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Conventional Step-Up Versus Infliximab Monotherapy in Patients With Ulcerative Colitis (P05553) (MUNIX)

  Purpose

This study will be performed to compare the efficacy and safety of the classical "Step-Up" approach for treatment of moderate-to-severe active
 ulcerative colitis using oral prednisolone + oral 5-aminosalicylic acid (5-ASA) or oral prednisolone + oral azathioprine (AZA) with a more intensive
 and early "Top-Hold" approach with intravenous infliximab (5 mg/kg) administered at Weeks 0, 2, and 6 and 8 weeks thereafter.

Condition Intervention Phase


Colitis, Ulcerative 
Biological: Infliximab

Drug: Prednisolone

Drug: 5-aminosalicylic acid

Drug: Azathioprine


Phase 3

Study Type: 
Interventional
Study Design: Allocation: Randomized

Endpoint Classification: Efficacy Study
Intervention Model: Parallel Assignment
Masking: Open Label
Primary Purpose: Treatment

Official Title: Conventional Step-Up Versus Infliximab Monotherapy in Patients With Active Moderate to Severe Ulcerative Colitis. A
 Randomized, Open Label, Prospective, Multicenter Study

Resource links provided by NLM:

Genetics Home Reference related topics:
 ulcerative colitis

MedlinePlus related topics:
 Ulcerative Colitis

Drug Information available for:
 Prednisolone
 Prednisolone acetate
 Methylprednisolone acetate
 Aminosalicylic Acid
 Methylprednisolone
 Mesalamine
 Prednisolone sodium phosphate
 Prednisolone phosphate
 Azathioprine
 Prednisolone sodium succinate
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 Methylprednisolone sodium succinate
 Mesalamine hydrochloride
 Azathioprine Sodium
 Infliximab

U.S. FDA Resources


Further study details as provided by Merck Sharp & Dohme Corp.:

Primary Outcome Measures:

Number of Participants With Response at Week 4 and Steroid-Free Remission at Week 50 [ Time Frame: Week 50 ]
 [ Designated as safety issue: No ]

Response at Week 4 was defined as a minimum decrease from baseline in Mayo score of 3 points and 30%. Steroid-free remission at Week 50
 was defined as a total Mayo score (including endoscopic assessment) of 2 points or lower and no individual subscore exceeding 1. The Mayo
 score consists of the following 4 subscores: stool frequency; rectal bleeding; endoscopy results; physician's global assessment. Each subscore
 is rated on a scale from 0 (best) to 3 (worst). The total Mayo score is calculated as the sum of the 4 subscores and ranges from 0 (best) to 12
 (worst).

Secondary Outcome Measures:

Number of Participants Achieving Treatment Response [ Time Frame: Up to Week 4 ] [ Designated as safety issue: No ]

Response was defined as a minimum decrease from baseline in total Mayo score of 3 points and 30% up to and including 4 weeks after the
 start of treatment. The Mayo score consists of the following 4 subscores: stool frequency; rectal bleeding; endoscopy results; physician's global
 assessment. Each subscore

is rated on a scale from 0 (best) to 3 (worst). The total Mayo score is calculated as the sum of the 4 subscores and ranges from 0 (best) to 12
 (worst).

 Enrollment: 28
 Study Start Date: November 2009
 Study Completion Date: March 2012
 Primary Completion Date: March 2012 (Final data collection date for primary outcome measure)


Arms 
Assigned Interventions


Experimental: Top-Hold
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg
 every 4 weeks. Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.


Biological: Infliximab
Infliximab intravenous
 infusion at a dose of 5
 mg/kg.
Other Name: Remicade;
 SCH 215596

Drug: Prednisolone
Oral prednisolone 40
 mg/day or 1 mg/kg/day
 depending upon
 participant response.
Other Name: Decortin

Drug: Azathioprine
AZA administered orally
 at a dose of 2.0-2.5
 mg/kg/day.
Other Names:

AZA
Imurek


Active Comparator: Step-Up
Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-
ASA) 2 g/day. Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral
 azathioprine (AZA) at a dose of 2.0-2.5 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8
 weeks thereafter.


