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 Protocol Number: CV181365 
 Site Number: All 
 IND Number 63,634 
 EUDRACT Number 201-003721-18 
 Date: 28-Jan-2015 
 

Protocol CV181365: A 52-week International, Multicenter, Randomized, Double-Blind, 
Active-Controlled, Parallel Group, Phase 3b Trial with a Blinded 104-week Long-term 

Extension Period to Evaluate the Efficacy and Safety of Saxagliptin Co-administered with 
Dapagliflozin in combination with Metformin Compared to Glimepiride in Combination with 

Metformin in Adult Patients with Type 2 Diabetes Who Have Inadequate Glycemic Control on 
Metformin Therapy Alone. 

 

Pharmacogenetics Blood Sample Amendment 
Number 01 - Site Specific 

Site All 
 

Medical Monitor 
 

 

 

 

24-hr Emergency Telephone Number: 

 
 

Sponsor: AstraZeneca Research and Development 
Study being conducted by Bristol-Myers Squibb on behalf of AstraZeneca 

 
Bristol-Myers Squibb Research and Development 

Avenue de Finlande 4 
B-1420 Braine-l’Alleud, Belgium 
Route 206 & Province Line Road 

Lawrenceville, NJ 08543 
 

This protocol amendment contains information that is confidential and proprietary to 
Bristol-Myers Squibb (BMS) and AstraZeneca. 

This amendment must be maintained with the referenced protocol. 
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1 AMENDMENT RATIONALE 
The information gained from Pharmacogenetic research studies is expected to result in safer and 
more effective therapies and to lead to the discovery of new diagnostics, prognostics and 
molecular targets and pathways. To learn more about the association between a subject’s genetic 
makeup and drug response, subjects will be asked to voluntarily give a blood sample so that 
scientists can perform exploratory pharmacogenetic research. 

This research will be limited to information recorded on the case report form or generated from 
the main clinical trial and results from the associated pharmacogenetic blood sample. Subjects 
will not be contacted in the future by the sponsor to provide any further information.  

Pharmacogenetics can be defined as the study of how variations in genes influence drug 
response. Genetic factors are considered to play an important role in the observed inter- 
individual differences in the metabolism, toxicity, and pharmacological response of drugs. The 
ability to determine which genes and their variants are associated with toxicity and efficacy for a 
specific drug will improve drug therapy and subsequently be beneficial to patients. 

2 OBJECTIVES 
The objective of this Amendment is to permit the collection and storage of blood samples for use 
in future exploratory pharmacogenetic research. Bristol-Myers Squibb is conducting this study 
on behalf of AstraZeneca. AstraZeneca is the sponsor for the CV181365 study and they will be 
responsible for the pharmacogenetic portion of this study including the logistically aspects 
related to this amendment. 

AstraZeneca will use DNA obtained from the blood sample and health information collected 
from the main clinical trial, CV181365, to study the association between genetic variation and 
drug response. AstraZeneca may also use the DNA to study the causes and further progression of 
Type 2 Diabetes and other Metabolic Diseases. Samples from this study may also be used in 
conjunction with pharmacogenetic research results from other clinical studies to accomplish this 
objective. 

3 STUDY SITES 
Pharmacogenetic sample collection will be performed at sites that permit pharmacogenetic 
studies to be conducted in compliance with all applicable laws, rules, and regulations.  

4 SUBJECT SELECTION CRITERIA 
To participate in this Pharmacogenetic Sample Amendment, subjects must provide a signed 
Pharmacogenetic Blood DNA informed consent and must have consented to participate in the 
main clinical trial CV181365. 
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Inclusion criteria 

For inclusion in this Pharmacogenetic Sample Amendment: 

• Subjects must fulfill all of the inclusion criteria described in the main body of the Clinical 
Study Protocol and must have consented to participate in the main clinical trial CV181365 

• Provide informed consent for the genetic sampling and analyses 
 

Exclusion criteria 

Exclusion from this genetic research may be for any of the exclusion criteria specified in the 
main study or any of the following: 

• Previous bone marrow transplant 
• Whole blood transfusion within 120 days of genetic sample collection 
 

5 PROCEDURES 
Subjects who have consented to participate in this study and who have voluntarily given written 
informed consent for pharmacogenetic sample collection will have a one-time blood sample 
collected at Day 1. If the pharmacogenetic blood sample is not collected at visit Day 1, it may be 
collected at any other subsequent scheduled sample collection. For each subject, approximately 
10mL of blood (less than 2 teaspoons) will be collected. The sample will be stored at 
AstraZeneca Sample Bank for pharmacogenetic research. 

