	Trial Information Form
	EMA


Title of Trial

	Full title of the trial


	Optimising Vitamin D Status in Older People: A Randomised Controlled Trial of Vitamin D Supplementation


Trial Identifiers
	EudraCT number c


	2011-004890-10
	Sponsor protocol code
	5907

	Other Trial Identifiers



	Other identifier name


	ISRCTN number
35648481
	NCT number
	WHO trial number
	Universal reference (UTRN)
	
	

	Other identifier


	REC Reference: 12/NE/0050
	
	
	
	
	


Sponsor
	Organisation name


	The Newcastle upon Tyne Hospitals NHS Foundation Trust

	Street address


	Joint Research Office, Level 1, Regent Point, Regent Farm Road 
	Town/city
	Gosforth, Newcastle Upon Tyne,

	Post code


	NE3 3HD
	Country
	UK


Contact Points – Scientific Contact Point
	Functional name of contact point


	Dr Terry J. Aspray
	Name of organisation
	Newcastle University

	Telephone number


	0191 223 1160

	Email address


	t.j.aspray@newcastle.ac.uk


Contact Points – Public Contact Point ②
	Functional name of contact point


	Dr Terry J. Aspray
	Name of organisation
	Newcastle University

	Telephone number


	0191 223 1160

	Email address


	t.j.aspray@newcastle.ac.uk


Paediatric Regulatory Details
	Is trial part of a Paediatric Investigation Plan?


	No

	EMA Paediatric Investigation Plans


	
	
	
	
	
	

	Does article 45 REGULATION (EC) No 1901/2006 apply to this trial?


	No
	Does article 46 REGULATION (EC) No 1901/2006 apply to this trial?
	No


Result Analysis Stage
	Primary completion data reached?


	 Yes 
	Primary completion date
	05th June 2014

	Analysis stage


	Final
	Date of interim/final analysis
	November 2015

	Global end of trial reached?


	Yes 
	Date of global end of trial
	05th June 2014


General Information About Trial
	Main objective of the trial


	We aim to establish the effects of three doses of vitamin D supplement, given for 12 months on the change in bone mineral density (BMD) to indicate a beneficial effect on bone health

	Actual date of start of recruitment to the protocol (in any country)


	08th November 2012

	Long term follow up planned


	No
	Follow up planning rationale
	N/A

	Long term follow up duration


	N/A


	Independent Data-Monitoring Committee (DMC) involvement


	Yes 

	Protection of subjects ③

	No actions required


	Background therapy ④

	No background therapy, ambulant, community dwelling men and women aged 70 years and above

	Evidence for comparator(s)


	N/A


Actual Number of Subjects Included in the Trial
Actual number of subjects included in each country concerned

	Country


	United Kingdom
	
	
	
	
	
	
	
	
	

	Number of subjects


	379
	
	
	
	
	
	
	
	
	


For multinational trials
	Actual number of subjects included in the EEA


	N/A

	Actual number of subjects included worldwide


	N/A


Age group breakdown for the whole trial

	Age of subjects


	Number of subjects

	In utero


	0

	Preterm newborn – gestational age <37 wk


	0

	Newborns (0-27 days)


	0

	Infants and toddlers (28 days – 23 months)


	0

	Children (2-11 years)


	0

	Adolescents (12-17 years)


	0

	From 18 and 64 years


	0

	From 65 years to 84 years


	367

	85 years and over


	12


c The EudraCT number cannot be amended

② The public contact and scientific contact points may be the same as each other.

③ A description of the actual measures taken to protect subjects.

④ Details such as the dosage and frequency plus any other relevant information should be captured here.
	Subject Disposition Form
	EMA


	Recruitment details ①

	Participants were recruited through General Practices participating in the Primary Care Research Network – Northern and Yorkshire (PCRN-NY). Invitation letters were sent to potential recruits, identified from the GP age-sex registers. They were provided with details about the study, together with inclusion and exclusion criteria and were asked to return an expression of interest form if they wanted to become involved in the study. The first patient was randomised on the 8th November 2012 and the last patient was recruited on the 29th May 

	Screening details ②

	Once the potential participant has returned the expression of interest form, a member of the research team contacted the participant by telephone. The researcher ensured that the participant understood the study, and answered any questions the participant had. The researcher asked the participant if they have any medical conditions that may exclude them from the study. If the participant meet the inclusion criteria, they were invited to attend CARU for a first study visit to provide informed consent and have a screening safety blood sample taken to confirm eligibility and safety to take part.


Pre-Assignment Period
Title: Pre-Assignment Period

	
	Number of subjects



	STARTED


	379

	Milestone Title ③


	
	

	Milestone Title ③


	
	

	COMPLETED


	379

	Reason not completed


	5

	Adverse event, not serious


	0

	Adverse event, serious fatal


	0

	Adverse event, serious non-fatal


	0

	Consent withdrawn by subject


	0

	Physician decision


	0

	Pregnancy


	0

	Protocol violation


	0

	Other reason ④


	
	

	Other reason ④


	
	


① Key information relevant to the recruitment process for the overall study, such as dates of the recruitment period and types of location (e.g. medical clinic), to provide context.

② Screening details are required if the results will not contain a pre-assignment period.

③ Add as many Milestone Title. A descriptive title for each row is required.

④ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

Period ①
Title: Title Name: Visit 1
(pre 1st dose)




Baseline Period: Yes 
	Blinding


	Double blind
	Roles blinded ②
	Subject, Investigator, Monitor, Carer, 

	Blinding implementation details


	Randomisation was conducted by the Newcastle Clinical Trials Unit (NCTU) web based system. Patients were randomised in a 1:1:1 ratio to vitamin D 12,000 IU, 24,000 IU or 48,000 IU (Figure 1).A computer-generated allocation list of random permuted blocks was used to appropriate allocation. The allocation was not be stratified and subjects and investigators were blinded to treatment allocation.

Code-break envelopes were supplied to the site Pharmacy in case of emergency unblinding. No unblinding was required during the study, and all code break envelopes were present at the study pharmacy close-out visit.