Biological: Infliximab
Infliximab intravenous
 infusion at a dose of 5
 mg/kg.
Other Name: Remicade;
 SCH 215596
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Drug: Prednisolone
Oral prednisolone 40
 mg/day or 1 mg/kg/day
 depending upon
 participant response.
Other Name: Decortin

Drug: 5-aminosalicylic
 acid
5-ASA administered
 orally at a dose of 2
 g/day.
Other Names:

5-ASA
Pentasa


Drug: Azathioprine
AZA administered orally
 at a dose of 2.0-2.5
 mg/kg/day.
Other Names:

AZA
Imurek


Detailed Description:

Participants will be randomized to receive either intravenous (IV) infliximab monotherapy (Top-Hold approach) starting at a dose of 5 mg/kg at
 Weeks 0, 2, and 6 and thereafter every 8 weeks in Level 1, or classical Step-Up treatment starting with oral prednisolone (40 mg/day for at least 3
 days and at most 2 weeks followed by 1 mg/kg/day for a minimum of 7 days and up to 2 weeks in the case the participant does not show an
 improvement in clinical symptoms under 40 mg/day treatment) + oral 5-aminosalicylic acid (5-ASA) at a dose of 2 g/day in Level 1.

Participants receiving Step-Up treatment who have not achieved adequate response during the first 4 weeks of prednisolone treatment will directly
 enter Level 3 treatment after endoscopy is performed to confirm treatment eligibility. Furthermore, participants that have not achieved response at
 Week 4 will also directly enter Level 3 and be switched to treatment with IV infliximab.

If a participant experiences a first flare after initial response, participants in the Step-Up group will start prednisolone treatment at the last effective
 dose (i.e., participants that previously responded to prednisolone 40 mg/day will receive a dose of 40 mg/day for at least 3 days and up to 2 weeks;
 participants that previously responded to prednisolone 1 mg/kg/day will receive a dose of 1 mg/kg/day for a minimum of 7 days and up to 2 weeks).
 If the last effective dose was 40 mg/day and the participant does not respond within 14 days, the dose will be adjusted to 1 mg/kg/day for a
 minimum of 7 days and up to 2 weeks. In case the participant does not respond to prednisolone (i.e., does not return to their individual baseline
 partial Mayo score obtained at study Week 4), the participant will enter Level 3 and receive treatment with IV infliximab.

If a participant experiences a second flare after initial response at Week 4 (Level 1), the participant will enter treatment Level 2. In Level 2,
 participants will receive a prednisolone induction at the same effective dose as previously used in Level 1 + maintenance treatment with oral
 azathioprine (AZA) at a dose of 2.0-2.5 mg/kg/day. Participants that do not respond to this treatment at Level 2 or that develop a further flare after
 initial response at Level 2 will enter Level 3 and will receive treatment with IV infliximab following endoscopy to confirm treatment eligibility.

If at any time during treatment, a participant becomes prednisolone dependent (i.e., flare during tapering phase of prednisolone), the participant will
 enter Level 3 treatment with IV infliximab.

Participants in Level 1 of the Top-Hold treatment group (IV infliximab at Week 0, 2, and 6 and every 8 weeks thereafter) that have not achieved
 response at Week 4 will receive IV infliximab 5 mg/kg at reduced intervals of 4 weeks (Level 2) starting with the Week 10 infusion. Participants
 suffering a flare after initial response in Level 1 will be switched to to Level 2. Participants that do not respond to treatment at reduced intervals
 after 3 infusions (12 weeks), or that develop a further flare after initial response at Level 2, will be switched to treatment with oral prednisolone +
 AZA (Level 3) following colonoscopy to confirm eligibility.

When a participant responds to treatment with IV infliximab in Level 2, they will return to treatment with IV infliximab every 8 weeks when response
 is achieved at 3 consecutive visits.

