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Problem Statement

5. DEFINITIONS
5.1. Efficacy

S.1LL Primary Objective and Endpoint

The primary objective is to demonstrate a net negative copper balance with daily repeat-dose
ALXNI1840 treatment (15 mg and 30 mg) in participants with WD,

The primary endpoint is the mean daily copper balance where copper balance is measured by the
calculated difference between copper intake (in food and drink) and copper output (in feces and
urine) during ALXN1840 accumulation and steady-state periods for each dose.

5.1.1.1.  Balance Measurements

Copper balance measurements will be made on all intake (ie, study drug, food and fluids) and all
output (urine and feces) from pariicipants as indicated in the schedule of activities (SoA) in the
Protocol Table 1. The copper concentration of each sample will be determined by inductively
coupled plasma mass spectrometry (ICP-MS). Copper content of all intake and output will be
calculated based on the volume or weight of intake and output and the concentration of’
representative samples.

5.1.1.1.1. Food and Fluid Collection for Copper and Molybdenum Concentrations

Samples of all meal and fluid batches will be collected and analyzed for measurement of copper
content. A minimum of 3 complete portions/meals from each food and liquid batch will be sent
for analysis. All participants will drink water from the same large water bottle dispenser.
Samples of water from this dispenser will be collected and analyzed for copper content.
Samples will be collected, stored and shipped as detailed in the Laboratory Manual. All sample
handling procedures will be documented in detail in the Laboratory Manual. Copper
concentration of each food sample (ng/g) and each fluid sample (ng/mL) sample will be
determined by ICP-MS.

5.1.1.1.2. Urine Collection for of Copper and ) Content

Urine samples to measure copper content will be collected periodically as described in the SoA
(Protocol Table 1). Samples will be collected, stored and shipped as detailed in the Laboratory
Manual. For each 24-hour collection period, urine will be pooled for analysis and volumes will
be recorded. All sample handling procedures will be documented in detail as deseribed in the
Laboratory Manual. Copper concentration (ng/mL) of each 24-hour urine sample will be
determined by ICP-MS

5.1.1.1.3. Fecal Collection for Measurement of Copper and Molybdenum Content

Fecal samples to measure copper content will be collected periodically as described in the SoA
(Protocol Table 1). Samples will be collected, stored, and shipped as detailed in the Laboratory
Manual. Fecal samples will be individually collected, weighed, and stored. The weight and time
of each bowel movement will be recorded. All sample handling procedures will be documented
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Biomedical Concepts

@ BiomedicalConcept

packageDate : date

packageType : PackageTypeEnum
conceptld : string

ncitCode : string

href : uri

parentConceptld : string
categories : string [1..7]

shortName : string

synonyms : string [0.."]
resultScales : BiomedicalConceptResultScaleEnum [0..*]
definition : string

dataElementConcepts
0.*

@ DataElementConcept

conceptld : string

ncitCode : string
href : uri
shortName : string

code : string
system : string
systemName : string

@ SubsetCodeList

parentCodelist : string
subsetShortName : string
subsetlLabel : string

codelistTerm

@ SDTMGroup

packageDate : date

datasetSpecializationld : string
domain : string

shortName : string

source : string
sdtmigStartVersion : string
sdtmigEndVersion : string
biomedicalConceptld : string

packageType : PackageTypeEnum

variables

1.
Y

(©) sDTMvariable

1.*

Y
@ CodelListTerm

termld : string
termValue : string

name : string
dataElementConceptld : string
isNonStandard : boolean
subsetCodelist : string
valueList : string [0..%]

role : RoleEnum

dataType : SDTMVariableDataTypeEnum

length : integer

format : string

significantDigits : integer
mandatoryVariable : boolean
mandatoryValue : boolean
originType : OriginTypeEnum
originSource : OriginSourceEnum
comparator : ComparatorEnum
vimTarget : boolean

relationship

0.1

assignedTerm

@ RelationShip

0..1

Y

dataType : DataElementConceptDataTypeEnum

exampleSet : string [0..*]
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subject : string
linkingPhrase : LinkingPhraseEnum

predicateTerm : PredicateTermEnum

object : string

@ AssignedTerm

conceptld : string
value : string

odelist

0

@ Codelist

conceptld : string
href : uri
submissionValue : string




Biomedical Concepts

SDTM Group

\ 4

BC Core .1..*

HEIGHT

SDTM Variable

Body Height

A

VSORRESU

STV Variable

VSORRES

Attribute Enum |
Vital Sign Codelist

Result
Attribute

CDASH Group

Digital SAP Model

HEIGHT

Unit of
Height

CDAASH Variable

] B /S ORRESU

CDASH Variable.
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USDM

Biomedical
Concept

Study Design Objectives

USDM Elements*
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USDM

Analysis

Population Intercurrent

Events
_______________________________________ :
Biomedical |

. L lomedica

Study Design Objectives :
Concept |
|

USDM Elements*

Study
Intervention
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USDM

Biomedical
Concept

Study Design Objectives

USDM Elements*
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Digital SAP Model Linkage

