
Topics for Discussion
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Technical (acquisition) points  (Anne)

Brief follow up on images for CSF signal assessment

Brief update on QIBA – ADNI gap analysis

Other key profile points:

Claim and Supporting paragraphs

Blood flow impact

Additional



QIBA – ADNI Gap analysis
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QIBA – ADNI Gap analysis (document table)
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QIBA – ADNI Gap analysis (document table)
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Four relevant documents
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Excel spreadsheet with public 
comments, pdf line number 
references, and proposed responses

Pdf version of the profile 
circulated for public comment

Red-lined Word 
version of profile

White paper 
describing 
practical use of 
claims



Public comment and response worksheet
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Ref. line # 
and section

Submitted issues 
or suggestions

Submitted proposed 
ways to address

How addressed by
Profile committee in

Word version* Track

*Proposed responses in Word document are provided for whole profile committee 
review with opportunity for suggested refinement 

Status:  50 of approximately 80 updates inserted into red-line version, completing today



QIBA profile:  pdf version circulated (June 2017)
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Use this version to find the appropriate line(s) for each public comment



Amyloid profile: Word version
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Shows proposed responses, implemented

Line numbers are altered due to modifications; do not use



https://qibawiki.rsna.org/images/d/dc/StatisticalConsiderationsForClinicalTrialPlanning-2017.11.02.pdf

QIBA concepts -> Claim (definition link) -> Claim Guidance -> See also Clinical Trial Planning -> link to paper

Use of claims in clinical trial planning
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Author:
Nancy
Obuchowski



Claim:  One claim, for technical performance

9 Feb 2018 10

Prior claim wording:



Claim:  Basis
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Applicable references within test-retest time window:

Additional references within a practical clinical trial time window:

Vandenberghe et al, 2010

Joshi et al, 2012

Chen et al, 2015

Brendel et al, 2015

(other longitudinal papers are also cited in profile)



Use of Claim
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Most relevant longitudinal applications are in powering a study to measure:

• Accumulation rates in preclinical, prodromal populations

• Reduction in accumulation rate by an interventional drug

• Amyloid removal (reduction of existing burden)

One could also apply this to evaluate an individual’s change in amyloid:

• Associated with an anti-amyloid (removal) drug

• Over a duration of a few to several years whereby typical 
accumulation would exceed the confidence interval for measurement



Impact of blood flow changes
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Changes in blood flow can cause changes in late frame SUVR that may be 
erroneously interpreted as amyloid change  

Significant factor in some longitudinal studies, particularly in AD patients or 
potentially if an interventional compound alters blood flow

van Berckel et al, J Nucl Med, 2013

“

“



Impact of blood flow changes

14van Berckel et al, J Nucl Med, 2013



Impact of blood flow changes
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Cselenyi et al, J Cerebral Blood Flow and Metabolism, 2015

Examined blood flow impact using the dual frame ADNI 2 florbetapir data



Impact of blood flow changes
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RPM2

SUVR 60-90 SUVR 40-60

Reference Logan

Original figure: van Berckel et al, J Nucl Med, 2013

Note:  Dynamic models 
(e.g. RPM2 and 
reference Logan) also 
vary in bias and noise 
depending upon the 
model, whether blood 
input or reference 
region is used, and 
amyloid burden  

“



Impact of blood flow changes
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RPM2

SUVR 60-90
SUVR 40-60

Reference Logan

Original figure: van Berckel et al, J Nucl Med, 2013

60 to 90 minutes no longer 

typically used for PIB due to 

high noise arising from low

signal, subject motion –

measuring artifact, not 

amyloid

Note:  Dynamic models 

(e.g. RPM2 and 

reference Logan) also 

vary in bias and noise 

depending upon the 

model, whether blood 

input or reference 

region is used, and 

amyloid burden  

“



Alternatives
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Exploratory full dynamic studies

Dual frame acquisition (de Santi, HAI 2018; Bullich et al, J 
Nucl Med, 2017)

Bolus (more difficult to implement consistently)


