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in the study such that a maximum of 26 will complete dosing in the active arm and 13 will 
complete dosing in the placebo arm.

4.6.1.2 Cohort 2…..

Subjects will be randomised using a ratio of 3:1 to receive either MEDI0382 titrated up to 
300 μg or placebo respectively. Sufficient subjects will be invited to participate in the study 
such that a maximum of 18 will complete dosing in the active arm and 6 will complete 
dosing in the placebo arm.

4.6.2 Methods for Ensuring Blinding

This is a double-blind study in which MEDI0382 and placebo are identically labeled and 
indistinguishable in appearance. As such, neither the subject nor any of the investigator or 
sponsor staff who are involved in the treatment or clinical evaluation of the subjects will be 
aware of the treatment received (ICH E9). (See Section 4.6.3.2 for unblinding related to the 
interim analysis.) In the event that treatment allocation for a subject becomes known to the 
investigator or other study staff involved in the management of study subjects, the sponsor 
must be notified immediately. 

4.6.3 Methods for Unblinding

4.6.3.1 Unblinding in the Event of a Medical Emergency

In the event of a medical emergency, the investigator may unblind an individual subject’s 
investigational product allocation. Instructions for unblinding an individual subject’s 
investigational product allocation are contained in the IXRS manual. In general, unblinding 
should only occur if management of the medical emergency would be different based on the 
subject having received investigational product. In the majority of cases, the management of 
a medical emergency would be the same whether or not investigational product was received 
by the subject. If this was the case, the investigational product allocation should not be 
unblinded.

MedImmune retains the right to unblind the treatment allocation for SAEs that are 
unexpected and are suspected to be causally related to an investigational product and that 
potentially require expedited reporting to regulatory authorities.

4.6.3.2 Unblinding for Interim Analysis Purposes

An interim analysis is planned for this study after the last subject has received their last dose 
as described in Section 4.8.6. Only the study team pharmacokineticist will be unblinded and 
only descriptive PK analyses will be performed. The unblinded pharmacokineticist will stop 
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day-to-day work on the study and other pre-selected personnel will take over these roles for 
the remainder of the trial.

4.7 Restrictions During the Study and Concomitant Treatment(s)

The investigator must be informed as soon as possible about any medication taken from the 
time of screening until the end of the study (final study visit). Any concomitant 
medication(s), including herbal preparations, taken during the study will be recorded in the 
eCRF.

4.7.1 Permitted Concomitant Medications

Investigators may prescribe concomitant medications or treatments deemed necessary to 
provide adequate supportive care except for those medications identified as “excluded” as 
listed in Section 4.7.2. Specifically, subjects should receive full supportive care during the 
study, including transfusions of blood and blood products, and treatment with antibiotics, 
antiemetics, anti-diarrhoeals, and analgesics, and other care as deemed appropriate, and in 
accordance with their institutional guidelines.

4.7.2 Prohibited Concomitant Medications

Other than the medications described above, use of concomitant medications including over-
the-counter medications, herbal supplements, vitamin, etc at the times specified in the list 
below is not permitted. Subjects must be instructed not to take any medications, including 
over-the-counter products, without first consulting with the investigator.

Subjects should not be initiated on any new medications to control blood glucose levels 
during the dosing and follow-up period unless it is deemed necessary by the investigator for 
safety and following discussion with the medical monitor. Refer to Section 3.1.4.3 for further 
details.

• Concurrent or previous use of a GLP-1 analogue containing preparation within the last 
30 days or 5 half-lives of the drug, whichever is longest, prior to the start of screening 
(Visit 1)

• Concurrent use of any herbal preparations or medicinal products licensed for control of 
body weight or appetite and within 1 week prior to the start of the study (Visit 2)

• Concurrent or previous use of drugs approved for weight loss (eg, orlistat, 
bupropion-naltrexone, phentermine-topiramate, phentermine, lorcaserin) and within the 
last 30 days or 5 half-lives of the drug, whichever is longest, prior to the start of the study 
(Visit 2)
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4.8.3 Efficacy…..

4.8.3.1 Primary Efficacy Analysis

The efficacy analysis will be based on the ITT population. The coprimary efficacy endpoints 
of percentage glucose AUC change and percentage weight change from baseline to 49 days 
(Section 2.1) will be compared between MEDI0382 and placebo arms, using an analysis of 
covariance (ANCOVA) model, adjusting for treatment and measurement at baseline.

4.8.3.2 Secondary Efficacy Analyses

For analyses of the secondary endpoints (Section 2.2), an ANCOVA model similar to the 
primary efficacy analysis will be used for continuous endpoints. For proportion-related 
endpoints, a logistic regression model will be used with fixed effects of treatment and 
baseline measurement. For the secondary endpoint evaluating glucose AUC reduction at the 
50 μg dose level, only glucose readings taken at 0, 15, 30, 45, 60, 90, 120, 180, and 
240 minutes will be used in this analysis.

4.8.3.3 Exploratory Analyses

For analyses of the exploratory endpoints (Section 2.3), an ANCOVA model similar to the 
primary efficacy analysis will be used for continuous endpoints. For proportion-related 
endpoints, a logistic regression model will be used with fixed effects of treatment and 
baseline measurement.

4.8.4 Safety…..

AEs and SAEs will be coded by the most updated version of Medical Dictionary for 
Regulatory Activities (MedDRA), and the type, incidence, severity, and relationship to study 
investigational product will be summarised by MedDRA System Organ Class and Preferred 
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Term and by treatment. AEs leading to discontinuation, AEs leading to death, and deaths will 
also be summarised and will be marked in the listings or will be in a separate listing. Specific 
AEs will be counted once for each subject for calculating percentages. In addition, if the 
same AE occurs multiple times within a particular subject, the highest severity and level of 
relationship observed will be reported. Subject-level data listings of all AEs will be 
presented. 

