x,s, U11iled S l<1lt,s ~ 

United States, Kentucky 

"fli Sl!lle Ge31reeAlerele!I') Assee 

fA Eli e, 1101 reeA1iij11!1) 
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Crestview Hills, Kentucky, United States -;+!tl+7-

URiY2!;:_.ity sf ~eRlll~ 

(Ree1t1iti119] 

Lexington, Kentucky, United States~ 

URiYeFSity sf LslliSYille 627 6slllll PFesteR 61feel 

(ReertJitir,9] 

Louisville, Kentucky, United States ~ 

United States, Louisiana 

I ls1c1ma E)igesliYe I lealtll Siieeialisls LLG 

(Ree1t1iti119] 

Houma, Louisiana, United States ~ 

Ls1c1isiaAa ReseaFell GeRleF 

(Ree1t1iti119] 

Shreveport, Louisiana, United States -;-744!16 

United States, Maryland 

Gaslfe GeRleF Qf Mal) laRd 

(Ree1t1it~ 

Columbia, Maryland, United States ~ 

United States, Massachusetts 

M11ss11el-ittseth Ge11el'l!I I l0spillll_ 

(ReeFY~iRg] 
Boston 

8091011 , M11s911ehtt:,ell9, U11ile!l Sloles , ~ 

United States, Michigan 

URi. eFS~ sf MielligaR 

(Ree1t1it~ 

Ann Arbor, Michigan, United States ~ 

Gli11ieol Re:,eoreh l1191i!ttle ef Miehi9_1111, LLG 

(ReeFY~iRg] 

Chesterfield, Michigan, United States 100 47 

GeRleF fer t;ligesij e I leaMll 

~ 1'11.tfl] 

Troy, Michigan, United States , 48008 

68i11t d0:,eph Mefe) I l0spillll 

~ ~iRg] 
Ypsilanti, Michigan, United States ....!!!._!Bi' 

United States, Minnesota 

P1~e GliRie 

~ iti119] 
Rochester, Minnesota, United States ;4eOQe 

United States, Mississippi 

' IRit1eFSily sf MisS~ Jllli P1edieal GeRler 

~ iti119] 
Jackson, Mississippi, United States ~ 21 e 

blAi,eEI &&i,es, UisseYA 

','.f11shi11gt011 U11i .~ Seh00I 0f Me!liei11e 

~Mitladre R] 

Soif'II L0ttis,~~e!l Slllles..§11 B 

United States, New Jersey 

Soyth JeFSey G astF08R~eFe1Bgi,t 

~ . 11et ree1t1iti119] 
Marlton, New Jersey, United States ~ 

M0fli910n11 Me1110ri11I 

(ReeFY~iRg] 
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Morristown, New Jersey, United States , 01962 

YAitell States, Plew ¥erl1 

Albany P1eelieal GeRler 

P,',lilMfftnRl __ 

AlbaRy, ►lew ¥8111, 61RileEI ~ales, 1220B 

United States, New York 

►I¥ SeieRlifie 

(Aeli ,e,~ eeruiliR!ll 
Brooklyn, New York, United States .,J1E<l§ 

\AARlilrs~ 61Ri•,ersily I lss~ilal 

tReeru~iR!ll 

Mineola, New York, United States -;-44eG1-

Belll l9f8el Medie61 GeRler 

~Alililelrau•Rj 

New York, New York, United States~ 

MaRAaltaR ,4eelieal Researe"1 

[','mf'ldf8nRj 

►le ¥8111, ►le ¥8111, I IRileEI S~ 1001e 

►Je,. ¥8111 l.!Ri,ersil) LaR!ISRe 14eelieal GeRler 

~ 
►le ¥ell,, ►le ¥8111, I IRileEI Slales, 1001e 

ti¥\.! L!!R!j!IRe leR!l bl!!Rd GliRie!II Re9e!1,eh '°"9eei!lle9 

(ReefllffiR!ll 

"en Yeftt, "en~. \.!Riled 5~~16 

>Meill ~1edieal Gslle!Je sf GoFRell Uniz eP.Sil?; 

~ ~iRgj 
►Jew ¥8111, ,1e"' • 21 

Gslufflbia l.!Ri,.ersil)· ,4eelieal GeRler 

~ ~iRgj 

►Jew¥efl1, ►Jew¥efl1, l.!RileEI Stales, 10032 

LeROM I lill I lo9piffll 

(ReeF11ffiR!ll 

"en Yeftt, "en Yeftt, URiled 5 5 

l"refflier Meelieal Greu~ sf 1"1e I luElssR VallB'J' 

(Aeli ,e,.M!_feeruiliRgj 

Poughkeepsie, New York, United States ;-42691-

l.!RiYersily sf 

tReeru~iRgj 

Rochester 

FlsEResler , ►Jew ¥eFl1, 61RileEI Slales , 44942 

SloR~ Breolt URi,eF9i\) Medie61 GeRleF PN 
~Alililelra 'Rl 

SloR~ Broolt, "en Yeftt, URil ed 511119,J!l01 

MsRlefisRe Meelieal GeRler 

t5u9peRdedj 

The Bronx, New York, United States ~ 161 

United States, Ohio 

Gre!lle, GiReiRR!l!i G!l9troeR!erolom A990ei!llio11, IRe. 