	Allocation method


	Randomised – controlled 


	Arm title ③

	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Arm description ④

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	
	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	STARTED


	126
	125
	128
	374

	Milestone title ⑤

	
	
	
	
	[Derived: total Milestone]

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	COMPLETED


	122
	124
	128
	367

	Reason not completed ⑥
	
	
	
	

	Adverse event, not serious


	0
	0
	0
	2

	Adverse event, serious fatal


	0
	0
	0
	0

	Adverse event, serious non-fatal


	0
	0
	0
	0

	Consent withdrawn by subject


	3
	1
	0
	3

	Lack of efficacy


	0
	0
	0
	0

	Lost to follow up


	0
	0
	0
	1

	Physician decision


	0
	0
	0
	0

	Pregnancy


	0
	0
	0
	0

	Protocol violation


	1
	0
	0
	1

	Transferred to other arm / group


	0
	0
	0
	0

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Reasons for joining
	
	
	
	

	Transferred in from other arm / group


	0
	0
	0
	[Derived: total for reason]

	Late recruitment


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]


① Complete a period table for each period you wish to report. Provide a descriptive title for each reported period.

② If blinding is single or double, then the roles blinded must be specified.

③ Arms are created on the next form. Only the Arm title and description will be displayed on the Subject disposition form
④ Arm Description provides more details about the Arm.

⑤ Add as many Milestone Titles as necessary. A descriptive title for each row is required.

⑥ Use only the most appropriate reason for not completing in each case and do not double count.

⑦ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

⑧ Add as many other reasons for joining the Arm as needed. A descriptive title for each row is required.
Period ①
Title: Title Name: 0 to 3 months





Baseline Period: No 
	Blinding


	Double blind
	Roles blinded ②
	Subject, Investigator, Monitor, Carer, 

	Blinding implementation details


	Randomisation was conducted by the Newcastle Clinical Trials Unit (NCTU) web based system. Patients were randomised in a 1:1:1 ratio to vitamin D 12,000 IU, 24,000 IU or 48,000 IU (Figure 1).A computer-generated allocation list of random permuted blocks was used to appropriate allocation. The allocation was not be stratified and subjects and investigators were blinded to treatment allocation.

Code-break envelopes were supplied to the site Pharmacy in case of emergency unblinding.  No unblinding was required during the study, and all code break envelopes were present at the study pharmacy close-out visit.

	Allocation method


	Randomised – controlled 


	Arm title ③

	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Arm description ④

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	
	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	STARTED


	122
	124
	128
	367

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	COMPLETED


	121
	122
	124
	367

	Reason not completed ⑥
	
	
	
	

	Adverse event, not serious


	1
	0
	1
	[Derived: total for reason]

	Adverse event, serious fatal


	0
	0
	0
	[Derived: total for reason]

	Adverse event, serious non-fatal


	0
	0
	0
	[Derived: total for reason]

	Consent withdrawn by subject


	0
	2
	1
	[Derived: total for reason]

	Lack of efficacy


	0
	0
	0
	[Derived: total for reason]

	Lost to follow up


	0
	0
	1
	[Derived: total for reason]

	Physician decision


	0
	0
	0
	[Derived: total for reason]

	Pregnancy


	0
	0
	0
	[Derived: total for reason]

	Protocol violation


	0
	0
	1
	[Derived: total for reason]

	Transferred to other arm / group


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑦


	
	0
	
	
	[Derived: total for reason]

	Other reason ⑦


	0
	0
	0
	
	[Derived: total for reason]

	Reasons for joining
	
	
	
	

	Transferred in from other arm / group


	0
	0
	0
	[Derived: total for reason]

	Late recruitment


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]


① Complete a period table for each period you wish to report. Provide a descriptive title for each reported period.

② If blinding is single or double, then the roles blinded must be specified.

③ Arms are created on the next form. Only the Arm title and description will be displayed on the Subject disposition form
④ Arm Description provides more details about the Arm.

⑤ Add as many Milestone Titles as necessary. A descriptive title for each row is required.

⑥ Use only the most appropriate reason for not completing in each case and do not double count.

⑦ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

⑧ Add as many other reasons for joining the Arm as needed. A descriptive title for each row is required.
Period ①
Title: Title Name: Visit 3 to 6 months





Baseline Period: No
	Blinding


	Double blind
	Roles blinded ②
	Subject, Investigator, Monitor, Carer, 

	Blinding implementation details


	Randomisation was conducted by the Newcastle Clinical Trials Unit (NCTU) web based system. Patients were randomised in a 1:1:1 ratio to vitamin D 12,000 IU, 24,000 IU or 48,000 IU (Figure 1).A computer-generated allocation list of random permuted blocks was used to appropriate allocation. The allocation was not be stratified and subjects and investigators were blinded to treatment allocation.

Code-break envelopes were supplied to the site Pharmacy in case of emergency unblinding.  No unblinding was required during the study, and all code break envelopes were present at the study pharmacy close-out visit.

	Allocation method


	Randomised – controlled 


	Arm title ③

	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Arm description ④

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	
	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	STARTED


	121
	122
	124
	367

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	COMPLETED


	118
	117
	121
	356

	Reason not completed ⑥
	
	
	
	

	Adverse event, not serious


	1
	2
	1
	4

	Adverse event, serious fatal


	1
	1
	0
	2

	Adverse event, serious non-fatal


	0
	0
	0
	0

	Consent withdrawn by subject


	1
	1
	2
	4

	Lack of efficacy


	0
	0
	0
	0

	Lost to follow up


	0
	0
	0
	0

	Physician decision


	0
	0
	0
	[Derived: total for reason]

	Pregnancy


	0
	0
	0
	[Derived: total for reason]

	Protocol violation


	0
	1
	0
	1

	Transferred to other arm / group


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Reasons for joining
	
	
	
	

	Transferred in from other arm / group


	0
	0
	0
	[Derived: total for reason]

	Late recruitment


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	0
	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	0
	0
	0
	0
	[Derived: total for reason]


① Complete a period table for each period you wish to report. Provide a descriptive title for each reported period.

② If blinding is single or double, then the roles blinded must be specified.

③ Arms are created on the next form. Only the Arm title and description will be displayed on the Subject disposition form
④ Arm Description provides more details about the Arm.

⑤ Add as many Milestone Titles as necessary. A descriptive title for each row is required.

⑥ Use only the most appropriate reason for not completing in each case and do not double count.

⑦ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

⑧ Add as many other reasons for joining the Arm as needed. A descriptive title for each row is required.
Period ①
Title: Title Name: 6 - 9months





Baseline Period:No 
	Blinding


	Double blind
	Roles blinded ②
	Subject, Investigator, Monitor, Carer, 

	Blinding implementation details


	Randomisation was conducted by the Newcastle Clinical Trials Unit (NCTU) web based system. Patients were randomised in a 1:1:1 ratio to vitamin D 12,000 IU, 24,000 IU or 48,000 IU (Figure 1).A computer-generated allocation list of random permuted blocks was used to appropriate allocation. The allocation was not be stratified and subjects and investigators were blinded to treatment allocation.