4.8.4.1 Analysis of Clinical Laboratory Parameters

Other safety data, such as vital signs, clinical laboratory data, ECG, and physical 
examination findings, will be descriptively summarised at each time point by treatment. 
Mean ambulatory BP and heart rate measurements recorded over 24 hours at different time
points will be analysed using an ANCOVA model, adjusting for treatment and measurement 
at baseline. ADA incidence rate and titre will be tabulated for each treatment.

4.8.5 Analysis of Immunogenicity/Pharmacokinetics 

Pharmacokinetic parameters such as MEDI0382 Cmax, Tmax, AUC, and T1/2 will be estimated 
if data allow, from plasma concentration time data for MEDI0382 at the 50 and 300 μg dose 
level separately. 

Descriptive statistics will be generated for PK parameters for the MEDI0382 group in each 
cohort. Subjects who have at least one measurable concentration time point of investigational 
product will be used for this analysis.

The incidence and impact of ADA to MEDI0382 will be evaluated. The number and 
percentage of subjects with confirmed positive serum antibodies to MEDI0382 will be 
reported by dose level. Data on titres and cross-reactivity to GLP-1 and glucagon (where 
applicable) will be listed. If warranted by the data, the association of ADA positive with 
observed PK data may be explored.

4.8.6 Interim Analysis

An interim database lock for analysis of PK data only will be performed just after last subject 
last dose. Only the study team pharmacokineticist will be unblinded at this stage and will use 
the data to perform descriptive PK analyses. All other analyses will take place after final 
database lock. 
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5 ASSESSMENT OF SAFETY

5.1 Definition of Adverse Events

The ICH Guideline for GCP E6(R1) defines an AE as:

Any untoward medical occurrence in a patient or clinical investigation subject 
administered a pharmaceutical product and which does not necessarily have a causal 
relationship with this treatment. An AE can therefore be any unfavorable and unintended 
sign (including an abnormal laboratory finding), symptom, or disease temporally 
associated with the use of a medicinal product, whether or not considered related to the 
medicinal product.

An AE includes but is not limited to any clinically significant worsening of a subject’s pre-
existing condition. The term disease progression should not be reported as an AE or SAE;
however, medically significant individual events and/or laboratory abnormalities associated 
with disease progression (see definition of disease progression below) that fulfill the AE or 
SAE definition should be reported. An abnormal laboratory finding (including ECG finding) 
that requires medical intervention by the investigator, or a finding judged by the investigator 
as medically significant should be reported as an AE. If clinical sequelae are associated with 
a laboratory abnormality, the diagnosis or medical condition should be reported (eg, renal 
failure, hematuria) not the laboratory abnormality (eg, elevated creatinine, urine red blood 
cell count increased). Abnormal laboratory values that are not, in the investigator's opinion, 
medically significant and do not require intervention should not be reported as AEs.

Adverse events may be treatment-emergent (ie, occurring after initial receipt of 
investigational product) or non-treatment emergent. A non-treatment-emergent AE is any 
new sign or symptom, disease, or other untoward medical event that begins after written 
informed consent has been obtained but before the subject has received investigational 
product. 

Elective treatment or surgery or preplanned treatment or surgery (that was scheduled prior to 
the subject being enrolled into the study) for a documented pre-existing condition that did not 
worsen from baseline is not considered an AE (serious or nonserious). An untoward medical 
event occurring during the prescheduled elective procedure or routinely scheduled treatment 
should be recorded as an AE or SAE.

5.2 Definition of Serious Adverse Events

An SAE is any AE that:
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• Results in death

• Is immediately life-threatening

• Requires inpatient hospitalisation or prolongation of existing hospitalisation 

• Results in persistent or significant disability/incapacity 

• Is a congenital anomaly/birth defect in offspring of the subject

• Is an important medical event that may jeopardise the subject or may require medical 
intervention to prevent one of the outcomes listed above

Medical or scientific judgment should be exercised in deciding whether expedited 
reporting is appropriate in this situation. Examples of medically important events are 
intensive treatment in an emergency room or at home for allergic bronchospasm, blood 
dyscrasias, or convulsions that do not result in hospitalisations; or development of drug 
dependency or drug abuse.

5.3 Definition of Adverse Events of Special Interest

An adverse event of special interest (AESI) is one of scientific and medical interest specific 
to understanding of the investigational product and may require close monitoring and 
collecting additional information by the investigator and reporting to the sponsor. An AESI 
may be serious or nonserious. The rapid reporting of AESIs allows ongoing surveillance of 
these events in order to characterise and understand them in association with the use of this 
investigational product.

All AESIs should be recorded in the eCRF within 24 hours. In addition, AESIs that are also 
SAEs should be reported to the appropriate sponsor representative within 24 hours. 
Instructions to the site on how to record (in the eCRF) and report an AESI are provided in 
Section 5.3.1 and Section 10.5, respectively. The AESIs for this study are defined below. 

5.3.1 Hepatic Function Abnormalities

Refer to Section 5.6.2 and Section 10.5 for the definition and follow-up for liver 
abnormalities. There are no other AESIs in this study.

5.4 Recording of Adverse Events

Adverse events will be recorded on the eCRF using a recognised medical term or diagnosis 
that accurately reflects the event. Adverse events will be assessed by the investigator for 
severity, relationship to the investigational product, possible aetiologies, and whether the 
event meets criteria of an SAE and therefore requires immediate notification to the sponsor 
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(Section 5.5). See Section 5.2 for the definition of SAEs and Section 10.3 for guidelines for 
assessment of severity and relationship. If an AE evolves into a condition that meets the 
regulatory definition of “serious,” it will be reported in the eCRF.

