
PPD



AstraZeneca 

CONFIDENTIAL AND PROPRIETARY 

The study was conducted at 48 sites in 6 countries (the United Kingdom, Hungary, Poland, 
Romania, Denmark, and Spain). No subjects were enrolled in Denmark: 1 subject was 
screened at the only site in Denmark, who failed screening. No subjects were enrolled in 
Spain; 2 sites were activated but did not enrol subjects. 

Publications 
None at the time of writing this report. 

Objectives and criteria for evaluation 
Objectives and endpoints are presented in Table S1. 

Table S1 Objectives and endpoints 
Objectives Endpoints 
Primary 

• To assess the efficacy
of MEDI7352 versus
placebo on chronic
pain in subjects with
PDN currently taking
standard of care
medication for their
PDN pain

Primary: 

• Change in the weekly average of the average daily pain scores from the baseline
week to Week 12 of MEDI7352 compared to placebo, as measured on an 11-point
(0 to 10) NRS

Secondary: 

• Change in the weekly average of the average daily pain score, as measured on an
11-point (0 to 10) NRS, from baseline to Weeks 2, 4, 6, 8, and 10 of treatment and
the week before the follow-up visit

• Percentage of subjects who have achieved ≥30% and ≥50% reductions in the weekly
average of the average daily pain score from baseline during Weeks 4, 8, and 12 of
treatment and the week before follow-up

• Change in Galer Neuropathic Pain Scale from baseline to Days 28, 56, and 84 of
treatment and the follow-up visit

• Change in Daily Sleep Interference Scale from baseline to Days 28, 56, and 84 of
treatment and the follow-up visit

• Proportion of subjects who have ‘improved’, ‘much improved’, or ‘very much
improved’ relative to baseline on the Patient Global Impression of Change on
Days 28, 56, and 84 of treatment and the follow-up visit

• Change in the 36-Item Short-form Health Survey from baseline to Day 84 of
treatment

• Change in the amount of rescue medication used (in terms of dosage/day) from
baseline to Week 12 of treatment
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analysis. Administrative analyses were also conducted during the third stage of the study to 
confirm decision making for stage 4 with respect to the exact sample size and dose allocation 
ratio. Upon completing enrolment in stage 3, an interim analysis was to be performed, and 
stage 4 was to be conducted; approximately 165 eligible subjects were planned to be randomly 
assigned to treatment with equal allocation across 3 dose levels of MEDI7352 or placebo in 
stage 4, to ensure that approximately 236 subjects were evaluable for the efficacy analysis of 
stages 2 to 4 combined. The randomisation schedule was computer generated using a 
permuted block algorithm appropriate to the treatment groups included in each stage and 
randomly allocated investigational product (IP) to randomisation numbers. 

After all subjects in stage 3 completed the study, the sponsor decided to prematurely terminate 
the study due to longer enrolment than was anticipated. It was concluded that progressing with 
the current protocol to stage 4 would be challenging. The sponsor halted screening activities 
on 12 January 2023 and informed the sites about the termination of the study on 11 April 
2023. Ongoing subjects continued on treatment until the end of the study and the required 
follow up period as per protocol. Afterwards the database was cleaned, locked, final analysis 
was performed, and the final clinical study report (CSR) was prepared. 

Target population and sample size 
Key inclusion criteria: 

• male, or post-menopausal or surgically sterile females;
• 18 to 80 years of age (inclusive) on the day of randomisation;
• a body mass index of ≤42 kg/m2;
• chronic PDN persistent for 6 months or longer that was not adequately controlled by

standard of care treatments;
• a mean pain intensity score of ≥4, as measured on an 11-point (0 to 10) Numeric Rating

Scale (NRS);
• be willing and able to discontinue all nonsteroidal anti-inflammatory drug or

cyclooxygenase2 analgesic therapy;
• had to be taking medication for the treatment of PDN. Subjects had to be taking at least 1

of the first-line medications (consistent with regional or local standard of care guidelines
for PDN) belonging to either the anticonvulsant class (pregabalin or gabapentin) or the
antidepressant class (duloxetine, venlafaxine, or amitriptyline), but no more than
1 medication from a single class.

Key exclusion criteria: 

• other clinically significant neuropathy;
• clinically significant osteoarthrosis;
• other chronic pain conditions;
• major psychiatric disorders;
• significant cardiovascular or lung disease;
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• Pharmacokinetic (PK): the PK population included all subjects for whom a PK sample
was obtained and analysed. Subjects receiving placebo were not included in the summary
and analysis of PK parameters.

Subject characteristics and disposition 
Baseline subject characteristics were listed and included in summaries as appropriate. 
Investigational product administration was summarised in terms of each subject’s total dose 
and number of infusions received using descriptive statistics. 

Efficacy analyses 
All efficacy variables were summarised descriptively including number of observations, 
mean, SD, minimum, median, and maximum for continuous variables, and frequency of 
observations in each category and percentage for categorical variables. Primary and secondary 
endpoint efficacy data were tabulated according to the ‘observed cases’ approach. In addition, 
if there were missing data at a key analysis time point (Weeks 4, 8, and 12) then results were 
also tabulated according to LOCF and baseline observation carried forward (BOCF). The 
main statistical analysis of the primary efficacy endpoint at Week 12 used the multiple 
comparison procedure modelling approach on LOCF data, which is a well-established 
statistical methodology for establishing both the existence of a dose response and modelling 
the underlying dose-response relationship. In addition, changes from baseline in continuous 
endpoints were compared between treatment groups using mixed models for repeated 
measures including terms for treatment (as a factor), time point (as a factor), the interaction 
between treatment and time point, and the baseline value of the variable undergoing analysis. 
Binary outcomes were analysed using generalised estimating equations, with the models 
including the same terms as the mixed models repeated measures. Other non-binary 
categorical endpoints were analysed using Cochran-Mantel-Haenszel statistics. These analyses 
were conducted on observed cases. Further details of the longitudinal modelling are included 
in the statistical analysis plan (SAP). 

Clinical pharmacology analyses 
The PK endpoints involving derivation of PK parameters for each dose and for each subject 
by noncompartmental analysis were replaced by a combined population PK analysis of data 
from multiple MEDI7352 studies including this study. This is documented in the SAP and in 
the CSR as a change in planned analysis. The combined data analysis is described in a 
separate pharmacometrics analysis plan. As a result, description of tables, listings, and figures 
related to PK parameters were removed from the SAP. 

Pharmacodynamic (PD) and immunogenicity: the PD variable (total nerve growth factor) and 
immunogenicity data were summarised using descriptive statistics and were listed. 
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