  Eligibility

Ages Eligible for Study:   18 Years and older
Genders Eligible for Study:   Both
Accepts Healthy Volunteers:   No

Criteria
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Inclusion Criteria:

Any race or ethnicity
Must have a diagnosis of moderate-to-severe active ulcerative colitis (UC) with inflammation present beyond the rectum and including more
 than 20 cm of the colon (Mayo score of 6 to 12 points, inclusive ≥ 2 in the endoscopy subscore)
Must have responded inadequately to oral (with or without topical) 5-ASA treatment (prerequisite oral: at a minimum 4 g/d for 7 days) and must
 be considered for the first course of systemic corticosteroids; Participants with a UC and a Mayo score of ≥ 9 are also eligible without prior 5-
ASA treatment
Must agree to use acceptable methods of contraception for at least 2 weeks prior to starting any study treatment and to continue until at least 6
 months after the last doses of study drugs
Laboratory results must be within specified limits
Must be negative for colorectal cancer or any associated lesions
Must have a negative tuberculosis (TB) test
Must have a chest x-ray within the 3 months with no clinically significant abnormality, or evidence of current active TB or latent TB
Must have a negative stool culture

Exclusion Criteria:

Pregnant, nursing, or planning pregnancy
Had received previous treatment for UC with the corticosteroids, infliximab, azathioprine/

6-mercaptopurine (6-MP), cyclosporine, tacrolimus, methotrexate, sirolimus, mycophenolate, any tumor necrosis factor-alpha (TNF-α) inhibitor
 or receptor constructs that bind to ΤΝF-α (e.g., etanercept or adalimumab) and any other biologic agents

Frequent (chronic) use of non-steroidal anti-inflammatory drugs (NSAIDs)
Use of laxatives or any murine recombinant product
Had surgery for active gastrointestinal bleeding, peritonitis, intestinal obstruction, or intra-abdominal or pancreatic abscess requiring surgical
 drainage in previous 2 months
History of colonic obstruction within the previous 6 months
History of mucosal dysplasia, fistula or colonic resection, adenomatous polyps or stoma, severe, fixed symptomatic stenosis of the large or
 small intestine
Had serious infection with previous 2 months, including human immunodeficiency virus (HIV) and hepatitis
Had organ transplant (with the exception of a corneal transplant)
Any malignancy within 5 years, including lymphoma
History of demyelinating disease such as multiple sclerosis or optic neuritis
Presence or history of congestive heart failure
Requires chronic and frequent use of antimotility agents for control of diarrhea
Requires total parenteral nutrition
Had participated in any other clinical trial within 30 days or intention to participate in another clinical trial during participation in this study

  Contacts and Locations


Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a
 study. To learn more about this study, you or your doctor may contact the study research staff using the Contacts provided below. For general
 information, see Learn About Clinical Studies.



No Contacts or Locations Provided

  More Information


No publications provided 

Responsible Party: Merck Sharp & Dohme Corp.
ClinicalTrials.gov Identifier: NCT00984568    
History of Changes
Other Study ID Numbers: 
P05553 
2009-010065-23 
Study First Received: September 24, 2009
Results First Received: February 19, 2013
Last Updated: September 9, 2015
Health Authority: Germany: Paul-Ehrlich-Institut
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Additional relevant MeSH terms:

Colitis

Colitis, Ulcerative

Ulcer

Colonic Diseases

Digestive System Diseases

Gastroenteritis

Gastrointestinal Diseases

Inflammatory Bowel Diseases

Intestinal Diseases

Pathologic Processes

Aminosalicylic Acid

Azathioprine

Infliximab

Mesalamine

Methylprednisolone


Methylprednisolone Hemisuccinate

Methylprednisolone acetate

Prednisolone

Prednisolone acetate

Prednisolone hemisuccinate

Prednisolone phosphate

Analgesics

Analgesics, Non-Narcotic

Anti-Bacterial Agents

Anti-Infective Agents

Anti-Inflammatory Agents

Anti-Inflammatory Agents, Non-Steroidal

Antiemetics

Antimetabolites

Antimetabolites, Antineoplastic
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Conventional Step-Up Versus Infliximab Monotherapy in Patients With Ulcerative Colitis (P05553) (MUNIX)


Results First Received: February 19, 2013  

Study Type: Interventional

Study Design: Allocation: Randomized;   Endpoint Classification: Efficacy Study;  
 Intervention Model: Parallel Assignment;   Masking: Open Label;   Primary Purpose: Treatment


Condition: 
Colitis, Ulcerative


Interventions:


Biological: Infliximab

Drug: Prednisolone

Drug: 5-aminosalicylic acid

Drug: Azathioprine

  Participant Flow

  Hide Participant Flow

Recruitment Details


Key information relevant to the recruitment process for the
overall study, such as dates of the recruitment period and locations


No text entered.

