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ABSTRACT

The purpose of these recommendations is to assist nuclear medicine practitioners in recommending, performing, interpreting, and reporting tau PET imaging of the
brain (tau PET) in patients with cognitive impairment suspected of Alzheimer's disease (AD). Tau pathology represents a central hallmark of AD and an important
biomarker within the biological AT(N) framework, where tau PET imaging enables in vivo assessment for diagnostic evaluation, prognosis, and patient stratification.
These joint recommendations from the European Association of Nuclear Medicine (EANM) and the Society of Nuclear Medicine and Molecular Imaging (SNMMI)
provide a framework to support the clinical and research use of tau PET imaging. The document covers the currently approved radiotracer ['®F]flortaucipir as well as
several widely used next-generation tau PET radiotracers. It provides guidance on appropriate clinical indications, patient preparation, image acquisition, visual
interpretation, quantitative analysis, and standardized reporting procedures.

Particular emphasis is placed on harmonized procedures for image interpretation and quantification, including the use of standardized uptake value ratios (SUVRs),
appropriate reference regions, and emerging harmonization approaches that enable comparison of quantitative measures across radiotracers and imaging centers.
Standardized imaging procedures are essential to ensure robust and reproducible measurements and to facilitate the integration of tau PET into clinical workflows

and multicenter studies.

Preamble

The European Association of Nuclear Medicine (EANM) is a profes-
sional, non-profit medical association dedicated to facilitating global
communication between individuals striving for clinical and research
excellence in nuclear medicine. The EANM was founded in 1985. The
Society of Nuclear Medicine and Molecular Imaging (SNMMI) is an in-
ternational scientific and professional organization founded in 1954 to
advance the science, technology, and practice of nuclear medicine. The
EANM and the SNMMI bring together physicians, technologists, medical
physicists, radiochemists and - pharmacists as well as scientists involved
in nuclear medicine research and practice.

These guidelines are an educational tool designed to assist practi-
tioners in providing appropriate nuclear medicine care to patients and to
advance the science of nuclear medicine, ultimately improving the
quality of care worldwide. While they are intended to guide clinical
practice, they are not inflexible rules or mandatory requirements, nor
should they be used to establish a legal standard of care. For these
reasons, the EANM and the SNMMI caution against the use of these
guidelines in litigation where a practitioner's clinical decisions are being
questioned.

The EANM and the SNMMI regularly produce new guidelines and
reviews existing guidelines for revision or renewal, usually on their fifth
anniversary. Each guideline represents a carefully considered policy
statement by the EANM and the SNMMI, developed through an exten-
sive consensus process and subject to extensive peer review. The EANM
and the SNMMI recognise that the safe and effective use of diagnostic
and therapeutic nuclear medicine requires specific training, skills and
techniques, as described in each document. Reproduction or modifica-
tion of these guidelines by entities not directly involved in the provision
of these services is strictly forbidden.

https://doi.org/10.1016/j.eanm;j.2026.100214

The ultimate judgment as to the appropriateness of a particular
procedure or course of action must be made by the (medical) pro-
fessionals, considering the individual circumstances of each case.
Consequently, a decision to deviate from the guidelines should not in
itself be considered a deviation from the standard of care. On the con-
trary, a conscientious practitioner may responsibly choose an alternative
approach if, in his or her reasonable judgement, such an approach is
indicated by the patient's condition, the limitations of available re-
sources, or advances in knowledge or technology since the guidelines
were published.

The practice of medicine involves not only the science but also the art
of preventing, diagnosing, alleviating and treating of disease.

Because of the diversity and complexity of human disease, it is not
always possible to make the most accurate diagnosis or to predict with
certainty a particular response to treatment. Therefore, it should be
recognized that following these guidelines does not guarantee an accu-
rate diagnosis or a successful outcome.

The reasonable expectation is that the practitioner will follow a
reasonable course of action based on current knowledge, available re-
sources and the needs of the patient, with the aim of providing effective
and safe medical care. The sole purpose of these guidelines is to assist
practitioners in achieving this goal.