5.4.1 Time Period for Collection of Adverse Events

All AEs will be collected from the time of admission to the clinical unit (Day -2 for Cohort 1 
and Day -2  for Cohort 2) throughout 
the treatment period and including the follow-up period (7 to 14 days after the last dose of 
investigational product; Visit 10 for Cohort 1 [Table 4.2.2-1] and Visit 8 [Table 4.2.2-2] for 
Cohort 2). Additionally, all SAEs will be collected from time of signature of informed 
consent throughout the treatment period and including the follow-up period as described 
above. 

5.4.2 Follow-up of Unresolved Adverse Events

Any AEs that are unresolved at the subject’s last visit in the study are followed up by the 
investigator for as long as medically indicated, but without further recording in the eCRF. 
MedImmune retains the right to request additional information for any subject with ongoing 
AE(s)/SAE(s) at the end of the study, if judged necessary. Updates regarding SAEs that were 
ongoing at the time of the subject’s completion of study participation should be submitted to 
the study representative using a paper SAE follow-up form.

5.5 Reporting of Serious Adverse Events

All SAEs have to be reported, whether or not considered casually related to the 
investigational product, or to the study procedure(s). All SAEs will be recorded in the eCRF. 

If any SAE occurs during the course of the study, the investigator or other site personnel will 
inform the appropriate sponsor representative(s) within 1 day; ie, immediately but no later 
than 24 hours of when he or she becomes aware of the event.

The designated sponsor representative works with the investigator to ensure that all the 
necessary information is provided to the sponsor patient safety data entry site within 
1 calendar day of initial receipt for fatal and life-threatening events and within 5 calendar 
days of initial receipt for all other SAEs.

For fatal or life-threatening AEs where important or relevant information is missing, active 
follow-up is undertaken immediately. Investigators or other site personnel will inform 
sponsor representatives of any follow-up information on a previously reported SAE within 
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1 calendar day; ie, immediately but no later than 24 hours of when he or she becomes aware 
of the event.

Once the investigator or other site personnel indicate an AE is serious in the electronic data 
capture (EDC) system, an automated email alert is sent to inform the designated sponsor 
representative(s).

If the EDC system is not available, then the investigator or other study site personnel report 
the SAE to the appropriate sponsor representative by telephone. The sponsor representative 
will advise the investigator/study site personnel how to proceed.

5.6 Other Events Requiring Immediate Reporting

5.6.1 Overdose…..

An overdose in this study is defined as a subject receiving a dose of investigational product 
that is greater than the dose that was intended to be given:

• An overdose with associated AEs is recorded as the AE diagnosis/symptoms on the 
relevant AE modules in the eCRF and on the Overdose eCRF module.

• An overdose without associated symptoms is only reported on the Overdose eCRF 
module.

If an overdose with a MedImmune investigational product occurs during the course of the 
study, then the investigator or other site personnel inform appropriate sponsor representatives 
immediately, or no later than 24 hours after becoming aware of the event.

The designated sponsor representative works with the investigator to ensure that all relevant 
information is provided to the sponsor’s patient safety data entry site.

For overdoses associated with an SAE, the standard reporting timelines apply; see 
Section 5.5. For other overdoses, reporting must occur within 30 days.

5.6.2 Hepatic Function Abnormality

Cases where a subject shows elevations in liver biochemistry may require further evaluation 
and occurrences of AST or ALT ≥ 3 × ULN together with total bilirubin ≥ 2 × ULN may 
need to be reported as SAEs. Refer to Section 10.5 for further instruction on cases of 
increases in liver biochemistry and evaluation of Hy’s law.
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5.6.3 Pregnancy 

All pregnancies and outcomes of pregnancy should be reported to the sponsor.

5.6.3.1 Maternal Exposure

Women of childbearing potential in this study who are sexually active with a nonsterilized 
male partner are required to use 1 form of contraception as described in the inclusion criteria. 
Pregnancy should be avoided for at least 28 days after receiving investigational product or 
until the subject completes participation in the study, whichever is longer. If a subject 
becomes pregnant during the course of the study, investigational product should be 
discontinued immediately.

Pregnancy itself is not regarded as an AE unless there is a suspicion that the investigational 
product under study may have interfered with the effectiveness of a contraceptive 
medication. Congenital abnormalities/birth defects and spontaneous miscarriages should be 
reported and handled as SAEs. Elective abortions without complications should not be 
handled as AEs. The outcome of all pregnancies (spontaneous miscarriage, elective 
termination, ectopic pregnancy, normal birth, or congenital abnormality) should be followed 
up and documented even if the subject was discontinued from the study.

If any pregnancy occurs in the course of the study, then the investigator or other site 
personnel inform the appropriate sponsor representatives within 1 day; ie, immediately but 
no later than 24 hours of when he or she becomes aware of it.

The designated sponsor representative works with the investigator to ensure that all relevant 
information is provided within 1 or 5 calendar days for SAEs (Section 5.5) and within 
30 days for all other pregnancies.

The same timelines apply when outcome information is available.

Any subject who becomes pregnant during the course of the study will be followed so that 
pregnancy outcome can be determined and reported to the sponsor and the regulatory 
authorities.

6 STUDY AND DATA MANAGEMENT

6.1 Training of Study Site Personnel

Before the first subject is entered into the study, a MedImmune representative will review 
and discuss the requirements of the Clinical Study Protocol and related documents with the 
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investigational staff and also train them in any study-specific procedures and system(s) 
utilised.

The principal investigator will ensure that appropriate training relevant to the study is given 
to all of these staff, and that any new information relevant to the performance of this study is 
forwarded to the staff involved.

The principal investigator will maintain a record of all individuals involved in the study 
(medical, nursing, and other staff).