Code-break envelopes were supplied to the site Pharmacy in case of emergency unblinding.  No unblinding was required during the study, and all code break envelopes were present at the study pharmacy close-out visit.

	Allocation method


	Randomised – controlled 


	Arm title ③

	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Arm description ④

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	
	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	STARTED


	118
	117
	121
	356

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	COMPLETED


	113
	116
	117
	346

	Reason not completed ⑥
	
	
	
	

	Adverse event, not serious


	3
	0
	1
	4

	Adverse event, serious fatal


	0
	0
	0
	[Derived: total for reason]

	Adverse event, serious non-fatal


	0
	1
	0
	1

	Consent withdrawn by subject


	2
	0
	3
	5

	Lack of efficacy


	0
	0
	0
	[Derived: total for reason]

	Lost to follow up


	0
	0
	0
	[Derived: total for reason]

	Physician decision


	0
	0
	0
	[Derived: total for reason]

	Pregnancy


	0
	0
	0
	[Derived: total for reason]

	Protocol violation


	0
	0
	0
	[Derived: total for reason]

	Transferred to other arm / group


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Reasons for joining
	
	
	
	

	Transferred in from other arm / group


	0
	0
	0
	[Derived: total for reason]

	Late recruitment


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	
	0
	0
	0
	[Derived: total for reason]


① Complete a period table for each period you wish to report. Provide a descriptive title for each reported period.

② If blinding is single or double, then the roles blinded must be specified.

③ Arms are created on the next form. Only the Arm title and description will be displayed on the Subject disposition form
④ Arm Description provides more details about the Arm.

⑤ Add as many Milestone Titles as necessary. A descriptive title for each row is required.

⑥ Use only the most appropriate reason for not completing in each case and do not double count.

⑦ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

⑧ Add as many other reasons for joining the Arm as needed. A descriptive title for each row is required.
Period ①
Title: Title Name 9-12 months





Baseline Period: No 
	Blinding


	Double blind
	Roles blinded ②
	Subject, Investigator, Monitor, Carer, 

	Blinding implementation details


	Randomisation was conducted by the Newcastle Clinical Trials Unit (NCTU) web based system. Patients were randomised in a 1:1:1 ratio to vitamin D 12,000 IU, 24,000 IU or 48,000 IU (Figure 1).A computer-generated allocation list of random permuted blocks was used to appropriate allocation. The allocation was not be stratified and subjects and investigators were blinded to treatment allocation.

Code-break envelopes were supplied to the site Pharmacy in case of emergency unblinding.  No unblinding was required during the study, and all code break envelopes were present at the study pharmacy close-out visit.

	Allocation method


	Randomised – controlled 


	Arm title ③

	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Arm description ④

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	
	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	STARTED


	113
	116
	117
	346

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	Milestone title ⑤


	
	
	
	
	[Derived: total Milestone]

	COMPLETED


	113
	114
	116
	343

	Reason not completed ⑥
	
	
	
	

	Adverse event, not serious


	0
	1
	0
	1

	Adverse event, serious fatal


	0
	1
	0
	1

	Adverse event, serious non-fatal


	0
	0
	0
	[Derived: total for reason]

	Consent withdrawn by subject


	0
	0
	1
	1

	Lack of efficacy


	0
	0
	0
	[Derived: total for reason]

	Lost to follow up


	0
	0
	0
	[Derived: total for reason]

	Physician decision


	0
	0
	0
	[Derived: total for reason]

	Pregnancy


	0
	0
	0
	[Derived: total for reason]

	Protocol violation


	0
	0
	0
	[Derived: total for reason]

	Transferred to other arm / group


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Other reason ⑦


	
	
	
	
	[Derived: total for reason]

	Reasons for joining
	
	
	
	

	Transferred in from other arm / group


	0
	0
	0
	[Derived: total for reason]

	Late recruitment


	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	0
	0
	0
	0
	[Derived: total for reason]

	Other reason ⑧


	0
	0
	0
	0
	[Derived: total for reason]


① Complete a period table for each period you wish to report. Provide a descriptive title for each reported period.

② If blinding is single or double, then the roles blinded must be specified.

③ Arms are created on the next form. Only the Arm title and description will be displayed on the Subject disposition form
④ Arm Description provides more details about the Arm.

⑤ Add as many Milestone Titles as necessary. A descriptive title for each row is required.

⑥ Use only the most appropriate reason for not completing in each case and do not double count.

⑦ Add as many other reason not completed rows as needed. A descriptive title for each row is required.

⑧ Add as many other reasons for joining the Arm as needed. A descriptive title for each row is required.
	Subject Disposition Arm Form ①
	EMA


	Arm title


	12,000 IU

	Arm description ②

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D

	Arm type


	Experimental 



Products used ③

	IMP name


	Vigantol®

	IMP code


	200106 or EMD 28162

	Other names (separated by commas)


	Vigantol Oel

	Route of administration ④


	Oral


	Pharmaceutical form ⑤

	Oral solution

	Dosage and administration details ⑥

	The vitamin D3 preparation was a liquid, containing 20,000 IU/ml of vitamin D3 (Vigantol) which was mixed with Miglyol oil, which contains no vitamin D3. Both will be provided by MODE Pharma, UK. Participants in this arm received 0.6 ml Vigantol and 1.8 ml Miglyol oil once a month over the 12 month period.




	Arm title


	24,000 IU

	Arm description ②

	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D

	Arm type


	Experimental 



Products used ③

	IMP name


	Vigantol®

	IMP code


	200106 or EMD 28162

	Other names (separated by commas)


	Vigantol Oel

	Route of administration ④


	Oral


	Pharmaceutical form ⑤

	Oral solution

	Dosage and administration details ⑥

	The vitamin D3 preparation was a liquid, containing 20,000 IU/ml of vitamin D3 (Vigantol) which was mixed with Miglyol oil, which contains no vitamin D3. Both will be provided by MODE Pharma, UK. Participants in this arm received a mixture of 1.2 ml Vigantol and 1.2 ml Miglyol oil once a month over the 12 month period.


	Arm title


	48,000 IU

	Arm description ②

	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Arm type


	Experimental 



Products used ③

	IMP name


	Vigantol®

	IMP code


	200106 or EMD 28162

	Other names (separated by commas)


	Vigantol Oel

	Route of administration ④


	Oral


	Pharmaceutical form ⑤

	Oral solution

	Dosage and administration details ⑥

	The vitamin D3 preparation was a liquid, containing 20,000 IU/ml of vitamin D3 (Vigantol) which was mixed with Miglyol oil, which contains no vitamin D3. Both will be provided by MODE Pharma, UK. Participants in this arm received 2.4 ml Vigantol oil once a month over the 12 month period.