(ReefllffiR!ll 

Cincinnati, Ohio, United States ~ 

Great balms GaslloenteFolo!fJ 

~~reerui~ 
Mentor, Ohio, United States 110e0 

YAitell States, Qldaheffla 

Old!lhORl!I Foi,Rd!llioR lo, Digoli,e Roe!ll'Ch 

P,llJililelra,•,Rj 

Oltl!lhOR i!I Gil), Old!lhOffl!I, URiled Sl!lle9,~0~ 

United States, Oregon 
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Pjeflhnest Gssll eer,tefele!li Glinie 

fReeR1ilin!I] 

History of Changes for Study: NCT02407236 

Portland, Oregon, United States ~ 

United States, Pennsylvania 

benlral B11elm S~eeialisls 

~ ilifl!I] 
Doylestown, Pennsylvania, United States ~ 

Per,r, Sl!lte I lefflhe,~!liesl Ger,ter 

fReeR1ilin!I] 

Hershey, Pennsylvania, Unrted States~ 

blni11eFSily sf Penn5'1•IYania i:>eFelman Seheel ef Meeisine 

fReeR1ilin!I] 
Philadelphia, Pennsylvania, Unrted States ~ 

delleFSen Di!lesli•1e Disease 6e1Yise 

['A1itMf!lnr,] 

12hilaeel~hia, i:>enns,l,ania, Unilee Slales, 1Q1Q7 

ler,,ple Ur,i,efsi~ I lespil!II 

fReERliliA!j] 

(>l!lhrie P4eeieal Gre11~.Ef 
fReERliliA!j] 

Sayre, Pennsylvania, United States ~ 

YAitul States, &e11*h GaFeliAa 

Set!llieest Mediesl Resesl'els 
P,Ati!Aeiau•n] 

Pjefll'l Ghsllester,, Sei,!h 611~ , Ur,ited 61~ 86 

b'Ritefl States, Tennessee 

GJ;iattaAas§a P 1edieal J:leseaFeA 
p.omf'ldf!lnr,] 

b hallanss!ja, lennessee, blnitee Slales, 31194 

United States, Tennessee 

Gaslre Gne 
fReERliliA!j] 

Germantown, Tennessee, United States 38138 

Nashville 

Plash,,ille , lennessee, I lnilee Slates , rn 

~ 

fReeRliliA!I] 

Pjssh.ille, ler,r,essee,~ !I Sl!ltes, 3i':23~ 

YAitell &•ates, Teuas 

~ f!lnr,] 
A 11slin, leuas, blnilee Slates, 7874 ~ 

Resesreh Ger,eepts 

pMi!Aeia n] 

Bell!lire, ~ Ur,ite!I Sl!ltes, 71481 

United States, Texas 

leI1as Di!je5~"e Disease b 8As11~anls 

~ ilifl!I] 
Dallas, Texas, Unrted States~ 

Bfeelte hm1 Mediesl ber,ter 
p••illad,a .,] 

Fefl Ssm I le~ster,, le~ ed S~ 78:234 

Sayler b Blle!je sf Meeieine blni11. I las~ 

fReeRlilin!I] 
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Houston, Texas, United States ;-H636 

I l8YSl8R Melhadist I laspital 

(Ree1t1iti119] 

I laYsl8R, lel!BS, idRiled 6~ , 7+Q3Q 

The ldRi·,ersity OfleKBS Medisal 6ehaal NI la~slaR 

(ReertJitir,9] 

I laYsl8R, lel!BS, ldRited Stales, 7+Q3Q 

le>tfts Digesti,e Disee~ 

(ReeftlitiR!I] 

Irving, Texas, United States ..l_6839 

DaFRBII AKA~ 68FRFR I laspital IRteFRBI MedieiRe 

(\',1il!aidFOnfl] 

KilleeR, le~,.!::!!!!!ed 6~.~4 4 

GastreeRterele~ GliAie Of SaR A RteRie PA 

(Aeti,e~ fCeftli~ 

San Antonio, Texas, Unned States ~ 

Ur,i,el'!'I~ eflell!IS I le111t'i Seier,ee Ger,ter Mediesl Ed~estiefl 

P,lVilhdFB.IR] 

S!lfl A. ,ter,ie, le~~ed St!ltes,~9 

lem1s 9i!jesti»e 9isease GaRsYMaRls 

~ - r,et fCe1t1itir,9] 
Southlak", T"xas, l lnrt"t1 Stat.,,s ~ 

Qi!jeslP e I leallh 6peeialisls af T7 leF 

~itir,9] 
Tyler, Texas, United States ~ 

l:ll'liteel Stetn, l:lteh 

•speR GliRisal i::leseaFEh 

(Wil!aidFO,<fl]~-
OFeFR ldlah~ed Stales, 84Qe8 

United States, Utah 

'"'ossteh Glifliesl Rese11reh 

(i::leeftliliR!I] 

Salt Lake Cfy, Utah, Unned States ~ Oil 

Ad'laREed GliRisal i::leseaFEh 

(Ree1t1itir,9] 

West Jordan, Utah, United States , 84QBB 

Ad'laREed GliRieal i::leseaFEh 

(\'t1ill'idFOnfl] __ 

'JI.lest JareaR, ldlah, URited Slates, 84QBB 

l:ll'liteel States, \lerl'l,ol'lt 

ldRiY~ily_Qf VeFFRSRt FleteheF AlleR I leaMhe,;.Fe 

p.o,il!aidFOnfl] 

BY~iR!jl8R, VeFFRBRI, idRiled Stales, Qe4Q1 

United States, Virginia 

G11s~eefllef6le!l) Asseei11les eFFiden11ler 

(i::leeftlitiR!I] 

Chesapeake, Virginia, United States ~ 3,'0 

GaslFaeRleFala!I) /t,ssaeiates af ~laFlheFR \lif!liRia 

(Aeti .e~ee1t1itir,9] 

Fairfall, 'Gf!!iRia, ldRiled Stales, ~Q31 

GaFiliaR GliRiE 9epl.af Med. 

