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3 LIST OF ABBREVIATIONS  

Table 1 List of Abbreviations  

 

Abbreviation Definition  
AE Adverse Event 
ATC Anatomical Therapeutic Chemical 
BMI Body Mass Index 
BOIN Bayesian Optimal Interval 
BOMR Best Overall Metabolic Response 
BOR Best Overall Response 
CBR Clinical Benefit Rate 
CMR Complete Metabolic Response 
COVID-19 Coronavirus Disease 2019 
CR Complete Response 
CRP C-Reactive Protein 
CSR Clinical Study Report 
CT Computed Tomography 
CTCAE Common Terminology Criteria for Adverse Events 
DLT Dose Limiting Toxicity 
ECG Electrocardiogram 
ECOG Eastern Cooperative Oncology Group 
eCRF Electronic Case Report Form 
EORTC European Organisation for Research and Treatment of Cancer 
i.t. Intratumoral 
ICH International Council for Harmonisation of Technical Requirements 

for Pharmaceuticals for Human Use 
IV Intravenous 
LSLV Last Subject Last Visit 
MedDRA Medical Dictionary for Regulatory Activities 
MCBR Metabolic Clinical Benefit Rate 
MORR Metabolic Overall Response Rate 
MR Mixed Response 
MRI Magnetic Resonance Imaging 
MTD Maximum Tolerated Dose 
NCI National Cancer Institute 



 
 
Lokon Pharma AB Statistical Analysis Plan 
LOKON003  Version 2.0; 11 December 2023 
 

FORM BS-003-A                                       Confidential  V01.1 
SAP Template                                     Precision for Medicine                                                     Page 7 of 35  

Abbreviation Definition  
ORR Overall Response Rate 
OS Overall Survival 
PD Progressive Disease 
PET Positron Emission Tomography 
PFS Progression Free Survival 
PMD Progressive Metabolic Disease 
PMR Progressive Metabolic Response 
PR Partial Response 
Q1 25th Percentile 
Q3 75th Percentile 
RECIST Response Evaluation Criteria in Solid Tumors 
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
SD Stable Disease 
SI Système International 
SMD Stable Metabolic Disease 
SUV Standardized Uptake Value 
TEAE Treatment-Emergent Adverse Event 
TESAE Treatment-Emergent Serious Adverse Event 
TTP Time to Progression 
VP Virus Particles 
WHODD World Health Organization Drug Dictionary  
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4 INTRODUCTION 

The purpose of this statistical analysis plan (SAP) is to provide comprehensive and 
detailed descriptions of the methods and presentation of data analyses proposed for 
Lokon Pharma AB Protocol LOKON003 (A Phase I/II Trial Investigating LOAd703 in 
Combination with Atezolizumab in Malignant Melanoma). Descriptions of planned 
analyses are provided in order to avoid post hoc decisions that may affect the 
interpretation of the statistical analysis. The statistical methods applied in the design and 
planned analyses of this study are consistent with the International Council for 
Harmonisation (ICH) guideline Statistical Principles for Clinical Trials (E9) (1998).  

This SAP will be finalized prior to data analysis and database lock to provide full details, 
including templates for tables, listings, and figures, to be presented in the clinical study 
report (CSR). Any changes between the statistical methods provided in the clinical study 
protocol and this SAP will be explained herein; any changes or deviations from this SAP 
relative to the final analysis will be fully documented in the CSR. Minor changes or 
deviations from the templates for tables, figures, and listings need not be documented in 
the CSR. 

5 STUDY OBJECTIVES 

5.1 Primary Study Objective 

The primary objective of this study is to determine the tolerability of LOAd703 given by 
intratumoral (i.t.) injection(s) in combination with intravenous (IV) atezolizumab. 

5.2 Secondary Study Objectives 

The secondary objectives of this study are to determine the antitumor activity as well as 
the pharmacokinetics and biological mechanisms-of-action of LOAd703 in combination 
with atezolizumab. 

6 INVESTIGATIONAL PLAN 

6.1 Overall Study Design 

This trial is a multicenter, open label, single arm, dose-escalation Phase I/II trial. The 
study will have a Bayesian Optimal Interval (BOIN) design (Ying Yuan 2016) with a 
target dose limiting toxicity (DLT) rate=0.3 to determine the maximum tolerated dose 
(MTD) of LOAd703 against a fixed dose of atezolizumab. This design has algorithmic 
escalation/de-escalation rules like a traditional 3+3 design, but it also allows for 
specification of the DLT target rate and expanded accrual beyond N=6 with continued 
and consistent toxicity monitoring. This means that the assessment of DLT rate continues 
throughout the study, giving a well-defined safety evaluation of the entire study.  



