No pre-determined number of study subjects is required, as participation for pharmacogenetic 
analysis is strictly voluntary. Subjects will be asked to read, understand, and sign an informed 
consent form designed for the purpose of collecting a one time sample for pharmacogenetic 
research. Subjects will be informed that they will not be excluded from the main clinical 
trial CV181365 if they do not wish to participate in the Pharmacogenetics Sample 
Amendment. 

6 PHARMACOGENETIC STATISTICAL ANALYSIS 
Joint exploratory data analysis may be performed in the future to investigate if genetic variants 
(genotypes) are associated with clinical outcomes (phenotypes) such as, but not limited to, drug 
response, efficacy, safety, toxicity, and overall survival. The following potential analyses may be 
performed as appropriate: 

• Examine demographic factors such as race/ethnicity, age and gender to determine appropriate 
stratification or adjustment for the analysis. 

• Summarize allele and genotype frequencies from the sample with 95% confidence intervals.  
• Explore the relationship among genetic variation, expression of genes and proteins and 

clinical outcomes using methods such as, but not limited to, chi-squared tests, linear models, 
generalized linear models, non-parametric models, survival models or clustering algorithms.  
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7 CODING AND STORAGE OF DNA SAMPLES 
The processes adopted for the coding and storage of samples for genetic analysis are important to 
maintain patient confidentiality. Samples will be stored for a maximum of 15 years, from the 
date of last subject last visit, after which they will be destroyed. DNA is a finite resource that is 
used up during analyses. Samples will be stored and used until no further analyses are possible or 
the maximum storage time has been reached. 

The samples and data for genetic analysis in this study will be de-identified. The sample and data 
will not be labeled with a personal identifier. The study number and patient number will be 
linked to a second unique identifier.   

Once DNA is extracted from the de-identified blood sample it is given another unique identifier. 
The DNA number will be used to identify the sample and corresponding data at the designated 
contract laboratory. No personal details identifying the individual donor will be available to any 
AstraZeneca or external provider working with the DNA. A link between the blood sample and 
the DNA extracted from the sample will be maintained in a confidential link file maintained by 
AstraZeneca DNA Biobank or contracted storage facility. 

All genetic samples will be stored under secure conditions with restricted access at AstraZeneca. 
The blood or data derived from the samples may be made available to groups or organizations 
working with AstraZeneca on this study or as part of the development drug project. However, the 
samples and any results will remain the property of AstraZeneca at all times. AstraZeneca will 
not give blood, DNA samples or data derived from the samples to any other parties, except as 
required by law. All samples and DNA will be destroyed maximum of 15 years from the date of 
last subject last visit after or according to local legislation. Samples may be destroyed prior to 
this timeframe if the patient has withdrawn consent 

8 SUBJECT DATA PROTECTION 
AstraZeneca will not provide individual genotype results to subjects, any insurance company, 
any employer, their family members, general physician or any other third party, unless required 
to do so by law. 

Extra precautions are taken to preserve confidentiality and prevent genetic data being linked to 
the identity of the subject. In exceptional circumstances, however, certain individuals might see 
both the genetic data and the personal identifiers of a subject. For example, in the case of a 
medical emergency, an AstraZeneca Physician or an investigator might know a subject’s identity 
and also have access to his or her genetic data. Also Regulatory authorities may require access to 
the relevant files, though the subject’s medical information and the genetic files would remain 
physically separate. 

9 DATA MANAGEMENT 
Any genotype data generated in this study will be in the secure system within AstraZeneca 
and/or third party contracted to work with AstraZeneca to analyze the samples.   

The results from this genetic research may be reported in the CSR for the main study, or in a 
separate report as appropriate. 
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Some or all of the clinical datasets from the main study may be merged with the genetic data in a 
suitable secure environment separate from the clinical database. 

10 SUBJECT RIGHTS 
Study subjects can withdraw their consent to participate in the Pharmacogenetic Sample 
Amendment even after the sample has been shipped to the AstraZeneca Sample Bank. As long as 
the Investigator or Investigator’s designee retains the clinical trial records, a study subject will be 
able to contact his/her Investigator or the Investigator’s designee and ask for his/her sample to be 
withdrawn from the Sample Bank and destroyed.  

As the collection of the biological samples is an optional part of the study, the subject may 
continue in the main study even if they choose not to participate in this amendment. 