Planned
ARS
Analyses
.. Biomedical SDMX
Study Design Objectives . SDMX
Concept pecialization Data Cube
USDM Elements* l l
Relationship AssignedTerm Codelist

Reuse of specialisation structure

Digital SAP Model 12






SDMX “What you need to know”

USUBIJID PARAMCD PARAM AVISITN AVISIT TRTO1PN TRTO1P AVAL CHG
101 SYSBP Systolic BP 4 Week 4 1 Active 120 -5
102 SYSBP Systolic BP 4 Week 4 0 Control 118 -7
103 SYSBP Systolic BP 4 Week 4 1 Active 130 +2
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SDMX “What you need to know”

Dimensions

USuBIJID PARAMCD PARAM

101 SYSBP Systolic BP
102 SYSBP Systolic BP
103 SYSBP Systolic BP

Digital SAP Model

AVISITN

AVISIT
Week 4
Week 4
Week 4

TRTO1PN
1
0
1

TRTO1P
Active
Control

Active

AVAL
120
118
130
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SDMX “What you need to know”

USuBIJID
101
102
103

Digital SAP Model

Dimensions
PARAMCD PARAM
SYSBP Systolic BP
SYSBP Systolic BP
SYSBP Systolic BP

AVISITN

AVISIT
Week 4
Week 4
Week 4

TRTO1PN
1
0
1

Measures
TRTO1P AVAL CHG
Active 120 -5
Control 118 -7
Active 130 +2
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SDMX “What you need to know”

USuBIJID
101
102
103

Digital SAP Model

Dimensions
PARAMCD PARAM
SYSBP Systolic BP
SYSBP Systolic BP
SYSBP Systolic BP

AVISITN

Attributes

AVISIT TRTO1PN
Week 4 1

Week 4 0

Week 4 1

Measures
TRTO1P AVAL CHG
Active 120 -5
Control 118 -7
Active 130 +2
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SDMX “What you need to know”

Dimensions Measures
USUBJID PARAMCD AVISITN TRTO1PN AVAL CHG
101 SYSBP 4 -5
102 SYSBP 4 -7
103 SYSBP 4 +2

Code List ID
Code List ID

Code List ID ADVS_PARAMCD

SYSBP Systolic BP
DIABP Diastolic BP

Code ID Code name
Code ID Code name

Screening

Control
Baseline

Active

Week 4
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SDMX “What you need to know”

Dimensions Measures
USUBJID PARAMCD  AVISITN TRTO1PN AVAL CHG

101 SYSBP 4 1 120 -5

102 SYSBP 4 0 118 -7

103 SYSBP 4 1 130 +2
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SDMX Specialization Relationships

Digital SAP Model

PARAMCD is a dimension of ADVS
AVAL is a measure of ADVS
ADVS PARAMCD is the code list for PARAMCD
SYSBP is a code ID of ADVS_PARAMCD
Systolic BP is the code name of ADVS_PARAMCD.SYSBP
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ADaM Snowflake Schema

Systolic Blood

Adverse Event Term

Pressure : :
, Diastolic Blood
Severity
Pressure
Seriousness Heart Rate
Haemoglobin
Time to Response
Overall Survival Plat Counttele
Progression-Free White Blood Cell
Survival Count
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ADaM Snowflake Schema

Diastolic Blood
Pressure

/ Heart Rate
ADVS

Systolic Blood
Pressure

\ 4

USUBIJID PARAMCD AVISITN TRTO1PN AVAL CHG
101 SYSBP 4 1 120 -5
102 SYSBP 4 0 118 -7
103 SYSBP 4 1 130 +2
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ADaM Snowflake Schema

Linkage to

Diastolic Blood
Pressure

SDMX

ADVS

ADSL variables
ADSL

USUBIJID TRTO1PN

101 1
102 0
103 1
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\ 4

Systolic Blood

Pressure

PARAMCD AVISITN
SYSBP 4

AVAL CHG
SYSBP 4

120 -5
SYSBP 4

118 -7

130 +2
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Automation Potential

Digital SAP Model

LOPO & Shells can be
extracted from model
+ ARS

Creation from
USDM

Digital SAP model

(Extended USDM)

SAP Review using
LLMs with the
structured model
as a source of truth

Use snowflake schema to
review & generate
specifications (80/20)

24






	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25