1. Introduction

Aggregation of hyperphosphorylated tau protein is a recognized
hallmark of Alzheimer's disease (AD) [1] and emerged as one major
pillar of the biological AT(N) classification of AD [2-4]. Tau aggregates
into distinct forms, from early pretangles to mature neurofibrillary
tangles (NFTs) and ultimately ghost tangles [5]. Tau accumulation fol-
lows a predictable spatial progression as outlined by Braak staging [6].
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Histological analyses have revealed a complex interplay between tau
isoforms, particularly the three-repeat (3R) and four-repeat (4R) vari-
ants [7]. Recent findings indicate that tau pathology evolves through an
isoform shift, from an initial predominance of 4R tau in early pretangles
to increasing levels of 3R tau in mature NFTs and ghost tangles [8]. The
regional progression of neurofibrillary pathology is increasingly viewed
through a circuit-oriented lens, supported by evidence that tau mis-
folding can propagate along neural networks in a prion-like manner [9,
10]. However, the precise mechanisms of this spread remain to be fully
elucidated. In parallel, PET imaging has emerged as a critical tool for in
vivo visualization of tau deposits, which provided valuable correlations
between PET signal and histopathological Braak stages [11,12].
Next-generation radiotracers demonstrated a high affinity for mixed
3/4R tau in AD and fibrillar tau in the brain of patients with AD corre-
lates closely with clinical severity [13] while its topological distribution
defines disease subtypes of AD [14]. Since tau PET predicted clinical
progression by a positive visual read [15], it is increasingly entering
clinical routine workflows. Furthermore, a recent multicenter evalua-
tion of over 12.000 individuals uncovered the dependency of
tau-positivity based on age, sex, amyloid-p biomarkers, and APOE4
status [16]. Altogether, this highlights the value of the assessment of tau
as an objective biomarker of disease progression in AD, and therefore,
standardized procedures are highly demanded to ensure robustness of
the methodology.

2. Goals

The goal of this recommendation is to assist nuclear medicine prac-
titioners in recommending, performing, interpreting, and reporting the
results of brain PET imaging that depicts tau aggregation in the brain
(referred to as tau PET hereafter). This recommendation covers [*8F]
Flortaucipir as the only currently approved tau PET radiotracer as well
as several promising next generation tau PET since they are already
commonly used by the community.

3. Common clinical indications

Updated appropriate-use criteria for tau PET have been published
recently by the SNMMI and Alzheimer's Association joint task force [17,
18]. The appropriate-use criteria emphasize that tau PET is currently
most likely to be helpful i) when the patient presents with MCI or de-
mentia syndrome who are younger than 65 years and in whom AD pa-
thology is suspected, ii) when the patient presents with atypical features
such as non-amnestic presentation, rapid or slow progression, or etio-
logically mixed presentation. Other appropriate indications include iii)
determining the prognosis of patients presenting with MCI due to clin-
ically suspected AD pathology, iv) determining the prognosis of patients
presenting with dementia due to clinically suspected AD pathology, and
v) determining eligibility for treatment with an approved
amyloid-targeting therapy.

Furthermore, before considering tau PET it needs to be ensured that
AD is considered a reasonable differential diagnosis of the cognitive
impairment, but the etiology remains uncertain after a comprehensive
evaluation by a dementia expert. Dementia experts are defined as phy-
sicians trained and board-certified in neurology, psychiatry, or geriatric
medicine who devote a substantial proportion (>25%) of patient contact
time to the evaluation and care of adults with acquired cognitive
impairment or dementia, including probable or suspected AD [19].
Furthermore, as a second prerequisite, knowledge of the presence or
absence of tau pathology is expected to help establish the etiology of
impairment and alter clinical management.