(Ree1t1iti!!!!l_ 

Roanoke, Virginia, Unned States ~ 

United States, Washington 

'.'iF!jiRia MasaR Medieal GeRleF 

(Ree1t1iti!!!!l_ 

Seattle, Washington, United States~ 

Fairfax, Virginia, United States 
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l:Jfli,eFS~ ef'N89hifl!llefl 

fReERlffiR!I] 

History of Changes for Study: NCT02407236 

Se111t1e, 'N119hifl!jlefl, l:Jflilee s~. 90195 

UW MedieiRe I lartleFYieY,• Medisal GeRter 

fGeFApleled] 

~ 

l:Jfli,eFS~_~ f'IS't',1 Elllflltsienfl Lieeef!'lbe I le91!!!!!,! 

~Milhdra R] 

B11fll<,'!l6nfl~r11li11, 2z'OO 

Australia 

FliRdOFS ,1edisal GeRIFO 

tQt>t!ti,leled] 

Bedford, Australia ~ 

~ 

~Milhdra R] 

Bel< I lilt, Au:itmli11, 3120 

, 1aFAbeur GeReral I lespffal 

~Milhdra A] 

GeRltal QueeRslaRdM_§,Auslralia, 4§69 

MsRash I leallh, MeRash Medisal GeRlre 

(Aeli ,e~ eeR1itin!l] 

GlayleR, .O,uslralia, 31 e8 

Concord~ 
f,!',~"0, RBI FOERlibR!j] 

Clayton, Australia 

Gef\eere PIIA,~!!lt!!!!!_, 213+ 

SaiRl'GRseRt'S I IBSl'ffal ,1elbaUFAO 

fROERlffiR!I] 

GeAlro FaF Qi!jesli e Qiseases 

~ plele<lj 

Five Dock, Australia ~ 

611Rllefffl I le9pillll Au!!lt 11li11 

fO.~ e, RBI reeRliijR!I] 

Gllffflfl, Att:!lfllli11, 2685 

Aus~A I las~ilal 

fA ~ e, RBI reeRliijR!I] 

I lt,itM~"'!I, Au~~. 388~ 

Li"OFflBBI I laspital 

(Aeli ,e, Rel reeR1ibR!l] 

Li~ OFflBBI, Australia, 217'9 

Fitzroy, Australia 

G~ Australia 

Heideluery, Au~~ali" 

Liverpool, Australia 

The Allfee I le9pillll Gliflielll Re9Cmeh l:Jfl~ lr.leelieu9 Di9Cll9C9 

f A~ O, A81 FOERli~R!I] 

Mellie~ Att9llllli11, 3884 

Ra, al MelbaurRe 

~•~lhdra11•A] 

J2a~~ ,O.usltalia 

Maler I laspital BrisbaRe 

(Aeli .e~eeRlibfl!l] 

Se>Hh BasbaAe, •uslralia, 4191 

Austria 

Melbourne, Australia 

South Brisbane, Australia 

baAdesliF8Rl'8Rhaus Sali!bUF!j, URi,ersffalslilinil,J. IRROre ,1edii!iR Ill 
fGeFApleled] 

Salzburg, Austna 

14raRliORhaus der BarFAheFi!i!jOR BRleder 61. '~Eff 

P."'ill'lem,mJ 

ist \ <eit A A Qer GlaR, A usB-ia, 03QQ 
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Alffi-Wieft 

fA Eli e, net ,eeRJilin!l] 
1,"liefl, AllSffl!I, 1990 

I laft,nanns~ital 

~Millad,a n] 

Belgium 

GZ:A 2'iehef1Rllillfl 

History of Changes for Study: NCT02407236 

Wien, Austria 

f,A,eli, e, net ,eeRJilin!l] 

Ai,h,elflell, Belgillffl, 2918 Antwerpen~gium 

~ 

f A Eli e, net ,eeRJilin!ll 

Gen~iUFA, 9009 

Az. GFeeRinge 

[,O<eli ,e, 1181 FeeRJili11gj 

Keflfijlt, Bel!jiUFA, 8600 

U11i,eF.1it, I lespifflls Lell1e11 

fReeRJ~ing] 

Ul beu en 

f,A,eli~•e, net ,eeRJiling] 

GI IG Gliniques Saint dase~A 

(Aeli ,e,~ ,ee1t1ili11gl__ 

Lie!je, Bel!jiUFA, 4999 

GI IU de Liege 

f,A,eliYe, net ,eeRJiling] 

Liege, Belgillm, 1888 

Bulgaria 

Gent, Belgium 

Kortrijk, Belgium 

Leuven, Belgium 

Liege, Belgium 

Roese!~ Belgium 

U11i1eF.1~ MullipFefile I lespiffll forAeliue lfe111ffte11I Uhll IM Or. Geef!)i Slr1111slti 

fO,eli e, net ,eeRJilin!l] 

Pie.ell, Blli!jftri!I, 6888 Pleven, Bulgaria 

Ml IAT Rausse 

fA Eli e, net ,eeRJilin!l] 

Ruu~~"~ !l"'i"~ 2 

Medieal Genie, 1 Se,.lie,ca i;ooo 
[,O<eli ,e, 1181 Fee1t1ili11gj 

6e•1lieYa, Bul!jafia, 6400 Sevlievo, Bulgaria 

Sofia, Bulgaria 

Ml IAT Talmtla I las~ital Safia 

fAee1t1~i11gj 

Safia, Bul!jafia, 16:!7 

Medie,,I Ge11ter kiloepien 

f,A,eliYe, net ,eeRJiling] 

Sefi11 ~g~,J§El.6 

P11 IP I ·us ene· ~st,aente,ala!NJ 
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MG "6yne11tts 6e~0" EOOO 

fReERlffin!j] 

5~~!l~.__ill1 

Meaieal Genier Mlaaost Mee 1 

f11 Eli e, not reeR1ilin!I] 

Ml IAf St 11arina 

fReeRl~in!j] 

Varna, Bulgaria ,oo-m 

Canada, British Columbia 

GIRi GastreintesBnal ReseareR lnsti!Yle 

f II Eli e, not reeRliBn!II 

'laneo~ sR Golu~ aaa~ 2K6 

PerGure Glinieal ReseareR Lia. 