Pre-Assignment Details


Significant events and approaches for the overall study
following participant enrollment, but prior to group assignment


No text entered.

Reporting Groups
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  Description

Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up 
Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2 g/day.
 Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of 2.0-2.5
 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Participant Flow:   Overall Study

 

  Top-Hold

  

  Step-Up

  


STARTED
  
  15
  
  13
 


COMPLETED
  
  7
  
  7
 


NOT COMPLETED
  
  8
  
  6
 


Withdrawal by Subject
  
              1
  
              2
  


Lack of Efficacy
  
              2
  
              0
  


Adverse Event
  
              2
  
              0
  


Did Not Meet Randomization Criteria
   
              1
  
              0

  


Lost to Follow-up
  
              0
  
              1
  


Opportunistic Infection
  
              1
  
              0
  


Unknown Reason
  
              1
  
              3
  

  Baseline Characteristics

  Hide Baseline Characteristics

Population Description


Explanation of how the number of participants for analysis was determined.
Includes whether analysis was per protocol, intention to treat, or
 another method.
Also provides relevant details such as imputation technique, as appropriate.


No text entered.

Reporting Groups

  Description

Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up 
Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2 g/day.
 Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of 2.0-2.5
 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Total 
Total of all reporting groups

Baseline Measures
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  Top-Hold
  
  Step-Up
  
  Total
 


Number of Participants
  
[units: participants] 
  15
  
  13
  
  28
 


Age
  
[units: years]
Mean (Standard Deviation)


  39.9
 (15.2)
  


  41.6
 (15.3)
  


  40.7
 (15.0)
  


Gender
  
[units: participants]      


Female
  
  10
  
  7
  
  17
 


Male
  
  5
  
  6
  
  11
 

  Outcome Measures

  Hide All Outcome Measures



1.  Primary:  Number of Participants With Response at Week 4 and Steroid-Free Remission at Week 50   [ Time Frame: Week 50 ]

Measure Type Primary

Measure Title Number of Participants With Response at Week 4 and Steroid-Free Remission at Week 50

Measure Description 
Response at Week 4 was defined as a minimum decrease from baseline in Mayo score of 3 points and 30%. Steroid-
free remission at Week 50 was defined as a total Mayo score (including endoscopic assessment) of 2 points or lower
 and no individual subscore exceeding 1. The Mayo score consists of the following 4 subscores: stool frequency; rectal
 bleeding; endoscopy results; physician’s global assessment. Each subscore is rated on a scale from 0 (best) to 3
 (worst). The total Mayo score is calculated as the sum of the 4 subscores and ranges from 0 (best) to 12 (worst).

Time Frame Week 50  

Safety Issue No  

Population Description


Explanation of how the number of participants for analysis was determined.
Includes whether analysis was per protocol, intention to treat, or
 another method.
Also provides relevant details such as imputation technique, as appropriate.


The FAS consisted of all randomized participants who received at least one dose of study treatment.

Reporting Groups

  Description

Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up 
Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2 g/day.
 Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of 2.0-2.5
 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Measured Values

 

  Top-Hold

  

  Step-Up

  


Number of Participants Analyzed
  
[units: participants] 
  15
  
  13
 


Number of Participants With Response at Week 4 and Steroid-Free Remission at Week 50
 
 
  5
  
  5
 

https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X013456#all
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X013456#all
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X013456#all
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[units: Participants]

No statistical analysis provided for Number of Participants With Response at Week 4 and Steroid-Free Remission at Week 50




2.  Secondary:  Number of Participants Achieving Treatment Response   [ Time Frame: Up to Week 4 ]

Measure Type Secondary

Measure Title Number of Participants Achieving Treatment Response

Measure Description Response was defined as a minimum decrease from baseline in total Mayo score of 3 points and 30% up to and
 including 4 weeks after the start of treatment. The Mayo score consists of the following 4 subscores: stool frequency;
 rectal bleeding; endoscopy results; physician’s global assessment. Each subscore

is rated on a scale from 0 (best) to 3 (worst). The total Mayo score is calculated as the sum of the 4 subscores and
 ranges from 0 (best) to 12 (worst).

Time Frame Up to Week 4  

Safety Issue No  

Population Description


Explanation of how the number of participants for analysis was determined.
Includes whether analysis was per protocol, intention to treat, or
 another method.
Also provides relevant details such as imputation technique, as appropriate.