6.2 Monitoring of the Study

During the study, a MedImmune representative will have regular contacts with the study site, 
including visits to:

• Provide information and support to the investigator(s)

• Confirm that facilities remain acceptable

• Confirm that the investigational team is adhering to the protocol, that data are being 
accurately and timely recorded in the eCRFs, that biological samples are handled in 
accordance with the Laboratory Manual, and that study drug accountability checks are 
being performed

• Perform source data verification (a comparison of the data in the eCRFs with the 
subject’s medical records at the hospital or practice, and other records relevant to the 
study) including verification of informed consent of participating subjects. This will 
require direct access to all original records for each subject (eg, clinic charts).

• Ensure withdrawal of informed consent to the use of the subject’s biological samples is 
reported and biological samples are identified and disposed of/destroyed accordingly, and 
the action is documented, and reported to the subject.

The MedImmune representative will be available between visits if the investigator(s) or other 
staff at the centre needs information and advice about the study conduct.

6.2.1 Source Data

Refer to the Clinical Study Agreement for location of source data.

6.2.2 Study Agreements

The principal investigator at each centre should comply with all the terms, conditions, and 
obligations of the Clinical Study Agreement, or equivalent, for this study. In the event of any 
inconsistency between this Clinical Study Protocol and the Clinical Study Agreement, the 
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terms of Clinical Study Protocol shall prevail with respect to the conduct of the study and the 
treatment of subjects and in all other respects, not relating to study conduct or treatment of 
subjects, the terms of the Clinical Study Agreement shall prevail.

Agreements between MedImmune and the principal investigator must be in place before any 
study-related procedures can take place, or subjects are enrolled.

6.2.3 Archiving of Study Documents

The investigator follows the principles outlined in the Clinical Study Agreement.

6.3 Study Timetable and End of Study

An individual subject will be considered to have completed the study if the subject was 
followed through the last protocol-specified visit/assessment, regardless of the number of 
doses of investigational product that was received. 

Subjects will be considered not to have completed the study if consent was withdrawn or the 
subject was lost to follow-up (Sections 4.1.5 and 4.1.6).

The end of the study (“study completion”) is defined as the date of the last protocol-specified 
visit/assessment for the last subject in the study. 

6.4 Data Management 

Data management will be performed by MedImmune Data Management staff according to 
the Data Management Plan.

A web based data capture system will be used for data collection and query handling. The 
investigator will ensure that data are recorded on the eCRFs as specified in the study protocol 
and in accordance with the instructions provided.

The investigator ensures the accuracy, completeness, and timeliness of the data recorded and 
of the provision of answers to data queries according to the Clinical Study Agreement. The 
investigator will sign the completed eCRFs. A copy of the completed eCRFs will be archived 
at the study site.

6.5 Medical Monitor Coverage

Each subject will be provided with contact information for the principal investigator. In 
addition, each subject will receive a toll-free number intended to provide the subject’s 
physician access to a medical monitor 24 hours a day, 7 days a week in the event of an 
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emergent situation where the subject’s health is deemed to be at risk. In this situation, when a 
subject presents to a medical facility where the treating physician or health care provider 
requires access to a physician who has knowledge of the investigational product and the 
clinical study protocol and the principal investigator is not available, the treating physician or 
health care provider can contact a medical monitor through this system, which is managed by 
a third party vendor.

7 ETHICAL AND REGULATORY REQUIREMENTS

7.1 Subject Data Protection

Each subject will be assigned a SID to ensure that personally identifiable information is kept 
separate from the study data. Subject data that are relevant to the trial, eg, demographic 
information, physical or mental health condition, diagnosis, comorbidities, laboratory test 
results, etc will only be collected with the subject’s informed consent. The informed consent 
form (ICF) will incorporate (or, in some cases, be accompanied by a separate document 
incorporating) wording that describes how subject data will be collected, used, and 
distributed in compliance with relevant data protection and privacy legislation.

 
 

 

7.2 Ethics and Regulatory Review

The IEC responsible for each site must review and approve the final study protocol, 
including the final version of the ICF and any other written information and/or materials to 
be provided to the subjects. The IEC must also approve all advertising used to recruit 
subjects for the study. The investigator or representative is responsible for submitting these 
documents to the applicable IEC and distributing them to the study site staff.

The opinion of the IEC should be given in writing. The investigator should submit the written 
approval to MedImmune before enrolment of any subject into the study. 

The IEC should approve all advertising used to recruit subjects for the study.

MedImmune should approve any modifications to the ICF that are needed to meet local 
requirements.

If required by local regulations, the protocol should be re-approved by the IEC annually.
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Before the study is initiated, MedImmune will ensure that the national regulatory authority in 
each country has been notified and their approval has been obtained, as required. 
MedImmune will provide safety updates/reports according to local requirements, including 
suspected unexpected serious adverse reactions where relevant, to regulatory authorities, 
IEC, and principal investigators.

Each principal investigator is responsible for providing the IEC with reports of any serious 
and unexpected adverse drug reactions from any other study conducted with the 
investigational product. MedImmune will provide this information to the principal 
investigator so that he/she can meet these reporting requirements.

7.3 Informed Consent

Informed consent of each subject will be obtained through a written and verbal explanation 
process that addresses all elements required by ICH/GCP. MedImmune will develop a core 
ICF for use by all investigators in the clinical study. MedImmune must approve any 
modifications to the ICF that are needed to meet local requirements.

The principal investigator(s) at each centre will:

• Ensure each subject is given full and adequate oral and written information about the 
nature, purpose, possible risk, and benefit of the study

• Ensure each subject is notified that they are free to discontinue from the study at any time

• Ensure that each subject is given the opportunity to ask questions and allowed time to 
consider the information provided

• Ensure each subject provides signed and dated informed consent before conducting any 
procedure specifically for the study

• Ensure the original, signed ICF(s) is/are stored in the Investigator’s Study File

• Ensure a copy of the signed ICF is given to the subject

• Ensure that any incentives for subjects who participate in the study as well as any 
provisions for subjects harmed as a consequence of study participation are described in 
the ICF that is approved by an IEC

7.4 Changes to the Protocol and Informed Consent Form

Study procedures will not be changed without the mutual agreement of the principal
investigator and MedImmune.