[,O<eli ,e, net feeRlilin!J] 

'Astoria, BrilisR Gol1,1ffleia, Ganaaa, ''8'' <!IIQ 

Canada, Manitoba 

Branson Meaieal A.is Glinie 

fReERlffin!j] 

Brandon, Manitoba, Canada , R?11 Qll? 

Winnipe!j I leal!R Seienees Genii e 

[,O<eli ,e~ eeRlilin!J] 

Vancouver~ sh Columbia, Canada 

Victoria, British Columbia, Canada 

\I\Gnnipe!j, ManRoea, Ganaaa, R<!A 1 RQ Winnipeg, Manitoba, Canada 

Canada, Ontario 

lonaon I lealtR Seienees Genlte Uni.~ it; Galtlp1,1s 

f11 Eli"e, not reeRlilin!I] 

Lonaon, On~ Ganaaa, I le" 6 116 

Lonaon I lealtR Seienees Genter 

fReeRl~in!l] 

Lonaon, Ontario, Ganaaa, I le" 6'''1l 

Olfiee el l~I~ 5. ~~ 

[,",Eli, e, not reeRlilin!I] 

5ttBBttf'Y, Ontelie 60n0B0, P36 5,m 

Canada, Quebec 

t1aisonne1c1 e RoseffloAt Gast-loenteFolo!;J) 

~ yet ree1t1ilin!l] 
11ontreal, Q1,1eeee, Ganaaa, 111T 2114 

London, On~ Canada 

Sudbury, Ontario, Canada 

Montreal, Quebec, Canada 

MeGill ~nil.ef!'lit, I le0ltlai Genlre Men1te0I Generel I lespitel 

[,",EliYe, not reeRlilin!I] 

Men ,0B0, 1136 1A1 

Czechia 

I lepalo !j8Streenterolo!jie I IK s.r.o. 

~ . net ,ee1t1i~ 
I lraaee Kralo,.e, Gi!eeRia, 6QQ 12 

F0ltttlt11i nen ,eet ,iee P~en 

f11 Eli e, not reeR1ilin!I] 

Hradec Kralove, Czechia 

Pl.-en Gttehi0, 381 68 Plzen, Czecha 

11'.EM 

fReERlffin!j] 

Prague 4, Czechia ;-44Q-i!1-

Fal~1c1Mni neffioeniee ,, Motole 

fReeRl~in!l] 
PraRa 6, Gi!eEAia, 16Q Qe 

!SCARE I.Y.F. 0 .s. 

f II Eli e, not reERliBn!j] 

Pre~ Gi'.eel'li0,~ 81 

Praha 5, Czechia 
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pjl 11 lss~ . 8.S. 

~Alillad,a Aj 

Pl'fl~~el-Jis, 188 81 

MedieeA a.s. 

(11 Eli e, Aet FeERJitiA!jj 

Denmark 

Asttlus ldni,e,silelshsspil8J 
f,A,eli, e, Aet FeERJitiA!jj 

Asttlus, Denmstt,, 8999 

OdeAse ldni~•eFSitelslles~i!ial 

(ReeRJiliiA!jj 

Od~ DeAFAarli, 6000 

France 

GI lld Amiens I lopitlll Plofd 
(11 Eli e, net ,eeRJi~n!jj 

All ,iens, Fl'flnee, 8895 4 

History of Changes for Study: NCT02407236 

Praha 9, Czechia 

Aamus~ mark 

Odense~ mark 

Amiens, France 

GI lid de Beffleau!I I l!l~ital SaiAI AAdre 

(11 Eli e, net ,eeRJi~n!jj 

Beffleaull, FiaAee, 33076 Bordeaux, France 

GI IRid de Lille I l!l~ilal Glaude I luriei! 

(Aeij ,e~ eeFtJitin!ll 
Lille, FfaAEe, 60837 

Glinique de Is S8u,e!j8Fde 
f,A,eli,.e, Aet reeRJitin!jj 

L}~~ee, 69889 

•~llm I le~i!ial Ne,d 

f,A,eliYe, Rel FeERJitiA!jj 

,1a,seille, FFa___fll,i!,~ e 

Lille, France 

Lyon, France 

Ma~ France 

GI IRid Menljlellier I le~ital Saint l:lei 

~ . netFeeFtJi~ -
,1eAljlellier, FFaAEe, 34;!1le Montpellier, France 

I lspilsl Ssinl Antoine 

~Alillad,a Aj 

Psris Fl'flnee 1'5812 

I 18~ ~leeher 
~Alillad,a Aj 

p,.,;~. r, .... .,~. 7!i74a 

GI lid byen Sud 

(Aeij ,e, net FeeFtJibn!jj 
Pierre--Benite, France ~ 

I lepilsl Robert DebFe 
f II Eli e, net ,eeRJi~n!jj 

F!ein,s, F~ 51892 

GI IRY I Ill~ de PeAIEllailleu 

(11 eli<1e, Aet FeERJitin!jj 

ReAAes, Fra!'_l;E!, 3!!033 

GI lid I l!l~ilial ,1e,d 

(Aeij .e~ eeFtJitin!ll 

Reims, France 

Rennes, F ranee 

SaiAI i:::tienAe, FFaAee, 4201!!! Saini-Etienne, France 

I lspilsl de F!sn!jueil 

f,A,eliYe, Rel reeRJitiA!!l 

Toulsuse, FF8nee, 31859 

Germany 

Toulouse, France 

idAiueFS~aetsldiAilmFA Glla,~e. Gam~us '.4,elle , ~liAilmFA 

(Aeij , e, net FeeFtJibn!lL 
Be~iA, CeFFAaA,, 1331!3 Ber1in, Germany 
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l~liniltHn. 8re96eR 