① This form is used to create the Arms used as reference information in the Subject disposition details (see previous)
② Arm Description describes details about the arms evaluated.

③ Details of the products used. There may be multiple products created.

④ A product may have any number of Routes of Administration

⑤ A product may have any number of Pharmaceutical Forms

⑥ Provide any or all of the following details: the dosage and frequency of administration.
	Subject Analysis Sets Form
	EMA


Subject analysis set ①
	Subject analysis set title


	12,000 IU

	Subject analysis set type


	Intent to treat 


	Subject analysis set description ②

	Once a month oral dose of 12,000 IU of vitamin D

	Number of subjects ③

	126


① Complete a subject analysis set table for additional groups of subjects you wish to report on.

② Subject analysis set description that defines the population type.

③ Provide the number of subjects that constitute this subject analysis set.

	Subject Analysis Sets Form
	EMA


Subject analysis set ①
	Subject analysis set title


	24,000 IU

	Subject analysis set type


	Intent to treat 



	Subject analysis set description ②

	Once a month oral dose of 24,000 IU of vitamin D

	Number of subjects ③

	125


① Complete a subject analysis set table for additional groups of subjects you wish to report on.

② Subject analysis set description that defines the population type.

③ Provide the number of subjects that constitute this subject analysis set.

	Subject Analysis Sets Form
	EMA


Subject analysis set ①
	Subject analysis set title


	48,000 IU

	Subject analysis set type


	 Intent to treat 



	Subject analysis set description ②

	Once a month oral dose of 48,000 IU of vitamin D

	Number of subjects ③

	128


① Complete a subject analysis set table for additional groups of subjects you wish to report on.

② Subject analysis set description that defines the population type.

③ Provide the number of subjects that constitute this subject analysis set.

	Baseline Characteristics Form - Age
	EMA


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Age Categorical ②


	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	Unit of measure
	Subjects
	
	
	
	

	In utero


	0
	0
	0
	

	Preterm newborn – gestational age <37 wk


	0
	0
	0
	

	Newborns (0-27 days)


	0
	0
	0
	

	Infants and toddlers (28 days – 23 months)


	0
	0
	0
	

	Children (2-11 years)


	0
	0
	0
	

	Adolescents (12-17 years)


	0
	0
	0
	

	From 18 to 64 years


	0
	0
	0
	

	From 65 to 84 years


	118
	119
	122
	359

	Over 85 years 


	4
	5
	6
	15

	Age, continuous


	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	[Circle one]
arithmetic mean,


	[Circle one]
Standard deviation,


	[Circle one]
arithmetic mean,


	[Circle one]
Standard deviation,


	[Circle one]
arithmetic mean,


	[Circle one]
Standard deviation,


	
	

	Unit of measure


	Years
	74.6
	3.9
	75.0
	4.3
	75.4
	4.4
	
	


① Reporting group description contains details about the group of subjects receiving treatment.

②The age categories above are the default categories that match the protocol details in the clinical trial application. However, any age categorisation can be used.

	Baseline Characteristics Form – Gender
	EMA


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Gender, male, female ②


	Number of Subjects
	Number of Subjects
	Number of Subjects
	Number of Subjects



	Unit of measure
	Subjects
	
	
	
	

	Female


	57
	59
	65
	181

	Male


	65
	65
	63
	193


① Reporting group description contains details about the group of subjects receiving treatment.

② At least one Gender baseline measure (female, male or Customised) is required  

	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	BMD

	Baseline measure description


	Bone Mineral Density at HIP (DEXA Scan)


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	  g/cm2
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

0.980
	[Circle one] ②
Standard deviation,

0.155

	[Circle one]
arithmetic mean,

0.987
	[Circle one] ②
Standard deviation,

0.179

	[Circle one]
arithmetic mean,

0.973
	[Circle one] ②
Standard deviation,

0.187
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	
	119
	118
	125
	362

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	250HD

	Baseline measure description


	Vitamin D as plasma 25OHD


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	 nm/L
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

41.38
	[Circle one] ②
Standard deviation,

19.99
	[Circle one]
arithmetic mean,

39.67
	[Circle one] ②
Standard deviation,

20.64
	[Circle one]
arithmetic mean,

38.87
	[Circle one] ②
Standard deviation,

19.72
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	123
	128
	373

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	fnBMD

	Baseline measure description


	Femoral neck bone mineral density


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	g/cm2
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

0.898
	[Circle one] ②
Standard deviation,

0.138
	[Circle one]
arithmetic mean,

0.915
	[Circle one] ②
Standard deviation,

0.154
	[Circle one]
arithmetic mean,

0.892
	[Circle one] ②
Standard deviation,

0.163
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	120
	122
	123
	365

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	PTH

	Baseline measure description


	Parathyroid hormone


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	g/ml
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

48.28
	[Circle one] ②
Standard deviation,

25.66
	[Circle one]
arithmetic mean,

47.49
	[Circle one] ②
Standard deviation,

23.38
	[Circle one]
arithmetic mean,

49.96
	[Circle one] ②
Standard deviation,

21.27
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	122
	128
	372

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	CTX

	Baseline measure description


	C-terminal telopeptide (CTX),


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	ng/ml 
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

0.41
	[Circle one] ②
Standard deviation,

0.17
	[Circle one]
arithmetic mean,

0.41
	[Circle one] ②
Standard deviation,

0.19
	[Circle one]
arithmetic mean,

0.40
	[Circle one] ②
Standard deviation,

0.19
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	123
	128
	373

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	bone ALP

	Baseline measure description


	bone specific alkaline phosphatase (bone ALP)


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	g/L
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

10.28
	[Circle one] ②
Standard deviation,

3.72
	[Circle one]
arithmetic mean,

10.82
	[Circle one] ②
Standard deviation,

3.79
	[Circle one]
arithmetic mean,

9.99
	[Circle one] ②
Standard deviation,

3.19
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	121
	123
	128
	372

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	P1NP

	Baseline measure description


	N-terminal propeptide of procollagen type I (P1NP),


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	ug/L  
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	[Circle one]
arithmetic mean,

41.15
	[Circle one] ②
Standard deviation,

18.22
	[Circle one]
arithmetic mean,

39.26
	[Circle one] ②
Standard deviation,

15.55
	[Circle one]
arithmetic mean,

39.37
	[Circle one] ②
Standard deviation,

16.61
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	123
	128
	373

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	Weight (kg)