Substantial changes must be documented in a study protocol amendment. MedImmune will 
distribute amended versions of the protocol to the principal investigator(s). Before 
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implementation, amended protocols must be approved by relevant IEC (Section 7.2) and
according to local requirements, the national regulatory authority approval. The IEC must 
also approve revisions to the ICF, advertising, and any other written information and/or 
materials resulting from the change to the protocol.

If local regulations require, any administrative change will be communicated to or approved 
by each IEC.

7.5 Audits and Inspections

Authorized representatives of MedImmune, a regulatory authority, or an IEC may perform 
audits or inspections at the centre, including source data verification. The purpose of an audit 
or inspection is to systematically and independently examine all study-related activities and 
documents, to determine whether these activities were conducted, and data were recorded, 
analysed, and accurately reported according to the protocol, GCP, guidelines of the ICH, and 
any applicable regulatory requirements. The investigator will contact MedImmune 
immediately if contacted by a regulatory agency about an inspection at the site.
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9 CHANGES TO THE PROTOCOL

9.1 Protocol Amendment 2, 17Oct2017

Text revisions resulting from this amendment are incorporated in the body of Protocol 
Amendment 2. Key changes to the protocol are summarized in the table below. 

Table 9.1-1 Summary of Revisions to the Protocol
Key Details of Amendment Reason for Amendment

Amendment 2 / 17Oct2017
Table 4.2.2-1 (Schedule of Treatment Period Study 
Procedures: Cohort 1)

Footnote “u” amended to clarify that a new CGM 
can be applied at any time on Day 36, and that the 
CGM sensor should be removed after 0800 hours on 
Day 50.

Table 4.2.1-1 (Schedule of Screening Procedures), 
Table 4.2.2-1 (Schedule of Treatment Period Study 
Procedures: Cohort 1), Table 4.2.2-2 (Schedule of 
Treatment Period Study Procedures: Cohort 2), 
Table 4.2.3-1 (Schudule of Follow-up Procedures) 
and Section 4.3.2.4 (Vital Signs)

Table footnotes and text in Section 4.3.2.4 amended 
to clarify that vital signs can be taken after a subject 
has rested for 10 minutes in a seated or supine 
position.

Table 4.2.2-1 (Schedule of Treatment Period Study 
Procedures: Cohort 1) and Table 4.2.2-2 (Schedule 
of Treatment Period Study Procedures: Cohort 2) 

Text added to clarify that the additional blood test for 
safety should be taken at any time between Day -7 
and Day -3, if required.

Table 4.2.2-2 (Schedule of Treatment Period Study 
Procedures: Cohort 2)

The instruction to fast on the night of Day 7 was 
removed from footnote “i” to correct a previous 
oversight.

Table 4.2.3-1 (Schedule of Follow-up Procedures) Text referring to a postdose sample in footnote “b” 
was removed to correct a previous oversight.

Section 4.2.3.1 (Early Discontinuation Visit or 
Unscheduled Study Visit)

Text was edited to allow flexibility around the order 
of assessments based on site feedback.

Section 4.3.1.1 (Mixed-meal Tolerance Tests) The timeframe to consume a standardised liquid 
meal was changed from “15 minutes” to “5 minutes” 
to correct a previous oversight.

Section 5.4.1 (Time Period for Collection of Adverse 
Events)

The timeframe of SAE collection was updated for 
consistency with internal MedImmune processes. 

Section 5.6.3.1 (Maternal Exposure) Text was amended to state that women of 
childbearing potential in this study who are sexually 
active with a nonsterilized male partner are required 
to use 1 form of contraception. This change was 
made to correct a previous oversight and for
consistency with the inclusion criteria. 

Section 10.2 (Appendix 2-Contraception Guidance) Text in bold added to the definition of 
postmenopausal to correct a previous oversight: 
“defined as at least 1 year since last menses and/or
having an elevated follicle-stimulating hormone level 
in the postmenopausal range in previous laboratory 
test results.”
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Table 9.2-1 Summary of Revisions to the Protocol
Key Details of Amendment Reason for Amendment

sections of the protocol. The uptitration schedule 
was also corrected from Day 14 to Day 15.
Footnote describing timings for MMTT Type A and 
Type B was corrected to be consistent with other 
sections of the protocol.
Correction of typographical errors.
Screening blood samples were added at the request 
of the ethics committee.

Section 4.3.1.1 Mixed-meal Tolerance Tests Text describing the timing of consumption of Ensure 
Plus (within 15 minutes) was clarified to be 
consistent with other sections of the protocol.
Correction of typographical error.

Section 4.3.2.4 Vital Signs Corrected to state that vital signs measurements will 
be taken with the subject in a seated position.
Correction of typographical error.

Table 4.5.1.3-1 MEDI0382 and Placebo Dose 
Preparation

The number of units for the 300 μg dose was 
corrected to 15.
The example given for units calculation has been 
changed to be consistent with the table for clarity.
Correction of typographical error.

Section 4.5.1.4 Treatment Administration Clarification that investigational product will be 
administered by SC injection in the lower abdomen 
utilising either a 0.3-mL or a 1-mL insulin syringe 
according to the dose level.
Correction of typographical error.

Section 4.3.8 Blood Volumes Total blood volumes to be drawn in both cohorts 
have been reduced. 

Section 4.7.2 Prohibited Concomitant Medication Additional guidance around the allowed use of 
concomitant medications to control blood glucose 
were added at the request of the ethics committee.

Section 4.8.2 Sample Size and Power Calculations The overall power for both primary endpoints was 
added at the request of the ethics committee.