The Principal Investigator: 

• Ensures subjects’ withdrawal of informed consent to the use of the donated samples is timely 
communicated to AZ or its representative 

• Ensures that biological samples from that subject, if stored at the study site, are immediately 
identified, disposed of/destroyed, and the action documented in subject’s source documents 

• Ensures that the subject and AZ are informed about the sample disposal 
 

In the instance that the samples have been sent from the study site: 

• On receipt of the notification of withdrawal of consent, (Appendix 1), AZ or its 
representative ensure the relevant samples are located and sample disposal/destruction is 
requested and appropriately documented 

• A copy of the completed disposal/destruction documentation is returned to the study site 
 

11 RECORD RETENTION 
The Investigator must retain essential documents for the maximum period required by applicable 
regulations and guidelines1 or Institutional procedures, or for the period specified by the sponsor, 
whichever is longer. The Investigator must contact Astra Zeneca or its representative prior to 
destroying any records associated with the study.  

Astra Zeneca will notify the Investigator when the trial records are no longer needed. 

If the Investigator withdraws from the study (eg, relocation, retirement), the records shall be 
transferred to a mutually agreed upon designee (eg, another Investigator, IRB). Notice of such a 
transfer will be given in writing to Astra Zeneca. 
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12 WITHDRAWAL OF SUBJECTS FROM PHARMACOGENETIC RESEARCH 
Subjects have, at any time, the option to withdraw consent for participation from: 

1) Only the Pharmacogenetic Sample Amendment independent of the main clinical trial 
(CV181365); 

OR 

2) Only the main clinical trial (CV181365) independent of the Pharmacogenetic Sample 
Amendment; 

OR 

3) Both the main clinical trial (CV181365) and Pharmacogenetic Sample Amendment. 
 

Subjects who wish to withdraw their consent from the Pharmacogenetic Sample Amendment 
(ie, have their sample in the Sample Bank destroyed) should contact the Investigator. The 
Investigator will submit a Sample Withdrawal Form to the AstraZeneca Sample Bank 
(see Appendix 1). 

It is possible that subjects may decide to withdraw consent from the main clinical trial 
(CV181365) but continue with their consent for the Pharmacogenetic Sample Amendment. In 
such cases the Investigator should inform subjects that their sample would remain stored at the 
AstraZeneca Sample Bank and may be used for pharmacogenetic research. 

If a subject requests to withdraw consent for the Pharmacogenetic Sample Amendment after the 
time the Investigator is legally required to maintain the records linking the subject’s sample and 
coded health information to their identity, and the records have been destroyed, the sample will 
become anonymous and unable to be withdrawn.  

13 DESTRUCTION OF BLOOD SAMPLE AND RELATED MATERIAL 
In the case of subjects who have withdrawn their consent for participation in the 
Pharmacogenetic Sample Amendment the Investigator will send a Sample Withdrawal Form to 
the AstraZeneca Sample Bank. Upon receipt of the Sample Withdrawal Form, AstraZeneca 
Sample Bank, will destroy any remaining blood sample and any material obtained from the 
sample in accordance with AstraZeneca procedure for Sample Destruction. A copy of the sample 
withdrawal form is provided in Appendix 1. After all samples have been destroyed AstraZeneca 
Sample Bank will provide the Investigator with verification of the sample destruction. In the case 
of samples that have been partially analyzed, the remaining sample will be destroyed but 
AstraZeneca shall be entitled to retain and use any research results obtained prior to the 
withdrawal of consent.  
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14 FLOW CHART/TIME AND EVENTS SCHEDULE 

Time and Events Schedule:  

Procedure Visit Day Day 1 

Pharmacogenetic Sample Informed Consent Xa 

Pharmacogenetic Sample Collection Xb 
a Informed consent for pharmacogenetic testing may be obtained at any time during the trial PRIOR to the 

collection of the pharmacogenetic sample. 
b If the pharmacogenetic sample is not collected at visit Day Day 1, it may be collected at any other subsequent 

scheduled sample collection. 
 

15 PHARMACOGENETIC SAMPLE COLLECTION AND PROCESSING 
The whole blood pharmacogenetic sample will be shipped at frozen temperature to the 
designated central laboratory Quintiles Central Laboratory. The samples will be stored frozen 
and transferred to the designated extraction lab and then to AstraZeneca Sample Bank for storage 
and future analysis. Details for collection, processing, storing and shipping these samples will be 
provided in a separate procedure manual.  