	Baseline measure description


	Measured in Kg


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	kg
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	arithmetic mean,

73.87
	Standard deviation,

11.93
	arithmetic mean,

77.21
	Standard deviation,

14.53
	arithmetic mean,

76.11
	Standard deviation,

14.23
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	124
	128
	374

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	Height (cm)

	Baseline measure description


	Measured in cm


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128

	374

	Unit of measure
	cm
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	arithmetic mean,

167.22
	Standard deviation,

8.07
	arithmetic mean,

167.09
	Standard deviation,

9.86
	arithmetic mean,

167.39
	Standard deviation,

10.01
	
	

	
	
	Number of Subjects

	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	124
	128
	374

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	BMI (kg/m2)

	Baseline measure description


	


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	kg/m2
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	arithmetic mean,

26.40
	Standard deviation,

3.66
	arithmetic mean,

27.56
	Standard deviation,

4.12
	arithmetic mean,

27.08
	Standard deviation,

3.97
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	122
	124
	128
	374

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	Fat Mass

	Baseline measure description


	


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	 kg   
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	arithmetic mean,

23.94
	Standard deviation,

8.48
	arithmetic mean,

25.49
	Standard deviation,

8.24
	arithmetic mean,

24.91
	Standard deviation,

8.31
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	121
	124
	127
	372

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	Baseline Characteristics Form – Study Specific Measure
	EMA


	Study specific characteristic title


	Free Fat Mass

	Baseline measure description


	


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI
	TOTAL ④

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D
	

	Overall number of baseline subjects


	122
	124
	128
	374

	Unit of measure
	 kg   
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	Measure type
	Dispersion type
	
	

	
	
	arithmetic mean,

49.87
	Standard deviation,

8.96
	arithmetic mean,

51.66
	Standard deviation,

10.71
	arithmetic mean,

50.67
	Standard deviation,

10.86
	
	

	
	
	Number of Subjects


	Number of Subjects


	Number of Subjects


	Number of Subjects



	Category title ③


	Subjects Analysed
	121
	124
	127
	372

	Category title ③


	
	
	
	
	[Derived: category total]

	Category title ③


	
	
	
	
	[Derived: category total]


① Reporting group description contains details about the group of subjects receiving treatment.

② A single number should be entered for all dispersion types in this table.

③ Add as many Categories as needed if the data can be categorised.

④ The total group is only relevant to categorical data.
	End Points Form
	EMA


	End point type


	Primary 

	End point title


	Change in BMD 

	End point description

(max 999 characters)


	Bone Minderal Density at HIP (DEXA Scan) 
The difference in BMD between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	109

	Comment ②

	Data not available for all subjects
	106

	Comment ②

	Data not available for all subjects
	112

	Comment ②

	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

-0.001

	[Circle one] ③
Standard deviation,

0.013
	[Circle one]
Number,

Arithmetic mean

-0.003
	[Circle one] ③
Standard deviation,

0.018
	[Circle one]
Number,

Arithmetic mean

-0.005
	[Circle one] ③
Standard deviation,

0.016


	Unit of measure
	 g/cm2   
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title


	Change in BMD from baseline to 12 months
	Analysis type


	[Circle one] Superiority

	
	
	Comment


	

	Statistical analysis description


	To compare the response in the three treatment groups while allowing for the effects of baseline covariates. Baseline BMD at hip, parathyroid hormone in plasma and plasma concentration of 25OHD, lean mass, fat mass estimated glomerular filtration rate (GFR) will be included amongst those under consideration in addition to baseline FRAX score, measures of kidney function, weight and height, gender and age.  The inclusion of interaction terms will also be explored. A model selection process will be undertaken, initially considering univariate models for each covariate with those reaching a threshold significance being considered in multivariate models. 

	Comparison group


	Omnibus analysis: [Circle one] subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects
	325



	Analysis specification


	[Circle one] pre-specified 

	Statistical hypothesis test



	P-value
	[Cicle one]     >    ③
	Value:        0.0535            
	Comment ④


	Final model adjusted for baseline bmd, gender, age, weight and height

	Method

[required if P-value provided]
	[Circle one] ANCOVA 

	Parameter Estimate



	Point estimate
	 12,000 IU=reference      24,000 IU= -0.002     48,000 IU= -0.004

	Confidence interval

	Level
	95% 


	Sides
	[Circle one]
2


	Lower limit
	24,000 IU -0.006
48,000 IU -0.008
	Upper limit
	24,000 IU 0.002
48,000 IU 0.000

	Parameter type
	Slope



	Variability estimate
	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU=0.002,      48,000 IU= 0.002


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in 250HD

	End point description

(max 999 characters)


	Vitamin D as plasma 25OHD

The difference in 25OHD between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	112
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

14.27
	[Circle one] ③
Not applicable,

Standard deviation,

12.63
	[Circle one]
Number,

Arithmetic mean

25.32
	[Circle one] ③
Not applicable,

Standard deviation,

18.02
	[Circle one]
Number,

Arithmetic mean

40.58
	[Circle one] ③
Not applicable,

Standard deviation,

19.88

	Unit of measure
	  nm/L  
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title
	Change in 25OHD from baseline to 12 months
	Analysis type


	[Circle one] Superiority 

	
	
	Comment


	

	Statistical analysis description


	The ANCOVA model derived for the primary outcome analysis will be used. Consideration will be given to the inclusion of baseline 25OHD in addition if this was not included in the final model for the primary outcome. Significance of this term for inclusion in the final model will be assessed as described previously.  

	Comparison group


	Omnibus analysis: [Circle one] all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	336



	Analysis specification


	[Circle one] pre-specified 

	Statistical hypothesis test



	P-value
	[Cicle one              >       ③
	Value:       <0.001             
	Comment ④


	Final model adjusted for baseline 25OHD, gender, age, weight and height

	Method

[required if P-value provided]
	[Circle one] ANCOVA 

	Parameter Estimate



	Point estimate
	12,000 IU=reference      24,000 IU= 11.09     48,000 IU= 25.30

	Confidence interval


	Level
	95% 

	Sides
	[Circle one]       2
	Lower limit
	24,000 IU   7.87
48,000 IU   22.08
	Upper limit
	24,000 IU   14.30
48,000 IU   28.51

	Parameter type


	[Circle one] Slope



	Variability estimate
	[Circle one] Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 1.63     48,000 IU= 1.63


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in fnBMD

	End point description

(max 999 characters)


	Femoral-neck bone mineral density

The difference fnBMD between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 months 



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	110

	Comment ②
	Data not available for all subjects
	110
	Comment ②
	Data not available for all subjects
	111
	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean
0.002
	[Circle one] ③
Not applicable,

Standard deviation,

0.020

	[Circle one]
Number,
Arithmetic mean

0.000

	[Circle one] ③
Not applicable,
Standard deviation,

0.023

	[Circle one]
Number,
Arithmetic mean

0.001

	[Circle one] ③
Not applicable,

Standard deviation,
0.021

	Unit of measure
	 g/cm2  
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title
	Change in fnBMD
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description


	The ANCOVA model derived for the primary outcome analysis will be used. Consideration will be given to the inclusion of baseline fnBMD in addition if this was not included in the final model for the primary outcome. Significance of this term for inclusion in the final model will be assessed as described previously.  