The full analysis set (FAS) consisted of all randomized participants who received at least one dose of study treatment.

Reporting Groups

  Description

Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up 
Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2 g/day.
 Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of 2.0-2.5
 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Measured Values

 

  Top-Hold

  

  Step-Up

  


Number of Participants Analyzed
  
[units: participants] 
  15
  
  13
 


Number of Participants Achieving Treatment Response
 
 
[units: Participants]


  10
  
  10
 

No statistical analysis provided for Number of Participants Achieving Treatment Response


  Serious Adverse Events


  Hide Serious Adverse Events

Time Frame 
Up to Week 50

https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X401256#evnt
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X401256#evnt
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X401256#evnt
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Additional Description 
No text
 entered.

Reporting Groups

  Description

Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2

g/day. Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of
 2.0-2.5 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Serious Adverse Events

  
  Top-Hold
  
  Step-Up
 


Total, serious adverse events
     


# participants affected / at risk
  
  2/15 (13.33%)
  


  1/13 (7.69%)
  


General disorders
     


Pyrexia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Respiratory, thoracic and mediastinal disorders
      


Emphysema
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Vascular disorders
     


Embolism
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 

† Events were collected by systematic assessment
1 Term from vocabulary, MedDRA 13.0

  Other Adverse Events

  Hide Other Adverse Events

Time Frame 
Up to Week 50

Additional Description 
No text
 entered.

Frequency Threshold


Threshold above which other adverse events are
 reported


  5%
  

Reporting Groups

  Description

https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X301256#othr
https://clinicaltrials.gov/ct2/help/adverse_events_desc
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X301256#othr
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X301256#othr
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Top-Hold 
Level 1: Infliximab IV 5 mg/kg at Weeks 0, 2, and 6, and every 8 weeks thereafter. Level 2: Infliximab IV 5 mg/kg every 4 weeks.
 Level 3: Prednisolone induction + AZA 2.0-2.5 mg/kg/day.

Step-Up Level 1: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral 5-aminosalicylic acid (5-ASA) 2

g/day. Level 2: Oral prednisolone (40 mg/day or 1 mg/kg/day in the case of non-response) + oral azathioprine (AZA) at a dose of
 2.0-2.5 mg/kg/day. Level 3: Infliximab 5 mg/kg at Weeks 0, 2, and 6 and every 8 weeks thereafter.

Other Adverse Events

  
  Top-Hold
  
  Step-Up
 


Total, other (not including serious) adverse events
      


# participants affected / at risk
  
  14/15 (93.33%)
  


  11/13 (84.62%)
  


Blood and lymphatic system disorders
     


Iron Deficiency Anaemia
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  2/13 (15.38%)
 

# events
  
  2
  
  2
 


Anaemia
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  0/13 (0.00%)
 

# events
  
  2
  
  0
 


Cardiac disorders
     


Atrial Fibrillation
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Cardiac Failure
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Palpitations
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Endocrine disorders
     


Cushing's Syndrome
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Eye disorders
     


Conjunctivitis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Gastrointestinal disorders
     


Gastritis
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  1/13 (7.69%)
 

# events
  
  2
  
  1
 


Nausea
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  3/13 (23.08%)
 

# events
  
  0
  
  4
 

https://clinicaltrials.gov/ct2/help/adverse_events_desc
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Constipation
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  1/13 (7.69%)
 

# events
  
  1
  
  1
 


Abdominal Discomfort
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Abdominal Pain
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  2
  
  0
 


Abdominal Pain Upper
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Colitis Ulcerative
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Diarrhoea
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Dyspepsia
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Flatulence
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Gastritis Erosive
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Haemorrhoids
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Periodontitis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Reflux Oesophagitis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Stomatitis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Toothache
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


General disorders
     


Pyrexia
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  1/13 (7.69%)
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# events
  
  3
  
  1
 


Infusion Related Reaction
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  1/13 (7.69%)
 

# events
  
  9
  
  2
 


Oedema Peripheral
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  1/13 (7.69%)
 

# events
  
  1
  
  1
 


Asthenia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Immune system disorders
     


Hypersensitivity
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  0/13 (0.00%)
 