16 INFORMED CONSENT 
Investigators must ensure that subjects, or, in those situations where consent cannot be given by 
subjects, their legally acceptable representative are clearly and fully informed about the purpose, 
potential risks and other critical issues regarding clinical studies in which they volunteer to 
participate. Freely given written informed consent must be obtained from every subject or, in 
those situations where consent cannot be given by subjects, their legally acceptable 
representative, prior to study participation. 

The rights, safety, well-being of the study subjects are the most important considerations and 
should prevail over interests of science and society. 

The following section contains Bristol-Myers Squibb procedures on obtaining informed consent 
from subjects or their legally acceptable representative prior to participating in a clinical trial. 
Procedures are described for all subjects including those who are unable to give informed 
consent. The relevant procedures must be used whenever they are applicable. 

A separate informed consent will be obtained from study subjects who voluntarily agree to 
participate in the Pharmacogenetic Sample Amendment. The informed consent form for 
pharmacogenetic sample collection reflecting this Amendment will be submitted for review and 
approval to the IRB/Ethics Committee charged with this responsibility. 

16.1 Informed Consent Procedures 
Preparation of the consent form is the responsibility of the Investigator and must include all 
elements required by ICH, GCP and applicable regulatory requirements, and must adhere to GCP 
and to the ethical principles that have their origin in the Declaration of Helsinki. The consent 
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form must also include a statement that Bristol-Myers Squibb and regulatory authorities have 
direct access to subject records. Prior to the beginning of the study, the Investigator must have 
the IRB/IEC’s written approval/favorable opinion of the written informed consent form and any 
other information to be provided to the subjects. 

The Investigator must provide the subject or legally acceptable representative with a copy of the 
informed consent form and written information about the study in the language in which the 
subject is most proficient. The language must be non-technical and easily understood. The 
Investigator should allow time necessary for subject or subject’s legally acceptable 
representative to inquire about the details of the study, then informed consent must be signed and 
personally dated by the subject or the subject’s legally acceptable representative and by the 
person who conducted the informed consent discussion. The subject or legally acceptable 
representative should receive a copy of the signed informed consent and any other written 
information provided to study subjects prior to subject’s participation in the trial 

17 INSTITUTIONAL REVIEW BOARD/INDEPENDENT ETHICS COMMITTEE 
(IRB/IEC) 

This amendment, the informed consent form for pharmacogenetic sample collection and any 
advertisement for subject recruitment will be submitted for review and approval to the 
IRB/Ethics Committee charged with this responsibility. The investigator must have on file 
written and dated approval/favorable for this amendment from the IRB/Ethics Committee before 
this sample is collected. 

18 REFERENCES 
1. Code of Federal Regulations, CFR 312.57, and International Conference on 

Harmonisation, ICH Guidelines. 
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APPENDIX 1 SAMPLE WITHDRAWAL PROCEDURES 
AstraZeneca 

Research & Development 
 

FAX TRANSMITTAL SHEET 
 

FAX THIS COMPLETED PAGE TO: 
 

  
 

 
 

 
Email:  

 
 

 
WITHDRAWAL OF PERMISSION FOR USE OF SPECIMENS 

IN FUTURE PHARMACOGENETIC RESEARCH 
 
This section is to be completed by either the Investigator or the coordinator at the institution. 

The study subject indicated below (Only identify the study subject using the study subject number; DO NOT 
provide any other identifying information such as the study subject’s name or social security number) initially 
provided informed consent for his/her samples to be used for pharmacogenetic research by AstraZeneca. After 
discussion with a study staff member at our institution, he/she has now indicated that he/she wants to withdraw 
consent for future pharmacogenetic research by AstraZeneca and have his/her sample destroyed. 

PROTOCOL NUMBER:     SITE NUMBER:     

STUDY SUBJECT NUMBER:      

INVESTIGATOR NAME:        INVESTIGATOR FAX:    

INVESTIGATOR SIGNATURE:          

DATE OF REQUEST:  ________________________________________ 

 

This section is to be completed by the AstraZeneca Sample Bank and faxed back to the Investigator. 

CONFIRMATION OF SAMPLE DESTRUCTION 

The pharmacogenetic sample and related material derived from the sample obtained from the study subject indicated 
above has been destroyed. Please notify the study subject that this has occurred. 

VERIFIED BY:         DATE:     

PRINT NAME: ______________________________ 
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Amendment Rationale:

The primary purpose of this amendment is to correct information in the Inclusion and Exclusion 
Criteria pertaining to the active comparator (glimepiride) and to align the current protocol to its 
sister study, CV181-363. As enrollment has not yet started, these changes will be applicable to 
future enrolled subjects and will not impact the overall study conduct or proposed data analyses.