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	327

	Analysis specification


	pre-specified 

	Statistical hypothesis test



	P-value
	>       ③
	Value:  0.020                  
	Comment ④


	Final model adjusted for baseline fnBMD, baseline PTH, gender, age, weight and height.

	Method

[required if P-value provided]
	ANCOVA 

	Parameter Estimate



	Point estimate
	12,000 IU=reference      24,000 IU= -0.002     48,000 IU= -0.001

	Confidence interval
	Level
	95% 

	Sides
	2


	Lower limit
	24,000 IU -0.008
48,000 IU -0.007
	Upper limit
	24,000 IU 0.003

48,000 IU 0.004

	Parameter type
	Slope



	Variability estimate


	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 0.003     48,000 IU= 0.003


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in PTH

	End point description

(max 999 characters)


	Parathyroid hormone
The difference in PTH between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 Months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	112
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

-2.92

	[Circle one] ③
Not applicable,

Standard deviation,

18.39

	[Circle one]
Number,

Arithmetic mean

-2.92

	[Circle one] ③
Not applicable,

Standard deviation,

18.14
	[Circle one]
Number,

Arithmetic mean

-10.56

	[Circle one] ③
Not applicable,

Standard deviation,

15.40


	Unit of measure
	 pg/ml  
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title


	Change in PTH
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description


	The ANCOVA model derived for the primary outcome analysis will be used. Consideration will be given to the inclusion of baseline PTH in addition if this was not included in the final model for the primary outcome. Significance of this term for inclusion in the final model will be assessed as described previously.  

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	327


	Analysis specification


	 pre-specified 

	Statistical hypothesis test



	P-value
	>       ③
	Value:  <0.001                  
	Comment ④


	Final model adjusted for baseline PTH, gender, age, weight and height.

	Method

[required if P-value provided]
	ANCOVA 

	Parameter Estimate



	Point estimate


	12,000 IU=reference      24,000 IU= -0.56     48,000 IU= -6.15

	Confidence interval


	Level
	95% 

	Sides
	2
	Lower limit
	24,000 IU -3.51
48,000 IU -10.24
	Upper limit
	24,000 IU 4.69
48,000 IU -2.06

	Parameter type


	Slope

	Variability estimate


	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 2.08     48,000 IU= 2.08


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in CTX

	End point description

(max 999 characters)


	Change in C-terminal telopeptide
The difference in CTX between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 Months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	112
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects
	114
	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

-0.046

	[Circle one] ③
Not applicable,

Standard deviation,

0.125

	[Circle one]
Number,

Arithmetic mean

-0.055

	[Circle one] ③
Not applicable,

Standard deviation,

0.124

	[Circle one]
Number,

Arithmetic mean

-0.031

	[Circle one] ③
Not applicable,

Standard deviation,

0.142


	Unit of measure
	 ng/ml   
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title


	Change in CTX
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description


	An ANCOVA model with change in CTX as dependent variable, independent variables considered, 25OHD, PTH and kidney function at baseline and dietary calcium and vitamin D intake at baseline. Other covariates considered as for primary outcome analysis.

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	337


	Analysis specification


	 pre-specified 

	Statistical hypothesis test



	P-value
	>       ③
	Value:  <0.001                  
	Comment ④


	Final model adjusted for baseline CTX, gender, age, weight and height.

	Method

[required if P-value provided]
	ANCOVA 

	Parameter Estimate



	Point estimate


	12,000 IU=reference      24,000 IU= -0.009     48,000 IU= 0.005

	Confidence interval


	Level
	95% 

	Sides
	2
	Lower limit
	24,000 IU -0.037
48,000 IU -0.022
	Upper limit
	24,000 IU 0.019
48,000 IU 0.033

	Parameter type


	Slope

	Variability estimate


	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 0.014     48,000 IU= 0.014


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in bone BAP

	End point description

(max 999 characters)


	Change in Bone Alkaline Phosphatase
The difference in BAP between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	111
	Comment ②
	Data not available for all subjects
	113
	Comment ②
	Data not available for all subjects
	114
	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

0.960

	[Circle one] ③
Not applicable,

Standard deviation,

3.398

	[Circle one]
Number,

Arithmetic mean

0.682

	[Circle one] ③
Not applicable,

Standard deviation,

3.761

	[Circle one]
Number,

Arithmetic mean

0.792

	[Circle one] ③
Not applicable,

Standard deviation,

3.820


	Unit of measure
	 ug /L 
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title


	Change in bone BAP
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description


	An ANCOVA model with change in BAP as dependent variable, independent variables considered, 25OHD, PTH and kidney function at baseline and dietary calcium and vitamin D intake at baseline. Other covariates considered as for primary outcome analysis.

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	330


	Analysis specification


	 pre-specified 

	Statistical hypothesis test



	P-value
	>       ③
	Value:  0.194                  
	Comment ④


	Final model adjusted for baseline BAP, baseline urinary calcium, gender, age, weight and height.

	Method

[required if P-value provided]
	ANCOVA 

	Parameter Estimate



	Point estimate


	12,000 IU=reference      24,000 IU= -0.115     48,000 IU= 0.034

	Confidence interval


	Level
	95% 

	Sides
	2
	Lower limit
	24,000 IU -1.088

48,000 IU -0.929
	Upper limit
	24,000 IU 0.857

48,000 IU 0.997

	Parameter type


	Slope

	Variability estimate


	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 0.49     48,000 IU= 0.49


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Change in P1NP

	End point description

(max 999 characters)


	Terminal propeptide of procollagen type 1
The difference in P1NP between baseline and 12 months derived by subtracting baseline from 12m value per individual

	End point timeframe

(max 255 characters)


	12 months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	112


	Comment ②
	Data not available for all subjects
	113


	Comment ②
	Data not available for all subjects
	114


	Comment ②
	Data not available for all subjects

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

1.129

	[Circle one] ③
Not applicable,

Standard deviation,

14.853

	[Circle one]
Number,

Arithmetic mean

3.367

	[Circle one] ③
Not applicable,

Standard deviation,

13.301

	[Circle one]
Number,

Arithmetic mean

4.031

	[Circle one] ③
Not applicable,

Standard deviation,

13.259


	Unit of measure
	   ug/L

	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable

Statistical Analysis of End Point ①
	Statistical analysis title


	Change in P1NP
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description


	An ANCOVA model with change in P1NP as dependent variable, independent variables considered, 25OHD, PTH and kidney function at baseline and dietary calcium and vitamin D intake at baseline. Other covariates considered as for primary outcome analysis.

