[bookmark: OLE_LINK1]Date		Month ##, 2013

To:		Investigational Review Board
		
From:		

Re:	Amendment to IRB study # __________Vitamin D and Type 2 Diabetes (D2d)
 
Dear ________________,

We are submitting a new version of the D2d study protocol (version 1.4 | 2013.7.15) and associated documents with improvements that were made in response to the initial review by the D2d DSMB, which took place on May 31st 2013, and the D2d Investigators’ kick-off meeting, which took place on July 10th 2013. The D2d DSMB approved the attached (revised) protocol on July 17th 2013. The D2d DSMB approval letter is submitted with this amendment.  

Below we itemize changes in the order they appear in the new protocol (version 1.4, date 2013.7.15) and DSMP section. These changes are also summarized in the protocol itself (pages 6-7) as changes compared to protocol version 1.3 | 2013.4.15 (submitted previously to IRB) and as additional changes compared to protocol version 1.4 | 2013.7.3 (prior version approved by the D2d DSMB).

1.	The Synopsis section and Schedule of Procedures table were changed to reflect protocol changes.

5.	Inclusion/exclusion criteria were clarified as follows: BMI cutoff values are shown to the first decimal point, e.g., 40.0 instead of 40 kg/m2; gastric banding (past 3 years) with self-reported weight stability (defined as weight change no greater than 3 kg during the past 3 months) is not an exclusion criterion; menopausal hormone therapy started within 3 months is an exclusion criterion. Platelet donation is not an exclusion criterion.

6.5.	The physical examination by the study physician was moved to the baseline visit (during the second phase of the screening). 

7.3.3.	If after unmasking occurs to evaluate an adverse event, it is determined that study pills are not related to the adverse event, participant will resume taking study pills consistent with the intention-to-treat principle.

8.1.	An end-of-study visit has been added and FPG and HbA1c will be measured.  The algorithm for the semi-annual visit (Protocol Figure 9.1.2) will be followed to assess for incident diabetes. Serum calcium, serum creatinine and urine calcium-creatinine will also be measured at that visit.

8.1.	There will be a phone call approximately 6 weeks after the end-of-study visit to assess for adverse events due to potential residual effects from the study pills. 

8.2.	Results of laboratory outcome tests (i.e., fasting plasma glucose, HbA1c, 2-hour post-load glucose) are not provided to site staff, participants or health care provider(s) with the exception of the results obtained at the screening and baseline visits. During the study, the web-based electronic data capture (EDC) system will notify sites only that results do not meet criteria for diabetes or do meet criteria for diabetes or confirmatory testing is needed. After a participant reaches the primary endpoint of diabetes, glycemic results will be shared with site staff, participants and their health care provider(s).

8.2.3.	After participants reach the diagnosis of diabetes, they will continue taking study pills without unmasking and will complete all subsequent planned visits. The DSMB felt that continuing study pills would provide an opportunity to evaluate the effect of the study intervention on the natural history of diabetes and whether it has an additional benefit as an add-on to diabetes pharmacotherapy (e.g. metformin). 

8.6.	For participants who become pregnant during the study, study pills and study procedures will be held, i.e. participant will become “inactive” (defined as stopping study pills and not attending study visits) but she will not go off study and will be encouraged to remain in the study and return for scheduled assessments after completion of pregnancy. If the woman agrees to remain in the study, laboratory testing will resume at 8 weeks post-partum.  Study pills will resume after participant ceases lactation or after 8 weeks post-partum (whichever is later).

10.1.2.	The list of “expected” adverse events was modified to include only what would be reasonably expected to occur as a result of study pills and the study intervention. 

11.	Study design was changed to an event-driven trial, which means that D2d will continue until the required number of events is reached. The main implication of this change is that follow up periods are estimates only and will depend on rates of enrollment and retention. It is anticipated that participants will be followed for approximately 4 years for the primary outcome, diabetes. We have changed the protocol and main ICF to indicate that study duration will be “approximately 4 years.”

Other	To minimize stopping study pills in participants with potentially false positive results, monitoring for hypercalcemia was modified to allow for a wider range for re-testing. Specifically, re-testing will be done when serum calcium falls within the upper limit of normal and the upper limit of normal plus 1 mg/dL  (see DSMP figure 2).

Other	Various language improvements throughout the document were made to improve clarity (e.g. measurement of 25OHD will not be done in real-time [section 4.3.7]; “tanning booths” changed to “tanning devices”) and avoid duplication with the DSMP document (e.g. section 10.2.1 and 10.2.3 in protocol were shortened).

Thank you.


Attachments
· DSMB approval letter (dated 2013.7.17) for protocol version 1.4 | 2013.7.15
· Protocol version 1.4 | 2013.7.15
· ICF main, version 1.4 | 2013.7.26
· DSMP, version 4, date 2013.7.25
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