In the Inclusion Criteria described in Section 3.3.1 sitagliptin was erroneously listed as the 
active comparator. Glimepiride is now correctly identified as the active comparator.
In the Exclusion Criteria described in Section 3.3.2, it is now specified that subjects who 
have contraindications to therapy as described in the glimepiride package insert should be 
excluded.
In the Exclusion Criteria described in Section 3.3.2; the word “enrollment” was removed as 
an exclusion because the study does permit the re-enrollment of a subject who has been 
discontinued from the study as a pre-treatment failure (eg, was not randomized). The 
criterion now excludes only previous randomization in the present study.
In the Exclusion Criteria described in Section 3.3.2; the number of days that a subject may 
not have taken any other investigational agent prior to screening has been changed from 90 to 
30 days to be consistent with CV181-363 and other studies in the saxagliptin/dapagliflozin 
clinical development program.
Two efficacy objectives seek to compare the time to treatment intensification (defined as the 
addition of insulin for rescue therapy or discontinuation for lack of glycemic control) 
between the saxagliptin/dapagliflozin and glimepiride arms. Although insulin is 
recommended as the initial choice for rescue therapy (since these subjects are already taking 
dual or triple therapy), the protocol permits other options to be considered. The definition for 
treatment intensification was broadened to include the addition of insulin or other glucose-
lowering agents for rescue therapy or discontinuation for lack of glycemic control.
Hypersensitivity has been identified as a potential risk for dapagliflozin (and is already 
specified as a potential risk for saxagliptin). In the Overall Risk/Benefit Section (Section 
1.5), we have added hypersensitivity as a potential risk for dapagliflozin.

Changes to Protocol

1) Synopsis, Investigational Product(s), Dose and Mode of Administration, Duration of 
Treatment with Investigational Products, added: glimepiride 1-6 mg.

2) Synopsis, Secondary efficacy objectives, Short-term, 4th bullet, added: or other glucose-
lowering agent.

3) Synopsis, Secondary efficacy objectives, Long-term, 1st bullet: added: or other glucose-
lowering agent.

4) Synopsis Exploratory Objectives, Short-term, 9th bullet revised: to assess CGM.
5) Synopsis, Exploratory Objectives, Long-term, 2nd bullet, removed: for saxagliptin/

dapagliflozin.
6) Synopsis, Exploratory Objectives, Long-term, 6th bullet, revised: double-blind treatment.
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7) Synopsis, Safety objectives, 1st bullet, added: for saxagliptin co-administered with 
dapagliflozin.

8) Synopsis, Study Schematic: removed: plus placebo.
9) Synopsis, Study Population: removed Asia
10) Synopsis, Study Drug: added: glimepiride
11) Synopsis, Dose and Treatment Regimens, added; Glimepiride 1-6mg or matching placebo 

capsules, administered orally once daily, will be provided for the 156-week blinded treatment 
period.

12) Synopsis, Concomitant and other treatments, added: other than IP.
13) Synopsis Sample Size Estimates: revised #Screened and #Enrolled
14) Synopsis, Secondary endpoints for analysis for the short-term treatment period include, 

added: or other glucose-lowering agents.
15) Synopsis, Secondary endpoints for analysis for the long-term treatment period include, 

added: or other glucose-lowering agents.
16) Section 1.3.2., Secondary objectives, Secondary efficacy objectives, Short-term, 4th bullet, 

add:  or other glucose-lowering agents.
17) Section 1.3.2., Secondary objectives, Secondary efficacy objectives, Long-term, 1st bullet, 

add:  or other glucose-lowering agents.
18) Section 1.3.3, Exploratory Objectives, Long-term, 2nd bullet, removed: for 

saxagliptin/dapagliflozin.
19) Section 1.3.3, Exploratory Objectives, Long term, 6th bullet revised: double-blind treatment.
20) Section 1.3.4, Exploratory Safety Objectives, 1st bullet, added: for saxagliptin co-

administered with dapagliflozin.
21) Section 1.5, Overall Risk/Benefit Assessment, Dapagliflozin, added section: Hypersensitivity 

reactions paragraph.
22) Section 3.1 Study Design added; Glimepiride 1-6mg or matching placebo capsules, 

administered orally once daily, will be provided for the 156-week blinded treatment period
23) Figure 3.1-1 Study Design Schematic: removed: plus placebo
24) Section 3.3.1 Inclusion Criteria; Number 1, added: or designee
25) Section 3.3.1 Inclusion Criteria; Number 3, Age and Reproductive Status; removed letter (d)