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects


	330


	Analysis specification


	 pre-specified 

	Statistical hypothesis test



	P-value
	>       ③
	Value<0.001                 
	Comment ④


	Final model adjusted for baseline P1NP, baseline urinary calcium/creatinine ratio, gender, age, weight and height.

	Method

[required if P-value provided]
	ANCOVA 

	Parameter Estimate



	Point estimate


	12,000 IU=reference      24,000 IU= 0.868         48,000 IU= 1.850

	Confidence interval


	Level
	95% 

	Sides
	2
	Lower limit
	24,000 IU -2.757
48,000 IU -1.712
	Upper limit
	24,000 IU 4.493
48,000 IU 5.413

	Parameter type


	Slope

	Variability estimate


	Standard Error of the Mean
	Dispersion value
	12,000 IU=reference      24,000 IU= 1.84     48,000 IU= 1.81


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.
	End Points Form
	EMA


	End point type


	Secondary 

	End point title


	Falls

	End point description

(max 999 characters)


	The number of falls experienced during the study. Expressed as fall rate per 12 months in order to take into account differing durations of study involvement.

	End point timeframe

(max 255 characters)


	12 months



	Arms / subjects analysis sets


	All participants


	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ①

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Overall number of baseline subjects


	100
	Comment ②
	Number of participants with fall data
	95
	Comment ②
	Number of participants with fall data
	97
	Comment ②
	Number of participants with fall data

	
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type
	Measure type
	Dispersion/ Precision type

	
	[Circle one]
Number,

Arithmetic mean

0.48

	[Circle one] ③
Not applicable,


	[Circle one]
Number,

Arithmetic mean

0.45

	[Circle one] ③
Not applicable,


	[Circle one]
Number,

Arithmetic mean

0.52

	[Circle one] ③
Not applicable,



	Unit of measure
	Falls per 12 months per patient
	
	
	
	
	
	

	Category title ⑤


	
	
	④
	
	④
	
	④

	Category title ⑤


	
	
	④
	
	④
	
	④


Graphical Representation
Upload images containing the graphical representation relevant to the End point.

① Reporting group description contains details about the group of subjects receiving treatment.

② A comment explaining why the number of subjects for the variable differs to the number of subjects in the selected arm.

③ “Not applicable” Dispersion/Precision type should not be used only when Measure type is not “number”.

④ Numeric lower and upper values should be entered when precision type is a “confidence interval”. A single number should be entered for all other Dispersion/Precision types.

⑤ Add as many categories as needed if the end point can be categorised.
Below is the definition of the statistical analysis details for this variable
Statistical Analysis of End Point ①
	Statistical analysis title


	Falls 
	Analysis type


	Superiority 

	
	
	Comment


	

	Statistical analysis description

	Originally planned as ANCOVA, but very skewed distribution due to number of participants not falling at all during study. Chi-squared analysis done as alternative.

	Comparison group


	Omnibus analysis: all subject analysis sets
	Selection of reporting groups:                                              _ ②

	Number of subjects

	261


	Analysis specification

	[Circle one] pre-specified 

	Statistical hypothesis test



	P-value
	=    ③
	Value:         0.690           
	Comment ④


	

	Method

[required if P-value provided]
	Chi-squared 


	Parameter Estimate



	Point estimate


	12,000 IU=0.1      24,000 IU= 1.3     48,000 IU= 0.8

	Confidence interval


	Level
	95% / 90% / 

Other:            _%
	Sides
	[Circle one]
1     /     2


	Lower limit
	
	Upper limit
	

	Parameter type
	Other effect estimate: (specify)            Chi-squared contribution                                                                                                                _

	Variability estimate


	
	Dispersion value
	


① Add any number of statistical analyses for each end point as required.

② Select the reporting groups from those included in the end point that are relevant to this statistical analysis if an omnibus analysis is not being performed.

③ Prefix the P-value with a comparison operator.

④ This field contains additional information about the P-value such as whether it is adjusted for multiple comparisons and a priori threshold for statistical significance.

	Adverse Events Form
	EMA


	Time frame for adverse event reporting (max 255 characters)


	Adverse events were reported from first visit until final visit

	Adverse event reporting additional description (max 350 characters)


	

	Dictionary used ①


	Dictionary name
	Other: (specify) NCTU 
	Dictionary version
	N/A

	Method


	[Circle one] Systematic 
	Frequency threshold for reporting non-serious adverse events ②
	              _%


Serious Adverse Events

	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description ③


	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Number of subjects exposed


	14
	9
	6

	Number of subjects affected by serious adverse events


	14
	9
	6

	Number of subjects affected by non-adverse events


	0
	0
	0

	Number of deaths (all causes)


	1
	2
	0

	Number of deaths resulting from adverse events


	0
	0
	0

	Serious Adverse Events



	System organ class
	Event term
	Additional description
	Dictionary
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment

	
	Atrial fibrilation
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Broncietctasis and lower respiratory tract infection
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Chest pain
	
	NCTU
	2
	④


	2
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Chest pain/breathlessness
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Congestive cardiac faliure
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Congestive heart falure
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Exacerbation of asthma
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Fractured femur
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Fractured rib
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	Headache and facial swelling
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Headache, postural hypotension and migraine
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Hepatitis E infection
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	Ischemic colitis
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	Left total anterior circulation infarct with intrecerebral haemorrage post thyromoblysis
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Mild posterior circulation stroke
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Paracolic abcess
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Possible pulmonary oedema
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Prostate cancer
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Recurrence of melanoma and cerebral metasteses
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	Right basal pneumonia with pluritis
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	Right hip joint effusion
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Tightness in chest
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Transient ischemic attack
	
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Tauma
	Traffic Accident
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Urinary tract infection
	