~Alillad,a Rj 

Bre~ Gelffl~ , 81387 

el dssef 1<.raRl1eRllm1s 

(11 eli e, RSI reeR1i1iR!jj 

' IRit1ersitalsl1liAillYFR FreillYF!j 

(Aeij ,e, Met reeR1iliMgj 

FreillYF!j, GerFRar-.y, 7Q1Q6 

History of Changes for Study: NCT02407236 

Essen, Germany 

Freiburg, Germany 

Medi~ni3ehe I loeh~hHle I IHnno,er 

f II eli e, ASI reeR1iliA!jj 

I IHnno.er, Gem.Hn,J 38625 Hannover, Germany 

UAi ,ers~aetskliRillYFR eellles .. i!j I lslsteiA GaFR~YS l<.iel 

(11 eli11e, Ast reeR1iliA!jj 

~,~FFRaA~, 241Q!i Kiel, Germany 

GaslraeRlersls!jie YREl I lepatsls!jie aFR dsllaRRisplali" 

(Aeij .e~ ee1t.1ilingj 

beip;,i!j, GeFFRaA'/, Q41Qa 

Sltidti3ehe3 l~iniltHn, LiinebHrg 

f,",eliYe, Ast reeR1iliA!!l 

LOnebHf!j, Gem.Hn,~ 9 

Leipzig, Germany 

Luneburg, Germany 

P1eelii!iAisa-le Falo .. dtat ti1aARl=-leim eler UAit eroitat I leielelBer-g 

f,",eliYe, Ast reeR1iliA!jj 

,1aAA~__ge_FFRaAy, 68167 Mannheim, Germany 

Minden, Germany 

Munster, Germany 

GeFReiAsellallspialtls GeFFRaAia GaFRpYs 

(GsFRplelellj 

MO~, GeFFRaR,, 481!iQ 

Hungary 

BAG Gjem3l"ePt ii!3!j8lti l~iii"penl I~. 

f II eli e, ASI reeR1iliA!jj 

BHl81onfiired, I IHA!l()f)J.!j!230 Balatonf~ Hungary 

Se111111el,,ui!!:i: E!::J)~ • 
(11 eli e, RSI reeR1iliR!jj 

BYElapesl, I IYA!jai,, 1988 Budapest, Hung!_.ry 

PaAASAia Ma!jaRSFYSSi GeAIRIFR !<.It 

(Aeij .e~ ee1t.1ilingj 

BYElapesl, I IYA!jai,, 11 a6 

Aelhy P81 l~ ffifti'. Aendeloinlci"el 

(11 eli11e, Ast reeR1iliA!jj 

Beltt3e38b8, I IHl'l!l8f),~ O 

'!aslile!jesi"S@!!O~i ,isRprafit l<.eaiasa,li 1<.11., QellreeeRi E!!eSi"S 

f,",eliYe, Ast reeR1iliA!!l 

9ellreeeA,J_l_!lrl!jill".), 482!i Debrecen, Hungary 

9ellreeeAi [~ eleFR l<.liRil1ai l<.iii"pBAI 

~. net ree1t.1ili~ 

9ellreeeA, I IYA!jary, 11 4812 

Mi3ltolei Semmeh.eis l~tiffifti'. es EgyeleM.i Olttftltilttiffifti'. 

f!;;a..,~lalallj 

Misltole, I IHng8FjJ_lg9 

l<.araliAa l<.srllai" J;leAElelsiAl ei"el 

f,",eli, e, Asl reeR1iliA!!l 

Miskolc, Hungary 
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Mosonmagyarovar, Hungary 

TelRa Me!J)'ei ORl1offflaf1Yi!al Balassa daRos i<;Eifllaea 

[,O<eli ,e.~ eeruitin9j 

Seel,seard, I h1R!Jaf'I, 71QQ Szekszard, Hungary 

Vas Me!l','ei Marll~SOYSelEY Lajos A~alaROS Rehabililaeios 

[Aeli ,e, M l ,eeruitin9j 

6eOFAbalhe~. I l~R!jal J , 11 Q700 Szombathely, Hungary 

Fejer Memei Scent Gyerm 1<6rhtti'. I. Se. Bel9~6mH~flt 

(ReEFYffiR!j] 

Seel,e3feheF1tit, I l~n!J!lf',, 8888 

da,oP.n!I.., OasR !<;afllae 

(Completed] 

Szekesfehervar, Hungary 

Vac, Hungary 

lsfael 

I IH'En.el, Medie!II Genter 

[',0.li!Adra.';R] 

~ l3Mel,~ 81 

Israel 

6orol,a '='Ri,ersi~ Medieal GeRler 

(Aeli ,e, not reeruitin9L 
Beersheba, Israel, Q41Q1 

BA!li cion Medie!II Genier 

(,11,ciiYe, ROI reeflJiijR!j] 

Beersheba, Israel 

l~.~.~48 Haifa, Israel 

+he ledilh 'AlollsoR P 4edieal GeAler 

~ ~in9] 
11~~68100 Holon, Israel 

Shaare ~edel1 P4edieal GeAler 

~ ~in9] 
deFYsaleFA, Israel, Q1Q31 

Meir MedieHI Genier 

(A Eli e, ROI reeFYiijR!J] 

l<fftr S8b8, l3Mel, 44281 

WesleFA Galilee I lospilal 

(Reeru~in9] 

Jerusalem, Israel 

Klar-Saba, Israel 

~lahari)a, Israel, 6?1QQ Nahariya, Israel 

RabiR Medisal GeRler, BeiliRSOR I lospilal 

[,O<eli ,e, not reeruitin9j 

Pelaeh +il..,ah, Israel, 1Q1QQ Petach Tikvah, Israel 

lei A,i, So~m3lf'J Medie!II Genier 

t• cii"'e, ROI reeflJiijR!I] 

lel A,iu,~ 64239 Tel Aviv, Israel 

+he GhaiFA Sheba Medisal GeAler 

(Reeru~in!JL 
Tel I lashoFAer, Israel, 6:!ei!1 Tel Hashomer, Israel 

Japan 

Ohn iori le3hihide G8:3troinle3tinHI Glinie 

(ReEFYffiR!j] 