and (e) statements.
26) Section 3.3.1 Inclusion Criteria; Number 3, Age and Reproductive Status; revised letter (f)

and (g) statements.
27) Section 3.3.2 Exclusion Criteria; Number 4 Allergies and Adverse Drug Reaction; Letter a,

add: glimepiride
28) Section 3.3.2 Exclusion Criteria; Number 5, Other Exclusion Criteria; Letter m: remove 

enrollment.
29) Section 3.3.2 Exclusion Criteria; Number 5 Other Exclusion Criteria; Letter n: changed 

administration of any other investigational agent from within 90 days of the screening visit to 
30 days

30) Section 3.3.2 Exclusion Criteria; Number 5, Other Exclusion Criteria; Letter o” remove no
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31) Section 3.4.1 Prohibited and/or Restricted Treatments; 1stth bullet added; other than IP
32) Section 3.4.1 Prohibited and/or Restricted Treatments; 4th bullet changed administration of 

any other investigational agent from within 90 days of the screening visit to 30 days
33) Table 3.5.2-1, Lack of Glycemic Control Criteria for Initiation of Rescue Medication, 

provided additional clarification to recue time points.
34) Section 3.5.3 Discontinuation Guidelines due to Protocol-Defined Hypoglycemia Episodes, 

removed term placebo
35) Section 4.5 Selection and Timing of Dose for Each Subject; replaced the paragraph
36) Section 4.10 Retained Samples for Bioavailability/Bioequivalence removed associated 

subsequent text, added; Not applicable
37) Table 5.1-1 Flow Chart/Time and Event Schedule, Eligibility, added ‘sub-study’ text to 

Informed consent for MRI and CGM
38) Table 5.1-1 Flow Chart/Time and Event Schedule, Safety Assessment, amended scheduling 

of ‘Complete physical examination’ and ‘Brief physical examination’; Screening week -4 
and Lead-in week -2 respectively

39) Table 5.1-1 Flow Chart/Time and Event Schedule, Central Laboratory Tests, removed 
procedure, Blood & Urine Standard Safety Laboratory Panel 

40) Table 5.1-1 Flow Chart/Time and Event Schedule, Central Laboratory Tests, Clinical 
Chemistry, hematology, urinalysis (new wording added)

41) Table 5.1-2 Flow Chart/Time and Event Schedule, Safety Assessment, reworded text
‘Provide glucose meter supplies / instructions’

42) Table 5.1-2 Flow Chart/Time and Event Schedule, Central Laboratory, removed Blood & 
Urine Standard Safety Laboratory Panel; added Clinical chemistry, haematology, urinalysis 
(standard safety laboratory panel) 

43) Table 5.1-2 Flow Chart/Time and Event Schedule, Safety Assessment, removed procedure 
‘Height’.

44) Table 5.1-2 Flow Chart/Time and Event Schedule, Central Laboratory, removed procedure, 
B* Clinical chemistry haematology, urinalysis

45) Table 5.1-2 Flow Chart/Time and Event Schedule, Central Laboratory, MRI-PDFF, notes, 
provided added clarification

46) Table 5.1-2 Flow Chart/Time and Event Schedule, Study Drug, added text ‘or blinded 
placebo’ to study drug dispensations

47) Table 5.1-2 Flow Chart/Time and Event Schedule, Study Drug, removed text ‘placebo’ from: 
Register down-titration of glimepiride/placebo during maintenance period (if applicable in 
IVRS).

48) Table 5.1-3 Flow Chart/Time and Event Schedule, Safety Assessment, removed procedure 
‘Height’.

49) Table 5.1-3 Flow Chart/Time and Event Schedule, Safety Assessment, reworded ‘Provide 
glucose meter supplies / instructions’

50) Table 5.1-3 Flow Chart/Time and Event Schedule, Central Laboratory, removed Blood & 
Urine Standard Safety Laboratory Panel; added Clinical chemistry, haematology, urinalysis 
(standard safety laboratory panel) 
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51) Table 5.1-3 Flow Chart/Time and Event Schedule, Central Laboratory, removed procedure, 
B* Clinical chemistry haematology, urinalysis

52) Table 5.1-3 Flow Chart/Time and Event Schedule, Additional Assessment, MRI-PDFF,
notes, provided added clarification

53) Table 5.1-3 Flow Chart/Time and Event Schedule, Additional Assessment, amended to 
‘Assess HbA1c for rescue’.