Table 10.2-1 Highly Effective Methods of 
Contraception

The table has been modified to remove reference to 
oral contraceptives at the request of the ethics 
committee.
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10 APPENDICES

10.1 Appendix 1 - Signatures

Sponsor Signature(s)

A Phase 2, Randomised, Double-Blind, Placebo-Controlled Study to Evaluate the Efficacy, 
Safety, Tolerability, and Pharmacokinetics of Different Doses of MEDI0382 in Overweight 
and Obese Subjects with Type 2 Diabetes Mellitus

I agree to the terms of this protocol.

Signature and date: Electronic signature attached

One MedImmune Way, Gaithersburg MD, 20878, USA
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Signature of Principal Investigator

A Phase 2, Randomised, Double-Blind, Placebo-Controlled Study to Evaluate the Efficacy, 
Safety, Tolerability, and Pharmacokinetics of Different Doses of MEDI0382 in Overweight 
and Obese Subjects with Type 2 Diabetes Mellitus

I, the undersigned, have reviewed this protocol and all amendments, and I agree to conduct 
this protocol in accordance with ethical principles that have their origin in the Declaration of 
Helsinki and are consistent with the ICH guidelines on Good Clinical Practice (GCP), any 
applicable laws and requirements, and any conditions required by a regulatory authority 
and/or Independent Ethics Committee (IEC). 

I understand that the protocol may not be modified without written approval of the sponsor. 
All changes to the protocol must be submitted to the applicable regulatory authority and IEC, 
and must be approved by the IEC prior to implementation except when necessary to 
eliminate immediate hazards to the subjects or when the change(s), as deemed by the 
sponsor, involves only logistical or administrative changes. Documentation of IEC approval 
must be sent to the sponsor immediately upon receipt.

Signature and date: 

Name and title:  

Address including postal code: 

  

Telephone number: 

Site/Center Number (if available)

This document contains confidential information, which should not be copied, referred to, released, or published 
without written approval from MedImmune or AstraZeneca. Investigators are cautioned that the information in 
this protocol may be subject to change and revision.
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10.2 Appendix 2 – Contraception Guidance

For females of childbearing potential:

• Females of childbearing potential are defined as those who are not surgically sterile (ie, 
surgical sterilisation includes bilateral tubal ligation, bilateral oophorectomy, or complete 
hysterectomy) or those who are not postmenopausal (defined as at least 1 year since last 
menses and/or having an elevated follicle-stimulating hormone level in the 
postmenopausal range in previous laboratory test results).

A highly effective method of contraception is defined as one that results in a low failure rate 
(ie, less than 1% per year) when used consistently and correctly. The acceptable methods of 
contraception are described in Table 10.2-1.

Female subjects must refrain from egg cell donation while in study and for 28 days after the 
final dose of investigational product.

Table 10.2-1 Highly Effective Methods of Contraception
• Tubal occlusion
• Copper T intrauterine device
• Levonorgestrel-releasing intrauterine system (eg, Mirena®)
• Medroxyprogesterone injections (eg, Depo-Provera®)
• Etonogestrel implants (eg, Implanon®, Norplan®)
• Norelgestromin/ethinyl estradiol transdermal system
• Intravaginal device (eg, NuvaRing®)
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10.3 Appendix 3 - Additional Safety Guidance

Further Guidance on the Definition of a Serious Adverse Event (SAE)

Life threatening

‘Life-threatening’ means that the subject was at immediate risk of death from AE as it 
occurred or it is suspected that use or continued use of the product would result in the 
subject’s death. ‘Life-threatening’ does not mean that had an AE occurred in a more severe 
form it might have caused death (eg, hepatitis that resolved without hepatic failure).

Hospitalisation

Outpatient treatment in an emergency room is not in itself a serious AE, although the reasons 
for it may be (eg, bronchospasm, laryngeal edema). Hospital admissions and/or surgical 
operations planned before or during a study are not considered AEs if the illness or disease 
existed before the subject was enrolled in the study, provided that it did not deteriorate in an 
unexpected way during the study.

Important Medical Event or Medical Intervention

Medical and scientific judgment should be exercised in deciding whether a case is serious in 
situations where important medical events may not be immediately life threatening or result 
in death, hospitalisation, disability or incapacity but may jeopardize the subject or may 
require medical intervention to prevent one or more outcomes listed in the definition of 
serious. These should usually be considered as serious.

Simply stopping the suspect drug does not mean that it is an important medical event; 
medical judgment must be used.

Examples of such events are:

• Angioedema not severe enough to require intubation but requiring intravenous 
hydrocortisone treatment

• Hepatotoxicity caused by paracetamol (acetaminophen) overdose requiring treatment 
with N-acetylcysteine

• Intensive treatment in an emergency room or at home for allergic bronchospasm

• Blood dyscrasias (eg, neutropenia or anaemia requiring blood transfusion) or convulsions 
that do not result in hospitalisation

• Development of drug dependency or drug abuse
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Assessment of Severity

Assessment of severity is one of the responsibilities of the investigator in the evaluation of 
AEs and SAEs. The determination of severity should be made by the investigator based upon 
medical judgment and the severity categories of Grade 1 to 5 as defined below.

Grade 1 (mild) An event that is usually transient and may require only minimal 
treatment or therapeutic intervention. The event does not 
generally interfere with usual activities of daily living.

Grade 2 (moderate) An event that is usually alleviated with additional specific 
therapeutic intervention. The event interferes with usual 
activities of daily living, causing discomfort but poses no 
significant or permanent risk of harm to the subject.

Grade 3 (severe) An event that requires intensive therapeutic intervention. The 
event interrupts usual activities of daily living, or significantly 
affects the clinical status of the subject.

Grade 4 (life threatening) An event, and/or its immediate sequelae, that is associated with 
an imminent risk of death.

Grade 5 (fatal) Death (loss of life) as a result of an event.