# events
  
  2
  
  0
 


Infections and infestations
     


Nasopharyngitis
† 1    


# participants affected / at risk
  
  4/15 (26.67%)
  
  6/13 (46.15%)
 

# events
  
  4
  
  6
 


Gastrointestinal Viral Infection
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  2/13 (15.38%)
 

# events
  
  0
  
  2
 


Borrelia Infection
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Candidiasis
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Clostridial Infection
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Gastroenteritis Astroviral
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Gastroenteritis Norovirus
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Giardiasis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Helicobacter Gastritis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Herpes Simplex
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
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Herpes Zoster
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Hordeolum
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  2
 


Scarlet Fever
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Investigations
     


Coombs Test Positive
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Metabolism and nutrition disorders
     


Hypocalcaemia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Musculoskeletal and connective tissue disorders
     


Arthralgia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  2/13 (15.38%)
 

# events
  
  1
  
  3
 


Back Pain
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  2/13 (15.38%)
 

# events
  
  0
  
  2
 


Joint Swelling
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Muscular Weakness
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Muskuloskeletal Discomfort
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Pain in Extremity
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Nervous system disorders
     


Headache
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  2/13 (15.38%)
 

# events
  
  2
  
  3
 


Intercostal Neuralgia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Neuralgia
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
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# events
  
  1
  
  0
 


Sensory Loss
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Respiratory, thoracic and mediastinal disorders
     


Alveolitis
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Cough
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  1
  
  0
 


Skin and subcutaneous tissue disorders
     


Rash
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  1/13 (7.69%)
 

# events
  
  2
  
  1
 


Alopecia
† 1    


# participants affected / at risk
  
  2/15 (13.33%)
  
  0/13 (0.00%)
 

# events
  
  2
  
  0
 


Eczema
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Pruritus
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Erythema
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Psoriasis
† 1    


# participants affected / at risk
  
  1/15 (6.67%)
  
  0/13 (0.00%)
 

# events
  
  2
  
  0
 


Urticaria
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 


Vascular disorders
     


Aortic Arteriosclerosis
† 1    


# participants affected / at risk
  
  0/15 (0.00%)
  
  1/13 (7.69%)
 

# events
  
  0
  
  1
 

† Events were collected by systematic assessment
1 Term from vocabulary, MedDRA 13.0

  Limitations and Caveats

  Hide Limitations and Caveats


Limitations of the study, such as early termination leading to small numbers of participants
analyzed and technical problems with measurement

https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X430126#limit
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X430126#limit
https://clinicaltrials.gov/ct2/show/results/NCT00984568?term=NCT00984568&rank=1&sect=X430126#limit
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 leading to unreliable or uninterpretable data


Due to slow recruitment the study was stopped prematurely; participants on study at that time continued to receive treatment per protocol.

  More Information

  Hide More Information

Certain Agreements:  


Principal Investigators are NOT employed by the organization sponsoring the study.


There IS an agreement between Principal Investigators and the Sponsor (or its agents) that restricts
the PI's rights to discuss or publish trial
 results after the trial is completed.


The agreement is:


The only disclosure restriction on the PI is that the sponsor can review results communications prior to public release
and can embargo
 communications regarding trial results for a period that is less than or equal to 60 days.
The sponsor cannot require changes to the
 communication and cannot extend the embargo.


The only disclosure restriction on the PI is that the sponsor can review results communications prior to public release
and can embargo
 communications regarding trial results for a period that is more than 60 days but less than
or equal to 180 days. The sponsor cannot
 require changes to the communication and cannot extend the embargo.


Other disclosure agreement that restricts the right of the PI to discuss or publish trial results after the trial is completed.


Restriction Description:  
The investigator agrees to provide the sponsor 45 days prior to publication or presentation, review copies of
 abstracts or manuscripts for publication that report any results of the trial. The sponsor has the right to review and comment with respect
 to publications, abstracts, slides, and manuscripts and the right to review and comment on the data analysis with respect to: proprietary
 information, accuracy, and fair balance.

Results Point of Contact:  


Name/Title: Senior Vice President, Global Clinical Development

Organization: Merck Sharp & Dohme Corp.

e-mail: ClinicalTrialsDisclosure@merck.com

No publications provided 

Responsible Party: Merck Sharp & Dohme Corp.
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