54) Table 5.1-3 Flow Chart/Time and Event Schedule, Additional Assessment, removed
procedure, Contact IVR system

55) Table 5.1-3 Flow Chart/Time and Event Schedule, Study Drug, added schedule time-point 
wk 156

56) Table 5.1-3 Flow Chart/Time and Event Schedule, Study Drug, removed text ‘placebo’ from: 
Register down-titration of glimepiride/placebo during maintenance period (if applicable in 
IVRS).

57) Table 5.1-4 Flow Chart/Time and Event Schedule, Safety Assessment, amended terminology 
to Body weight and waist circumference.

58) Section 5.3.3 Guidance on Assessment of Cardiovascular Events; add Cardiovascular 
Adjudication Committee and delete Clinical Event Committee (CEC)

59) Section 5.3.7 Guidance on Volume Depletion, added dapagliflozin.
60) Section 5.8.7 Continuous Glucose Monitoring (CGM); second paragraph added term; on top 

of background metformin therapy
61) Section 5.9 Results of Central Assessments; update the language to clarify visits
62) Section 6.1.1 Revised segment to identify AstraZeneca (or designee) as point of contact for

SAE reporting.
63) Section 7.1 Cardiovascular Adjudication Committee; 2nd paragraph; replace manual with 

charter.
64) Section 8.3.2, Secondary Endpoint(s), short-term treatment & long-term treatment, added: or 

other glucose-lowering agent
65) Section 8.3.3 Exploratory Endpoint(s); add 5th bullet; Mean change from baseline in average 

glucose values and postprandial glucose values measured by 6-point SMBG profiles at 
Week 52

66) Section 8.3.3 Exploratory Endpoint(s); modify 9th bullet; add as defined by mean amplitude 
of glycemic excursions (MAGE)

67) Section 8.4.2, Efficacy Analyses(s), 5th & 6 th bullet, added: or other glucose-lowering agent
68) Section 11 List of abbreviations, removed BID, BUN, CYP, HCO3, K3EDTA, TID and 

WHO; added NMP 22 and SI
69) Appendix 4; step 2; replace total bilirubin (TB) 1.5X upper limit of normal (ULN) with 

TB 2X ULN in guidance for monitoring liver function
70) Appendix 5, Guidance on Contraception, removed: Any Single Method is Acceptable.
71) Addition of other minor clarifications and correction of typographical errors
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Please maintain a copy of this amendment with your protocol. Please provide a copy to 
your Investigational Review Board / Ethics Committee, unless agreed otherwise with BMS.
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Amendment Rationale:

The primary purpose of this amendment is to revise the CrCl discontinuation criteria. In addition 
the following changes were made to accommodate internal feedback and comments made by 
regulatory institutions.

Updated stability data that has been accumulated to allow the revision of the glimepiride 
storage conditions.
Emphasis and clarification to the overall ‘half-life’ of the treatments utilized in this study; 
denoting a computation of 30 days
Clarify the definition of abstinence throughout the protocol
Provide further details to define Adverse Event reporting.

Changes to the Protocol:
Secondary reasons for this amendment include:

1) Grammatical and spelling corrections throughout the document.
2) Synopsis (Safety Objectives): clarified ‘self monitored’ blood glucose.
3) In Section 1.3.4 (Exploratory Safety Objectives): clarified ‘self monitored’ blood glucose.
4) In Section 2.3 (Informed Consent) (1): removed ‘most’.
5) In Section 3.1 (Study Design and Duration/Dose and Treatment Regimens Blinded Study 

Medication): replace language for glimepiride IP dosing.
6) In Section 3.3.1 (Inclusion Criteria) (3) Age and Reproductive Status bullets (d) and (e): 

removed text.
7) In Section 3.3.1 (Inclusion Criteria) (3) Age and Reproductive Status bullets (f) and (g): 

replaced 33 day half-life to 30 days. Resulting in Total durations of 60 days and 123 days 
respectively.

8) In Section 3.3.1 (Inclusion Criteria) (3) Age and Reproductive, Highly Effective Methods of 
Contraception: Expanded language on Complete Abstinence.

9) In Section 3.4.1 (Prohibited and/or Restricted Treatments: removed 6th bullet 
(Acetaminophen (paracetamol) containing medications (such as Tylenol) while using the 
CGM device and 24 hours prior to insertion).

10) In Section 3.5 (Discontinuation of Subjects following any Treatment with Study Drug) 9th 
bullet: amended CrCl criteria for discontinuation.