It is important to distinguish between serious criteria and severity of an AE. Severity is a 
measure of intensity whereas seriousness is defined by the criteria in Section 5.2. A Grade 3 
AE need not necessarily be considered an SAE. For example, a Grade 3 headache that 
persists for several hours may not meet the regulatory definition of an SAE and would be 
considered a nonserious event, whereas a Grade 2 seizure resulting in a hospital admission 
would be considered an SAE.

Assessment of Relationship

Relationship to Investigational Product

The investigator is required to provide an assessment of relationship of AEs and SAEs to the 
investigational product.

An event will be considered “not related” to use of the investigational product if any of the 
following tests are met:
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• An unreasonable temporal relationship between administration of the investigational 
product and the onset of the event (eg, the event occurred either before, or too long after, 
administration of the investigational product for it to be considered product-related)

• A causal relationship between the investigational product and the event is biologically 
implausible (eg, death as a passenger in an automobile accident)

• A clearly more likely alternative explanation for the event is present (eg, typical adverse 
reaction to a concomitant drug and/or typical disease-related event)

Individual AE/SAE reports will be considered “related” to use of the investigational product 
if the “not related” criteria are not met. 

“Related” implies that the event is considered to be “associated with the use of the drug” 
meaning that there is “a reasonable possibility” that the event may have been caused by the 
product under investigation (ie, there are facts, evidence, or arguments to suggest possible 
causation).

Relationship to Protocol Procedures

The investigator is also required to provide an assessment of relationship of SAEs to protocol 
procedures on the SAE Report Form. This includes nontreatment-emergent SAEs (ie, SAEs 
that occur prior to the administration of investigational product) as well as treatment-
emergent SAEs. A protocol-related SAE may occur as a result of a procedure or intervention 
required during the study (eg, blood collection, washout of an existing medication). The 
following guidelines should be used by investigators to assess the relationship of SAEs to the 
protocol:

Protocol related: The event occurred due to a procedure/intervention that was described 
in the protocol for which there is no alternative etiology present in the 
subject’s medical record.

Not protocol related: The event is related to an etiology other than the procedure/ 
intervention that was described in the protocol (the alternative etiology 
must be documented in the study subject’s medical record).
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10.4 Appendix 4 - National Institute of Allergy and Infectious Diseases
and Food Allergy and Anaphylaxis Network Guidance for 
Anaphylaxis Diagnosis

Sampson HA, Muñoz-Furlong A, Campbell RL, Adkinson FN Jr, Bock SA, Branum A, et al. 
Second symposium on the definition and management of anaphylaxis: Summary report --
Second National Institute of Allergy and Infectious Disease/Food Allergy and Anaphylaxis 
Network symposium. J Allergy Clin Immunol. 2006;117:391-7.

National Institute of Allergy and Infectious Disease (NAID) and Food Allergy and 
Anaphylaxis Network (FAAN) define anaphylaxis as a serious allergic reaction that is rapid 
in onset and may cause death. They recognise 3 categories of anaphylaxis, with criteria 
designated to capture from 80% of cases (category 1) to > 95% of all cases of anaphylaxis 
(for all 3 categories). 

1. Acute onset of an illness (minutes to several hours) with involvement of the skin, 
mucosal tissue, or both (eg, generalised hives, pruritus or flushing, swollen lips-tongue-
uvula)
AND AT LEAST ONE OF THE FOLLOWING
a. Respiratory compromise (eg, dyspnoea, wheeze-bronchospasm, stridor, reduced peak 

expiratory flow (PEF), hypoxaemia)
b. Reduced BP or associated symptoms of end-organ dysfunction (eg, hypotonia 

[collapse], syncope, incontinence)
2. Two or more of the following that occur rapidly after exposure to a likely allergen for 

that patient (minutes to several hours):
a. Involvement of the skin-mucosal tissue (eg, generalised hives, itch-flush, swollen 

lips-tongue-uvula)
b. Respiratory compromise (eg, dyspnoea, wheeze-bronchospasm, stridor, reduced PEF, 

hypoxaemia)
c. Reduced BP or associated symptoms (eg, hypotonia [collapse], syncope, 

incontinence)
d. Persistent gastrointestinal symptoms (eg, crampy abdominal pain, vomiting)

3. Reduced BP after exposure to known allergen for that patient (minutes to several hours):
a. Infants and children: low systolic BP (age specific) or greater than 30% decrease in 

systolic BP
b. Adults: systolic BP of less than 90 mm Hg or greater than 30% decrease from that 

person’s baseline
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10.5 Appendix 5 - Actions Required in Cases of Increases in Liver 
Biochemistry and Evaluation of Hy’s law

Introduction

This Appendix describes the process to be followed in order to identify and appropriately 
report cases of Hy’s Law. It is not intended to be a comprehensive guide to the management 
of elevated liver biochemistries. 

During the course of the study the investigator will remain vigilant for increases in liver 
biochemistry. The investigator is responsible for determining whether a subject meets 
potential Hy’s Law (PHL) criteria at any point during the study.

The investigator participates, together with MedImmune clinical project representatives, in 
review and assessment of cases meeting PHL criteria to agree whether Hy’s Law (HL) 
criteria are met. HL criteria are met if there is no alternative explanation for the elevations in 
liver biochemistry other than Drug Induced Liver Injury (DILI) caused by the investigational 
product. 

The investigator is responsible for recording data pertaining to PHL/HL cases and for 
reporting adverse events (AE) and serious adverse events (SAE) according to the outcome of 
the review and assessment in line with standard safety reporting processes.

Definitions

Potential Hy’s Law (PHL)

Aspartate aminotransferase or ALT ≥ 3 × upper limit of normal (ULN) together with total 
bilirubin (TBL) ≥ 2 × ULN at any point during the study following the start of investigational
product irrespective of an increase in alkaline phosphatase (ALP).

