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Public comment feedback

• At least 9 responders (6 through formal link), of which 
some represent multiple reviewers within organizations

• 82 comments

• Approximately 30 categories organized into 9 broader 
categories
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Public comment feedback
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Public comment:  Radiotracer related

• Labeling for at least 2 radiotracers has been updated

 Update in profile

 Since further updates are possible, refer to manufacturer 
labeling as a superseding standard

• Broader point regarding label for all tracers:

 Clarify that quantitative read is an off label use in clinical 
use despite FDA approval of measurement software

• Some comments regarding administration, personnel

• NAV4694 status and associated inclusion
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Public comment:  Topics addressed via description

The following topics have been described in the profile but are not 
associated with guidelines in Version 1:
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However, they should be described adequately, with potential benefit 
or relevance, and for further inclusion in version 2 of the profile.

Topic Rationale

PET-MRI scanners Attenuation correction has been evolving;  lack of 
test-retest data

Partial Volume Effects 
correction

Mixed results; sensitivity but also variability

Centiloid conversion Still under refinement and adoption

Full dynamic modeling Feasible for fewer centers, modeling complexity, 
BUT doable in several centers and very important 
to describe advantages, caveats



Profile Framework

Measurement Approach

SUVR
• Practical implementation
• Existing & in process data
• Caveat re: blood flow

Approach in Profile

Primary focus and basis for 
guidelines, claim

Full dynamic modeling
• Advantage wrt blood flow 

contribution measurement
• Acquisition and analysis 

more complex, not 
routinely used in clinic

Communicate aspects of 
variability (e.g. blood flow) 
addressed by this approach, 
as well as the impact of 
modeling assumptions
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Claim(s) – a History

Claims

Group TRV% S.D. RC% 95% CI

HC 3.12 6.52 10.41 4.8-14.9

AD 2.77 3.82 10.36 3.3-20.3

Longitudinal (repeatability)
• Confidence interval 
• Does not imply that the 

value is accurate

Cross-sectional (accuracy)
• Is measurement accurate
• Requires bias data that 

was not available at the 
time of profile initiation

Literature basis

Criterion: Test-retest window
(   60 days)≤

Pooled results for F18 studies

Claim:  A true change if >14.9%

Concerns that this range is not 
reflective of controls in profile

Revised claim:  A true change if >8% 
(reduced estimate); Status: OPEN ITEM
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Claim – Issues

• Over a typical clinical trial period, physiological accumulation rates are 
below 8% (rather, 1 – 3% per year based upon statistically powered 
studies, difficult to show this with human autopsy) 

o Claim as stated would not be useful for accumulation studies, 
even if confidence interval is further reduced

• A change of 8% or more within a short period of time typically implies a 
technical artifact, not a real physiologic change

• The 8% was an estimate without direct data support

• The current statement (“framing”) of the claim is not directly relevant to a 
clinical trial measurement used for subject inclusion, or to a radiologist in 
the clinic, where the goal might be to establish whether a single 
subject’s measurement is reliable wrt repeatability (accuracy aside)
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Claim – Goals

• State claim(s) in a framework that is relevant for the intended audience

• Support claims with data
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Claim - Studies originally used as basis for 95% CI

Author N Tracer Ref. region Window 
(minutes)