 
 
Lokon Pharma AB Statistical Analysis Plan 
LOKON003  Version 2.0; 11 December 2023 
 

FORM BS-003-A                                       Confidential  V01.1 
SAP Template                                     Precision for Medicine                                                     Page 17 of 35  

will be recorded as “normal” or “abnormal”. Abnormal findings will be assessed as 
“clinically significant” or “not clinically significant”. 

6.4.2 Description of Efficacy Variables 

The tumor response will be evaluated using an appropriate imaging technique, depending 
on the localization of the tumor. Tumor regression or progression will be evaluated 
according to RECIST v1.1 criteria (Eisenhauer 2009). Further details are contained with 
the study protocol. 

Due to the potential immunostimulatory capacity of the study treatments, it is possible 
that the induced immune stimulation may induce an inflammatory swelling of the tumor 
that initially may be mistaken for progression. Therefore, progressive disease (PD) during 
study participation leading to discontinuation of repeated treatment needs to be confirmed 
by radiological imaging at a later time point (within 4-12 weeks) and/or by a biopsy 
and/or tumor serum marker to confirm tumor progression. 

Separate from the RECIST assessment, at each visit, subjects will also be assessed (by 
the Investigator) for MR, defined as one or more lesions fulfilling the criteria for PR and 
other(s) for PD. 

In addition to computed tomography (CT)/magnetic resonance imaging (MRI) imaging, 
PET may be performed as a part of the tumor assessment (at the discretion of the 
Investigator). If PET is used, the measures are documented according to the EORTC 
assessment (Aide 2019): 
  

• Complete metabolic response (CMR) 
• Partial metabolic response (PMR)  
• Stable metabolic disease (SMD) 
• Progressive metabolic disease (PMD) 
• Not evaluable (NE) 

  

Metabolic response is defined as a ≥ 15% decrease in maximum standardized uptake 
value (SUVmax) and metabolic progression as a ≥ 25% increase in SUVmax.  

6.4.2.1 Primary Efficacy Variable 

There is no primary efficacy endpoint in this study. 

6.4.2.2 Secondary Efficacy Variable 

The secondary efficacy endpoint is: 
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Manager (for taking notes only), Medical Advisor and at least 2 of the site Principal 
Investigators as a minimum. 

7.6.5.4 Multicenter Studies 

This is a multicenter study, with approximately 3 sites expected to participate. Efficacy 
data collected from all study sites will be pooled for data analysis. The effect of study site 
on the efficacy analysis results is not planned to be explored. 

7.6.5.5 Multiple Comparisons/Multiplicity 

There will be no adjustments for multiple comparisons in the efficacy analysis for this 
study. Results are descriptive in nature and there will be no formal comparisons made 
among dose groups. 

7.6.5.6 Use of an “Efficacy Subset” of Subjects 

No efficacy subset will be used. 

7.6.5.7 Active-Control Studies Intended to Show Equivalence 

This study does not include an active-control product and is not intended to demonstrate 
equivalence between any two drug products. 

7.6.5.8 Examination of Subgroups 

ORR will be summarized by the below subgroups: 

 

7.7 Safety Evaluation 

Safety analysis will be carried out for the Safety Population,  
. Subjects who do not complete 

the study, for whatever reason, will have all available data up until the time of 
termination included in the analysis. For safety analysis presented by study visit, the 
baseline value will be defined as the last value reported prior to first study drug 
administration. 