A9eH~,~~.~ 8875 

•sahil,a a 6~ I lospffal 

(~~ 
O.Sahi~ .~ ~ Be1Q 

Ghi!lfl l,,lni,efflil>y ~piltll 

(ReEFYffiR!j] 

Ageo-Shi, Japan 

Bunkyo.Ku, Japan 
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Ft1l,t10lm URi•1ersily GRilEYSRi~ ital 

[,O<eli ,e.~ eeruilingj 

GRil,t1sRiR~ .~ ~ . ..!1! BaQ2 

Sai GastreeRleFBIB§Y, PF0el0l0!1',' 

fReertJiting] 

Chikushinoshi, Japan 

FYjiiEleFa, JapaR, aBa 00;:,7 Fujiidera, Japan 

l~illlleyt19ht1 Mt1nieip11I Medie11I Genier 

fReeFY~iR!I] 

M~a MeElieal GeRler 

fAeeruit~ 

Higashi-lbaraki, Japan , a11 a1ga 

I lirasal,i ~Jali0Aal I laspital 

fAeeruiting] 

Fukuoka-Ken, Japan 

I liresal,i, JapaA, Qa6 B646 

I lire9hin111 leJni,el'9~ I lo9pillll 

Hirosaki, Japan 

fReeFY~iR!I] 

I lire9~, J11~. 734 Q551 Hiroshirra~ pan 

lsesal~ ! 4t1Rieipal I lsspital 

~iting] 
lma~"l,i, l"~"R, ~7? AAH ls.,s;aki .l,ip,,n 

I ate P 1eElieal UAi ersil>, I lsspilal 

~iting] 
I,.,ate, JapaA, Q;:,Q BaQa Iwate, Japan 

6hin~11ne leJni.~.J.!!,9pillll 

fReeFY~iR!I] 

l~t1m11, J11p11n, 693 0501 lzumo, Japan 

l<.a!ja'Na PFefeelt1Fal GeA!Fal I laspital 

fAeeruiting) 

Ka!ja,,a, JapaA, 76Q B667 Kagawa~ pan 

SarnesRiFAa I laspital 

fAeeruiti11g) 

Ka!jBSRiFAa, JapaA, BQ,' Q846 

Pi11npt1h I lo9pillll 

fReeFY~iA!I] 

l~go9liillitt, J11p11u, 092 0512 

Kagoshima, Japan 

KaAaca, a '4eElieal UAP e,s~ 1 lespital 

[,O<eli,e 

Ka ;:,g g;:,ga Kahoku, Japan 

leaFal,i Prefeelt1ral GeR!Fal I laspital 

~ df!lnn] 
KasaR1a, JapaA, aoo 17Qa 

Ao,11n,11 ,i11ilt11 Glinie 

fReeFY~iA!I] 

Kobe-Shi, Japan 

KBERi ~laliBAal I lssp~al 

[,O<eli ,e,~ reeruiling] 

KeeRi~paA 78Q 8Q77 

Kt1FYR1e UAi\•ersily I laspital 

(Acti ,e, Rel reeruiliA!J) 

l<IIFYFAe, JapaA, BaQ 0011 

I l id11lt11 Golopreetologie Glinie 

fReeFY~iA!I] 

1<11~. J11p11n, 030 0000 

PU 10 l'if0!0 MeElieal GeAler 

[,O<eli ,e.~eeruiling) 

l<.)010, JapaA, s1;:, Baaa 

K~ Japan 

Kurume, Japan 

Kyoto, Japan 
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Tol<itoltfti Tul<ito Gliflie Golop1'6elelo~ Gefller 

fReERlffiR!I] 

fo,Moli l~u~ p!lfl, 336 8963 

►la!jasalEi URiYeFsily I lasp~al 

fReERlffiR!I] 

Midori-Ku, Japan 

~la~a6altiti, la~aA, Q8~ Q1Q~ Naga~ Japan 

i'.eRseiliai 9BR!jB I laspital 

fReeRl~ifl!I] 

►laFa, Japan, eae 0022 Nara, Japan 

I lyfl!I0 Golle!je of Medieifle I lo9p~!!I 

fReERIHiR!I] 

f,Ji9hiflOR,iy!I, d!lp!IR, 663 8581 

Oita Reel Gress I laspHal 

Nishinomiya, Japan 

fl\ eti"'e, RBI FeERliijR!I] 

~ . Ja~ . 870 ooaa ~ Japan 

Osalia Ci~ GeReFal I lsspilal 

fReeRl~ifl!I) 

Osalia, JapaR, !i.l4 0021 

09!11<11 Gi~ URNel'3i~ I lo9pil!II 

fReERlffiR!I] 

o ~ .~ p!!fl, 515 8586 

Saga Uni• •ersit)' I los~ 

f,!\,eliYe, RBI FeERliijR!I] 

Sa!! 8!i01 

Osaka, Japan 

Saga, Japan 

Saga-Ken, Japan 

"leflfl'l!litfti Gllil<UBII I lo9pil!II 

fReERlffiR!I] 

S11il!lm11, dopofl, 362 8875 Saitama, Japan 

leRB UniYeFSit>,' SalEYFa Meelieal GeRler 

fReERlffiR!j] 

Sa~ , JapaR, 28!i 8711 Sakura~ pan 

SappBFB Kasei GeReFal I laspital 

[,O<eli ,e, ROI reeRlilifl!I) 

SappaFa, Japan, oso ooaa 

l~l<R S11pporo Medie11I GeRter 

fReERIHiR!I] 