M SD RC% 95%CI

Joshi et al, 
2012

10 AD, 
10 HC

Florbetapir cerebellum 50-70 2.4
1.5

0.84
1.41

5.38
3.32

3.76, 9.44
2.32, 5.84

Cseleyni et al, 
2012

3 AD, 
4 HC

AZD4694 cerebellum 51-63 5.6
9.0

7.93
6.02

16.75
20.30

9.49, 62.44
12.16, 58.35

Vandenberghe
et al, 2010

5 AD Flutemetamol cerebellar 
cortex 

85-115 1.5 0.7 3.18 1.99, 7.81

Villemagne et 
al, 2011

8 AD, 
8 HC

Florbetaben cerebellar 
cortex

90-110 6.2
2.9

3.99
3.71

14.18
8.84

9.48, 27.17
5.97, 16.94

Aalto et al, 
2009

6 AD, 
4 HC

11C-PIB cerebellar 
cortex

60-90 4.3
3.5

0.61
1.48

8.49
7.30

5.47, 18.7
4.37, 20.99

Villemagne et 
al, 2011

4 HC + 
2 HC

11C-PIB cerebellar 
cortex

40-70 3.5
3.7

2.74
3.18

8.24
8.41

4.94, 23.69
4.38, 52.69

Tolboom et al, 
2009

6 AD, 
6 HC

11C-PIB cerebellar 
cortex

60-90 8.0
4.4

7.01
4.19

20.05
11.43

12.92, 44.17
7.37, 25.18
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Claim – Studies originally used - considerations
Author N Tracer Ref. region Window 

(min)
Issues as reference data

Joshi et al, 
2012

10 AD, 
10 HC

Florbetapir cerebellum 50-70 • None; caveat of ref region used

Cseleyni et al, 
2012

3 AD, 
4 HC

AZD4694 cerebellum 51-63 • Tracer in development, 12 minute 
window, full dynamic scans - subject 
to increased motion in late frames

Vandenberghe
et al, 2010

5 AD Flutemetamol cerebellar 
cortex 

85-115 • None; caveat of ref region used

Villemagne et 
al, 2011

8 AD, 
8 HC

Florbetaben cerebellar 
cortex

90-110 • Mass dose changed in second scan,
not designed for test-retest

Aalto et al, 
2009

6 AD, 
4 HC

11C-PIB cerebellar 
cortex

60-90 • 60-90 minutes subsequently 
recommended against for SUVR due 
to low signal/noise

• Subjects in scanner for an hour by 
this point, misalignment potential

Villemagne et 
al, 2011

4 HC + 
2 HC

11C-PIB cerebellar 
cortex

40-70

Tolboom et al, 
2009

6 AD, 
6 HC

11C-PIB cerebellar 
cortex

60-90 • 60-90 minutes subsequently 
recommended against for SUVR due 
to low signal/noise

• Subjects in scanner for an hour by 
this point, misalignment potential

11*highlighted studies may best serve as references



Claim – Longer timeframe studies for comparison and 
relevance to clinical trial timeframes

Brendel et al, 2015
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(estimates)



Claim – Impact of reference region on variability 
and required “N”

Chen et al, 2015
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Claim – Goals (recap)

• State claim(s) in a framework that is relevant for the intended audience

• Support claims with data
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Claim – Proposed Approach

• State the claim for individual, single time-point scan in the context of a 
confidence interval for test-retest consistency on an individual subject rather 
than % that constitutes real longitudinal change

• Develop table or provide the necessary inputs for table construction that 
determines the number of subjects required to detect a longitudinal change 
of x% (or a reduction in the rate of accumulation)

o Reference, separately, short and longer timeframe scan re-scan data

• Associate claims with narrower acquisition and analysis parameters (“if 
then”; include constraints on acquisition consistency, reconstruction 
consistency, motion, processing, reference region)

• Describe the additional blood flow related error that could be reduced with 
full dynamic modeling, while pointing out assumptions and caveats 
regarding variability associated with this approach

• Include description of the additional data needed to establish an accuracy 
(cross-sectional) claim. 
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Relating profile claims to clinical trial design

• A goal is to help the audience relate the profile guidance and confidence 
intervals to practical use in clinical trial design 

• Nancy Obuchowski has drafted a document (section, appendix, or 
standalone) that could provide this information

• The original version was drafted at the request of the DaTscan SPECT 
group, which is in a similar position to the amyloid profile with regard to 
being able to support a longitudinal, but not yet a cross-sectional, claim 
at this time

• Making use of this translation guide (tailored) for both profiles has 
additional benefits with regard to profile standardization and 
implementation
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Public comment:  response coordinators
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Poster
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Poster
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Poster
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Next steps

• Compile any additional feedback

• Column in feedback table indicating how addressed or 
response, for review by working group

• Claim consensus

• Conformance

• Review poster for 10/31 submission
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