Hy’s Law (HL)

Aspartate aminotransferase or ALT ≥ 3 × ULN together with TBL ≥ 2 × ULN, where no 
other reason, other than the investigational product, can be found to explain the combination 
of increases; eg, elevated ALP indicating cholestasis, viral hepatitis, another drug.  

For PHL and HL the elevation in transaminases must precede or be coincident with (ie, on 
the same day) the elevation in TBL, but there is no specified timeframe within which the 
elevations in transaminases and TBL must occur.
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Identification of Potential Hy’s Law Cases

In order to identify cases of PHL it is important to perform a comprehensive review of 
laboratory data for any subject who meets any of the following identification criteria in 
isolation or in combination:

• ALT ≥ 3 × ULN

• AST ≥ 3 × ULN

• TBL ≥ 2 × ULN

The investigator will without delay review each new laboratory report and if the 
identification criteria are met will:

• Notify the sponsor study representative

• Determine whether the subject meets PHL criteria by reviewing laboratory reports from 
all previous visits

• Promptly enter the laboratory data into the laboratory eCRF

Follow-up

Potential Hy’s Law Criteria Are Not Met

If the subject does not meet PHL criteria the investigator will:

• Inform the sponsor representative that the subject has not met PHL criteria

• Perform follow-up on subsequent laboratory results according to the guidance provided 
in the Clinical Study Protocol.

Potential Hy’s Law Criteria Are Met

If the subject does meet PHL criteria the investigator will notify the sponsor study 
representative who will then inform the central study team. The Study Physician contacts the 
investigator, to provide guidance, discuss and agree an approach for the study subjects’ 
follow-up and the continuous review of data. Subsequent to this contact the investigator will:

• Monitor the subject until liver biochemistry parameters and appropriate clinical 
symptoms and signs return to normal or baseline levels, or as long as medically indicated 

• Investigate the etiology of the event and perform diagnostic investigations as discussed 
with the Study Physician 
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• Complete the Liver eCRF Modules as information becomes available 

• If at any time (in consultation with the Medical Monitor) the PHL case meets serious 
criteria, report it as an SAE using standard reporting procedures

Review and Assessment of Potential Hy’s Law Cases

The instructions in this section should be followed for all cases where PHL criteria are met.

No later than 3 weeks after the biochemistry abnormality was initially detected, the Medical 
Monitor will contact the investigator in order to review available data and agree on whether 
there is an alternative explanation for meeting PHL criteria other than DILI caused by the 
investigational product. The Clinical Medical Monitor and Global Safety Physician will also 
be involved in this review together with other subject matter experts as appropriate.  

According to the outcome of the review and assessment, the investigator will follow the 
instructions below.

If there is an agreed alternative explanation for the ALT or AST and TBL elevations, a 
determination of whether the alternative explanation is an AE will be made and subsequently 
whether the AE meets the criteria for a SAE:

• If the alternative explanation is not an AE, record the alternative explanation on the 
appropriate eCRF

• If the alternative explanation is an AE/SAE, record the AE /SAE in the eCRF accordingly 
and follow the sponsor standard processes

If it is agreed that there is no explanation that would explain the ALT or AST and TBL 
elevations other than the investigational product:

• Report an SAE (report term ‘Hy’s Law’) according to sponsor standard processes. 

◦ The ‘Medically Important’ serious criterion should be used if no other serious criteria 
apply

◦ As there is no alternative explanation for the HL case, a causality assessment of 
‘related’ should be assigned.

If, there is an unavoidable delay, of over 3 weeks, in obtaining the information necessary to 
assess whether or not the case meets the criteria for HL, then it is assumed that there is no 
alternative explanation until such time as an informed decision can be made:
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• Report an SAE (report term ‘Potential Hy’s Law’) applying serious criteria and causality 
assessment as per above

• Continue follow-up and review according to agreed plan. Once the necessary 
supplementary information is obtained, repeat the review and assessment to determine 
whether HL criteria are met. Update the SAE report according to the outcome of the 
review

FDA Guidance for Industry (issued July 2009) ‘Drug-induced liver injury: Premarketing 
clinical evaluation’:

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidance
s/UCM174090.pdf
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10.7 Appendix 7 Biological Samples

Storage, Re-use and Destruction of Biological Samples

Biological samples will be stored for a maximum of 15 years from the date of the Last 
Subject’s Last Visit, after which they will be destroyed. 

The results of biomarker research will be reported either in the CSR itself or as an addendum, 
or separately in a scientific report or publication. The results of this biomarker research may 
be pooled with biomarker data from other studies with the study drug to generate hypotheses 
to be tested in future research. ADA samples will be stored for up to 2 years after marketing 
approval.

Labelling and Shipment of Biological Samples

The principal investigator ensures that samples are labelled and shipped in accordance with 
the Laboratory Manual and the Biological Substance, Category B Regulations (materials 
containing or suspected to contain infectious substances that do not meet Category A 
criteria).

Any samples identified as Infectious Category A materials are not shipped and no further 
samples will be taken from the subject unless agreed with MedImmune and appropriate 
labelling, shipment and containment provisions are approved.

Chain of Custody of Biological Samples 

A full chain of custody is maintained for all samples throughout their lifecycle.

The principal investigator at each study site keeps full traceability of collected biological 
samples from the subjects while in storage at the study site until shipment or disposal (where 
appropriate) and keeps documentation of receipt of arrival. The sample receiver keeps full 
traceability of the samples while in storage and during use until used or disposed of or until 
further shipment and keeps documentation of receipt of arrival.

MedImmune keeps oversight of the entire life cycle through internal procedures, monitoring 
of study sites and auditing of external laboratory providers.

Samples retained for further use are registered in the Translational Sciences Biorepository
during the entire life cycle.