S11pporo, dopoR, 862 8931 

Sapporo, Japan 

►lalianal I laspilal O'1jaRialliBR SeRelai Meelieal GeRler 

fl\ eti"'e, RBI FeERliijR!j] 

Senelai, JapaR,~ 8§28 

Matsucla I laspHal 

fReeru~iR!I)~ 

SRii!YBIEa, JapaR, 4.l2 88e1 

Shii!uol,o Medie!!I Gefller 

fReERlffiR!I] 

SuRI0~ do~ 111 8611 

TalEafflalsu Reel GFBSS I lasp~al 

fReERlffiR!I] 

Taliaffl~ Ja~ 7e8 88H 

+lie Jilmi URi><eFSily I laspilal 

f',','il!,tlronR) 

+BIE'j'B, JapaR, 18§ 8471 

Sendai, Japan 

Shizuoka, Japan 

Takamatsu, Japan 

Tokyo, Japan 

l~M9!1lo lfl91i!ute I lo9pitol BioR 1edie11I Re9eorcll Ge~ .~ ie11Ffri11I UR~ 

fl\ eti e, RBI F@ERliijR!I] 

Toleyo,±!~ . 188 8642 
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d1<Ale1ule UAi.ef!lit) I lespillll 

fReERl~iA!j] 

Telt;e, dB~ , 113 8131 

~nT MeElieal GeAlerlelr;~ 

fReeRl~iA!I] 

KyeRn I lni1•0FSity I lss13ital 

fReeRl~in!I] 
+elVj<B, Ja~aR, ggg 84 Q;2 

S!iiseilmi Tey8fA8 I lesi,illll 

fReERl~iA!j] 

Tet~ d8!'f!ll. 931 8533 

leEla ltBs~~I 

fl\ GB"'e, RBI F@ERliliA!j] 

Toy~ Japan 

le,~ ~ ~ JB!:.121Q Toyota, Japan 

t1ie UAi.eFSil>J I lss~ilal 

(A~ .e~ eeRlilin!I] 

i:s .. , Ja~aA, e14 BeQ7 Tsu, Japan 

dillc b11el'ii1<r8 l~ye<le Geneml I lespillll 

fReERl~iA!I] 

Ts1<ehi1<ffl~ p1;1n, 300 0053 

IA.fahayama Meelieal UAi11ersity I les13ital 

f,!\,eliYe, RBI F@ERliliA!j] 

Wakayama, Japan 

Yamanashi, Japan 

Korea, Republic of 

KeiFR/UAft 61ni OFSiPj Qen§58A Meejisal Genter 

fReERl~iA!I] 

Daegu, Korea, Republic of ~ 

i<.yllA!j~BBIE ~laliBAal UAi"'eFsil>J· I IBS~ilal 

~ . nst reeR1itin!I] 

Oae!jll, KBFea, Re~YBlie Bf, 7gg 721 

I l8Ay8A!j Un.iersit) 61<ri I le9pffll 

fGBA'l~leleEI] 

Guri-Si, Korea, Republic of ,...!r! 701 

A!ic111 M~tJice1I Ct:mltH 

fl\ eli e, AB! F@ERliliA!j] 

Seoul, Korea, Republic of~ 

i<.yllA!I I lee UAiYeFSily MeEliea.l GeAleF 

(A~ ,e~ eeR1itin!I] 
SeBlll, KsFea, Re~llBlie sf, 1Q2 17Qa 

Se,eff!nee I lespil81, >.<ensei Uni,ersit, I le1;1llh Syslem 

fl\ eli"'e, RBI FeERliliA!j] 

See1<l,~8, Rep1<elie ef, 128 152 

SaA'ISllA!I t 1eElieal GeAteF 

f,!l,eliYe, RBI FeERliliA!I] 

6~ - 71Q 

+lie Gall!slie UAi eFSi"i Bf KBFea 

~. nst reef\Jitin!!J. 
Suwon--Si, Korea, Republic of ~ 

Netherlands 

AeadeFRmet;i P1edIseA CJentRJFH Um eFSR-eIt an AA1sterdaFF1 

Amste~ Netherlands 
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AeB!lef!'liseh eieltenhuis Mm1slliel'it 

fA Eli e, net ,eeRJitin!jj 

M!!Osllieht~ thef1~ 6229 I IX Maastricht, Netherlands 

New Zealand 

A uel,lanEI Gil\' I las~ital 

~. net ,eeruilin!IL.._ 
•11el,la11EI, ~le,.. ZealanEI, 1112 

Gh,istehu,eh I lespillll 

f,A,eli, e, net ,eeRJilin!!l 

Auckland, New Zealand 

Christchurch, New Zealand ~ 

Q11neEliR I las~ital 

f A Eli e, net ,eeRJilin!!I 

Q11neElin,!!£:.' Zea~ 9916 Dunedin, New Zealand 

111111 I las~~al 

[,O<eti ,e, Mt FeeRJilin!!l 

Lower Hutt, New Zealand ~ 

Sheltespeme Speeielist G,eup Ion Welleee LI!l 

~Gom13letee) 
Millefll, lleo Zeelen!l, 8628 Milford, New Zealand 

Poland 

bot3eFRiet.1s Po8FRiot LeeYli~ 813 z o. o 

GElansl,, PalanEI, 89 162 Gdansk, Poland 

~ slten1 Srpitel l(linie~n1 ~ Pelil~inilte SP 202!' 