11) Table 4.1 (Study Drug for CV181-365): updated storage conditions for glimepiride and 
placebo for glimepiride.

12) Section 4.5 (Selection and Timing of Dose for Each Subject) 3rd paragraph: replace language 
for glimepiride IP dosing.

13) Table 5.1-1 (Screening Procedural Outline Flow Chart for Protocol CV181-365) Procedure, 
FPG: amended < 270 mg/dL to 270 mg/dL.

14) Table 5.1-1 (Screening Procedural Outline Flow Chart for Protocol CV181-365) footnote: 
amended lead-in to week-1.
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15) Table 5.1-2 (Short-term Procedural Outline Flow Chart for Protocol CV181-365) Procedure, 
MRI-PDFF: added additional note to reflect process when a subject has been rescued or 
undergone early termination

16) Table 5.1-2 (Short-term Procedural Outline Flow Chart for Protocol CV181-365) Procedure, 
Assess FPG for Rescue: removed Week 6 time-point visit.

17) Table 5.1-2 (Short-term Procedural Outline Flow Chart for Protocol CV181-365): amended 
procedure title to read “Dispense blinded glimepiride or blinded placebo and titrate during 
titration period (Weeks 3-12)”.

18) Table 5.1-2 (Short-term Procedural Outline Flow Chart for Protocol CV181-365) footnote: 
included MRI in Week 51 visit.

19) Table 5.1-3 (Long-term Procedural Outline Flow Chart for Protocol CV181-365) Procedure, 
Provide glucose meter supplies / instructions: removed Week 156 time-point visit.

20) Table 5.1-3 (Long-term Procedural Outline Flow Chart for Protocol CV181-365) Procedure, 
Provide logs / instructions: removed Week 156 time-point visit.

21) Table 5.1-4 footnote: amended to state Week 26
22) In Section 6.1.1 (Serious Adverse Event Collection and Reporting): added clarification of 

reporting including ‘Safety reporting to local regulatory authorities’ plus ‘Safety reporting to 
investigational review boards/ethics committees and investigators’ paragraphs

23) In Section 7.1 (Cardiovascular Adjudication Committee): removed ‘congestive’.
24) Appendix 5 (Guidance on Contraception) : Removed
25) Addition of other minor clarifications and correction of typographical errors.

Please maintain a copy of this amendment with your protocol. Please provide a copy to 
your Investigational Review Board / Ethics Committee, unless agreed otherwise with BMS.
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Amendment Rationale:

The purpose of this amendment is to provide an update of the safety language for the 
investigational product, contraceptive language changes, and a clarification regarding the 
evaluable data in the sub-study populations to include the following: 

Provided updated safety information and protocol guidance regarding ketoacidosis, 
urosepsis, and pyelonephritis.
Updated the contraceptive section. Removed condoms as a highly effective method and 
provided clarification of language for other highly effective methods of contraception.
Addressed sub-study language to allow sites to provide additional patients in the sub-studies 
if a subject has unevaluable data at baseline.
Additional administrative corrections (typos, etc.):

This amendment should be implemented upon receipt of IRB/IEC/HA approval.

This amendment applies to all subjects participating in this study.

Changes to the Protocol:

1. Updated Cover Page:  Updated the name and contact information for the person responsible 
for the medical and safety oversight of the study

2. Section 1.5: Overall Risk/Benefit - Dapagliflozin - Updated UTI language and added DKA 
language.

3. Section 3.3.1: Inclusion Criteria - 3. Age and Reproductive Status - Updated WOCBP 
language and contraception language: 

4. Section 3.5.4: Added section - Discontinuation Guidelines due to Ketoacidosis
5. Section 5.3.2.1: Guidance on Assessment of Urinary Tract Infections - Added urosepsis and 

pyelonephritis language
6. Section 5.3.4: Guidance on Assessment of Hepatic Laboratory Abnormalities - Clarification 

of discontinuation language.
7. Section 5.8.6: Magnetic Resonance Imaging (MRI) - Added clarification on evaluable data 

and continuation in base study.
8. Section 5.8.7: Continuous Glucose Monitoring (CGM) - Added clarification on evaluable 

data and continuation in base study.
9. Section 7.2: Hepatic Adjudication Committee - Clarification of discontinuation language.
10. Additional minor typo and administrative updates 

Please maintain a copy of this amendment with your protocol. Please provide a copy to 
your Investigational Review Board / Ethics Committee, unless agreed otherwise with BMS.
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