7.7.1 Extent of Exposure 

Extent of exposure to study treatment (LOAd703 and atezolizumab separately) will be 
summarized for the Safety Population by dose group. The duration of exposure will be 
presented in days and calculated as the date of last dose of study drug minus the date of 
first dose of study drug, plus one. Duration of exposure and total number of doses 
received will be summarized using descriptive statistics. Total dose received (in 1011 VP 
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• Number of treatment-emergent SAEs (TESAEs), number and percentage of 
subjects with at least one TESAE and number and percentage of subjects with 
TESAEs by MedDRA system organ class and preferred term; 

• Number of treatment-related TEAEs, number and percentage of subjects with at 
least one related TEAE and number and percentage of subjects with related 
TEAEs by MedDRA system organ class and preferred term. Summary will be 
presented for TEAEs related to LOAd703, TEAEs related to atezolizumab and 
TEAEs related to either drug; 

• Summary by relationship (related to LOAd703, related to atezolizumab, related to 
LOAd703 and/or atezolizumab and not related to LOAd703 or atezolizumab) and 
CTCAE grade including: Number of TEAEs, number and percentage of subjects 
with at least one TEAE and number and percentage of subjects with TEAEs by 
MedDRA system organ class and preferred term. Events in each relationship 
category will be counted only once using the highest CTCAE grade. 

At each level of summarization (e.g., any AE, system organ class, and preferred term), 
subjects experiencing more than one TEAE will be counted only once. 

Related events include those reported with a causality to LOAd703 and/or atezolizumab 
of “Possible”, “Probable” or “Definite”; events considered not related are those reported 
as “Unlikely” or “Unrelated”.  

Adverse event data (including any AEs starting before first study drug) will be presented 
in data listings by subject, dose group, and event. Serious AEs and AEs leading to 
withdrawal, interruption, or dose reduction of the study drug will be presented in separate 
data listings. Lowest level terms will be listed in addition to preferred terms. 

7.7.4 Deaths, Other Serious Adverse Events, and Other Significant Adverse 
Events 

All deaths during the study, including the post treatment follow-up period, will be listed 
by subject, to include the primary cause of death. Serious AEs and other significant AEs, 
including those that led to withdrawal, interruption, or dose reduction of the study drug, 
will be provided in separate subject data listings. 

7.7.5 Clinical Laboratory Evaluation 

All descriptive summaries of laboratory results will be based on data analyzed by local 
laboratories and presented in Système International (SI) units, as suggested by the Center 
for Biologics Evaluation and Research and the Center for Drug Evaluation and Research 
Position on Use of SI Units for Lab Tests (Oct 2013). All data will be included in 
by-subject data listings. Laboratory measurements identified as abnormal (i.e., outside the 
normal range) will also be listed separately by subject, laboratory test, and unit. In 
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7.7.6.2 ECOG Performance Status 

ECOG performance status will be summarized by dose group. Descriptive statistics will 
be presented for observed values and changes from  at each visit where ECOG 
performance status was scheduled to be collected. The number and percentage of subjects 
with each score at each visit will also be presented by dose group. 

7.7.6.3 12-Lead Electrocardiogram 

Results of the 12-lead ECG will be presented in subject data listings by subject, study 
visit, and parameter. The overall assessment by the investigator will also be listed. 

7.7.6.4 Physical Examination 

Results of the physical examination will be presented in subject data listings by subject, 
study visit, and body system. 

7.7.6.5 Prior and Concomitant Medications 

Medications will be coded using the World Health Organization Drug Dictionary 
(WHODD), September 1st 2019 version. Medications entered on the eCRF will be 
mapped to Anatomic Therapeutic Chemical (ATC) drug class (level 4) and drug name.  

Prior and concomitant medications will be summarized separately, and the study phase of 
each medication will be determined programmatically based on medication start and end 
dates. A prior medication is defined as any medication administered prior to the date of 
the first dose of study drug. A concomitant medication- is defined as any medication 
administered on or after the date of the first dose of study drug. A medication may be 
defined as both prior and concomitant. If it cannot be determined whether a medication 
was received prior to the start of study drug dosing due to partial or missing medication 
start and/or end dates, it will be considered a prior medication. Likewise, if it cannot be 
determined whether a medication was received after the start of study drug dosing, it will 
be considered concomitant. 

For both prior and concomitant medications summaries, the number and percentage of 
subjects receiving any medication will be summarized by dose group, as will the number 
and percentage receiving any medication by ATC drug class and generic drug name. 
Prior medications will also be summarized over all subjects combined (total). Subjects 
reporting use of more than one medication at each level of summarization (any 
medication received, ATC class, and generic drug name) will be counted only once. ATC 
class terms will be displayed by descending order of incidence, as will generic drug 
names within each ATC class. The study phase during which each medication was 
received (e.g., prior, concomitant, or both) will be presented on the listing of prior and 
concomitant medications. 
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