~GOFRJ3lete(ij 

Sz13ital UAP OFsyteelEi KFal~e ~e 
P,OJithEl,a,,;nj 

K>al<S< , PalanEl,J!!..!i31 

lJn; e,s,.ieel,i e;,~ital Klini~ n, 1 iFA. ►I. Ba~iel,ie!js 

~ . net ,eerui~ ­
bsEI;,, PalanEI, 99 1 §3 

Genuuf!'I Me!lj~ne Met! Gestt 

fO,eli e, net ,eeRJitin!jj 

be!li! Pelen!l.J!!jl31 

Lodz, Poland 

KO MEQ Genl,a Klini€i!lle PYla\•V)I 

fA Eli e, net ,eeRJitin!jj 

Pt<li.l\,J,~ 2~ 199 

EnElaslm~ia e~;, a.a. 

[,O<eti ,e, net ,eeruilin!jj 

ea~at, PalanEI, 81 7e6 Sopot, Poland 

:P.,eje P~ehe!lnie s~eeinsltie Genuuf!'I Me!l)~ne 

f~lat J el F8ERJiliR!jj 

GeAtn.JFR Baelau,ez:e ¥,<s,:3olecesRej leFaf)ii 

fA eliue, RSI F8ERJiliR!jj 

Warszawa, Poland 

GeRHYFA ORl<ala!jii IRslytlll iFA. ,4mii eldaEla ,ISl<iej G11rie 

[,O<eti .e~ eeruilin!!l 

\Afa,s;,a ii, PslaREI, 92 781 

Pl202 ',G 1ef!'le!l 2espel Leite~ S~ elisteo 

f,A,eliYe, Rat ,eeRJiliR!!l 

'Ne-no, Pe~~ 00 

P1ellla P1e~Ieal 

f,A,eli\•8, RSI F8ERJiliR!jj 

\O'Feelau•, PalaREI, §Q 119 Wroclaw, Poland 
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LeM"1edieo 

fA Eli e, net ,eeRJitin!jj 
1t."6~ Pole"d, 53 825 

AR!, MEEJIC,I\ Ryea!( Mmia, Rj,eal( ,';si!j~ . S.6. 

fA Eli e, natFeeRJitin!jj 

Romania 

Medl ife G,Poite 

f,A,eli, e, net ,eeRJitin!!l 

Bt1et1FC!!li, Roll ill"ie, 818719 Bucuresti, Romania 

Cen!RJI MeElieal !o,l\~111. 
fReeRJ~in!jj 

B11e11,esti, Ra,nania, 01102e 

Sflilallll ldni•.•e,sita, Ele ldf'!lenla BllSllFesli 

f6O"1JlleleElj 

B11e11,esti, Ra,nania, OeOO8B 

Sfliffllt1I IJ"i,eF3ilftF de Urg Militer Ger,lflll D,.GeFOI D11,ile 

fReeRJ~in!jj 

Bt1et1FC!!li, Romer,ie, 858720 

Caeinet '1eElieal 9, r,alila 

f,A,eli\•e, net ,eeRJiijn!!l 

OraElea, RemaAia , 41Q187 Oradca, Romania 

Cen~11I,1eE1ieal Ele 9ia!jnaslie, TFataFAenlP,,ne~latarsi MeElieina Pre,enti.a B11e11,est 

Ra,nania, Ra,nania, 8iH811 

Ge!!ir,et P11fliet1l11r Polielir,ie Al!)O" ,ed 

f,A,eliYe, nal reeRJitin!!l 

Romania, Romania 

limi~ Rome, ,ie,~882 Timi~, Romania 

Mee-Ye 

fReeRJ~in!!l 

liFAiS_ElilFi), Ra,nania, 388188 

Russian Federation 

Seier,tilie Ger,l,e to, Reeor,91ftteti,e er,d Re91of!lti,e ~ rgef) 

f•,eli e, net ,eeRJitin!jj 

lr1ttll3lt, Rt133ier, Fedef!ltior,~ 883 

!<;a2an State MeElieal IJni\•eFSily 

fA Eli e, net ,eeRJitin!jj 

~ci::111,~ ~ii::111 Fet:4e1c1liu11, ~2QQ12 

Cenllill Clinieal I lasJl~al al R • !, 

fReefttitir,!l] 
Moscow, Russian Federation ~ 

Ge11~11I Glir,iee! I IMflillll of RAS 

f • Eli e, net ,eeRJiijn!!l 

Mo3eo .. , Rt1~i11r, Fedef!ltior,.J.!!l.333 

City Clinieal I l8SJlilal #e1 

~•~IAEl,a·onj 

Meses , R11ssian FeEleFaijen,Jl13O8 

lr1<utsk, Russian Federation 

Kc:1Lc111 Ru::;sic:111 Fede1c:1liu11 --· 

Cid 'Mases .. Re!jianal ResearEA Clinieal lnsl~lile n.a. M.F.' qa 

f,l\eti ,e~ eefttitir,!l] 

'1esee , R11ssiaR FeEleratien, 128118 

Pjo,o3illif31t Stele Medieol Ur,i'oef3~ 

f,A,eliYe, RSI ,eeRJitiR!jj 

Pjo. osi!!if31t,~ i1111 Fede~, 638891 Novosi~ Russian Federation 

I eE1eFal gt,ate Uuc:lgetai, IRsli&.IIIBR '8El@Allf.tE I ieseaFER IA!itlMe' 

f,A,eli\•e, RSI reeRJiijR!!l 
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O1'1'19lt ~le l'l'te!lieal seaEl':!!_11 
~Alillad,a Aj 

o~ . Ru99isn Fe!lef!llien, 611099 

City I les~Kal ~9 

(11 eli e, AS!FeeRJiliA!jj 

Rostov-On-Don, Russian Federation ~ 

i;iy-A Re!ji8Aal GliAisal I les~ilal 

(Aee ,e, net reeRJilingj 

Flya,,aA, R11ssiaA FedeFatieA, agggag 

Miliffl~ MeElieal Aea!lel'l'ty 

Ryazan, Russian Federation 

f II eli e, RSI FeERJiijA!jj 

Saint Petersburg, Russian Federation ~ 
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