	NCTU
	0
	④


	0
	0
	0
	④


	0
	0
	1
	④


	1
	0

	
	White cell count reduced
	
	NCTU
	1
	④


	1
	0
	0
	④


	0
	0
	0
	④


	0
	0

	
	Death
	Traffic Accident
	NCTU
	0
	④


	0
	0
	1
	④


	1
	0
	0
	④


	0
	0

	
	Death
	Unknown cause
	NCTU
	1
	④


	1
	0
	1
	④


	1
	0
	0
	④


	0
	0


	Fatalities



	System organ class
	Event term
	
	Fatalities - all
	Fatalities – causally related to the treatment
	Fatalities - all
	Fatalities – causally related to the treatment
	Fatalities - all
	Fatalities – causally related to the treatment

	
	Death
	Traffic Accident
	1
	0
	0
	0
	0
	0

	
	Death
	Unknown cause
	1
	0
	1
	0
	0
	0


Non-Serious Adverse Events

	Reporting group title


	12,000 IU
	24,000 IU
	48,000 UI

	Reporting group description

	Once a month participant received an oral dose of Vigantol® equivalent to 12,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 24,000 IU of vitamin D
	Once a month participant received an oral dose of Vigantol® equivalent to 48,000 IU of vitamin D

	Number of subjects affected by non-adverse events


	118
	120
	124

	Non-Serious Adverse Events



	System organ class
	Event term
	Additional description
	Dictionary
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment
	Number of subjects affected
	Number of subjects exposed
	Event term occurrence – all
	Event term occurrence – causally related to the treatment

	N/A
	decline in egfr
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	diahorrea
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	diahorrea x2 occasions
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	diarrhoea
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	fell + wrenched left ankle
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	heartburn
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	hypercalcaemia
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	indigestion
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	indigestion
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	indigestion
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	intermittent vomiting post vitamin d dose
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	loss of appetite
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	low egfr
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	nausea
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	stomach cramps 1 hour post vitd administration - duration of 5mins
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	stomach cramps 1hour post to vitd administration, duration of 5mins
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	vomiting
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	weight loss
	-
	Free Text
	1
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	(intermittent) indigestion
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	24 hrs general malaise
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	abdo pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	abdominal pain post vit d dose
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	ache in both legs
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	aching limbs
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	acid reflux
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	acid reflux
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	anaemia
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	anxiety
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	arthritis pain in wrists and thumb
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	back pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	back pain running down left leg worsened (related to 1?)
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	backache (following gardening)
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	balance issues
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	banged head
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	banged head
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	basal cell carcinoma
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bilateral leg joint pain - upper legs
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bilateral leg rash
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bloodshot eye
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bottom pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	brain scan - unsure of results
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	breathlessness
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	breathlessness.
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bronchitis
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	brown path under left eye - getting bigger
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bruised 2 toes (r) (small ones) caused by supermarket trolley
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bruised ribs following fall
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bruised shin following fall
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bruised/rash to ankle.
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bruises to right arm and back following fall
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	bump head, causing lump + bruising
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	burning on passing urine. urinary tract infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest infection/lower respiratory tract infection
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pain
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	chest pains
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptomes
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms.
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold symptoms.
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	cold, sore throat, runny nose, 'muzzy' head
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	collapse
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	common cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	common cold
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipated
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	constipation
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	continuing pain in l ankle.
	-
	Free Text
	1
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0

	N/A
	continuing pain in l hip.
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	1
	0

	N/A
	worsening joint pain in knees
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening joint pain, both knees, right shoulder, both hips, right wrist
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening left hip pain
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of ae number 3 - pain in back
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of arthritic pain
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of back pain
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of gout pain right foot
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of joint pain in base of both thumbs.
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of loss of balance
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of pain back of knee and right ankle
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of pain in finger joints (intermittent)
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	worsening of pyritis shoulder and neck
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	wrist joint pain.
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	yeast infection
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	cataract left eye
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	cataract right eye
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	common 'cold' virus
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	diarrhoea
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	fall - cut to back of head
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	muscle pain in both legs - gradually worsened.
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	muscle weakness/gradually in both legs/worsened.
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0

	N/A
	tooth infection
	-
	Free Text
	0
	0
	0
	0
	0
	0
	0
	0
	1
	1
	1
	0


① The table defaults provide a short-cut for entering the dictionary used for recording all Adverse events in a study. If entered, the table default values respectively apply to any Adverse Event with a blank Dictionary name.

② The frequency of non-serious adverse events that, when exceeded within any arm or comparison group, are reported in the results database for all arms or comparison groups. The number must be less than or equal to the allowed maximum expressed as a percentage. For example, a threshold of 5 per cent indicates that all non-serious adverse events with a frequency greater than 5 per cent within at least one arm or comparison group are reported.

③ Reporting group description contains details about subjects in this group.

④ Number of subjects exposed for a single Adverse event in a reporting group is only required when the value differs from the Total number of subjects at exposed in the reporting group.

⑤ The event terms used for reporting fatalities must also appear in the serious adverse events table.
	More Information
	EMA


Global Substantial Protocol Amendments ①
	Amendment date


	Description

	08/10/2012

	· Peanut allergy removed from exclusion criteria

· An optional statement has been added to the informed consent form to allow potential approach of subject for other studies in the future.
· Correction to inconsistencies between table and text format of study procedures had been made.

	N/A

	N/A

	
	


Global Interruptions and Restarts ②
	Interruption date


	Description
	Restart Date

	N/A

	N/A
	

	
	
	

	
	
	


Limitations and Caveats ③
	Limitations and caveats that apply to the results



	There was no control group/placebo in the study. The comparison is between different doses of vitamin D. Throughout the study adverse events were recorded as free text in the medical notes. The adverse events were retrospectively transcribed into the eCRF with best intention for accuracy and completeness. During the transcription no medical dictionary was used in order to avoid bias by retrospectively coding and categorizing these events. For the same reasons the adverse events in this report are listed as single events using free text.



① Provide details of the substantial amendments to the protocol that affected the trial globally. There may not have been any global substantial protocol amendments, so their presence is optional. However if a global substantial protocol amendment is created, then both the date and the description are necessary. There is sufficient provision to support the presence of any number of global substantial protocol amendments to the trial.

② Provide details of the interruptions that affected the trial globally. There may not have been any global interruptions, so their presence is optional. If a global amendment is created it must have an interruption date and a description. The restart date is provided only if the trial was restarted globally after the interruption. There is sufficient provision to support the presence of any number of global interruptions and restarts to the trial.

③ Based on the conduct of the trial provide any limitations or caveats to the results of the trial.
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