Due to the predominant use of tau PET in research settings, several
scenarios with uncertain value exist [17,18] and include i) patients
presenting with MCI or dementia syndrome that is often consistent with
AD pathology (amnestic presentation) with onset at 65 years or older, ii)
determination of disease severity or tracking of disease progression in
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patients with an established biomarker-supported diagnosis of MCI or
dementia due to AD pathology, iii) patients presenting with prodromal
Lewy body disease or DLB, iv) patients with MCI or dementia with recent
CSF biomarker results that are conclusive (whether consistent or not
consistent with underlying AD pathology), v) patients with MCI or de-
mentia with equivocal or inconclusive results on recent CSF biomarkers
or on structural imaging with MRI and CT, vi) monitoring response
among patients who have received an approved amyloid-targeting
therapy. Further health services research is necessary to determine
effective clinical use of tau PET in these conditions.

The use of tau PET is considered inappropriate when there is
nonmedical usage (e.g., legal, insurance coverage, or employment
screening) or in lieu of genotyping for suspected autosomal dominant
mutation carriers.

This recommendation is primarily intended for AD tau PET imaging
but some of the discussed radiotracers provide distinct topological pat-
terns in primary tauopathies (i.e. signal in the basal ganglia), which may
come to attention of practitioners. These details are not discussed in
greater detail since no radiotracers are approved for non-AD indications,
but they can be found in the specific chapters of the respective radio-
tracers on demand.

4. Procedure/specifications of the examination

By the end of 2024, ['®F]Flortaucipir was approved by the U.S. Food
and Drug Administration (FDA, 5/2020) and the European Medicines
Agency (EMA, 8/2024) for tau PET examinations. Several next-
generation tau PET radiotracers have been developed, and three of
them are currently in or have completed Phase III trials ([ISF] MK-6240,
[18F]PI-2620, [*8F] Florzolotau; for details, see Table 1). Required
qualifications and responsibilities of personnel as well as information
with regard to study request and patient preparation are provided in the
Supplement.

5. Radiopharmaceuticals and image acquisition

The following chapter provides an overview of characteristics of
frequently used tau PET radiotracers (Table 1, Fig. 1), including
appropriate administered activities and time windows for imaging, off-
target sources, and major studies conducted with these compounds. The
most important details for practitioners to implement tau PET imaging
in molecular imaging units are summarized in Table 2, whereas addi-
tional details and relevant literature can be found in the following
chapters on the specific radiotracer on demand. Standardized uptake
value ratios (SUVRs) with an inferior cerebellar reference region
represent the commonly used parameter to measure regional binding
values of tau PET radiotracers as a simplified semi-ratio.

The imaging protocols mentioned below focus solely on the time-
point recommended for their ability to measure tau pathology, but it is
important to remind the reader that some groups acquired images
immediately after injection (early frames or dual-time acquisitions) as
proxy of cerebral brain perfusion and metabolism and thus of neuro-
degeneration using [ISF]Flortaucipir, [lsF]MK-6240 or [18F]PI-2620
[27-30]. As the experience in the literature is still limited a specific

Table 1
Tau PET radiotracers with high clinical or investigational use in 2025. 18R
AV1451; 2['F]APN-1607.

Tau radiotracer Development status

['®F]Flortaucipir’ ~ FDA (05/2020) and EMA (08/2024) approved (TAUVID™)
['8F]Florzolotau®  Investigational, one Phase III study completed (NCT05542953)
['8F1GTP1 Investigational

['8FIMK-6240 NDA submitted; under review

['8F]PI-2620
['8FIRO-948

Investigational, Phase III study ongoing (NCT05641688)
Investigational
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Fig. 1. Representative images of discussed tau PET radiotracers for Alzheimer's disease (AD) and controls. Please note that [®F]Flortaucipir, ['*FIMK-6240,
[*8F] PI-2620, and [*®FIR0948 images are derived from the same individuals of the HEAD study [20], adjusted to the left color bar. The right color bar applies to [*8F]

Florzolotau, [*®F]GTP1.

Table 2

Overview on relevant parameters needed for installing tau PET imaging in molecular imaging units. *Assumes 2 hr voiding interval. **Assumes 1.5 hr voiding interval.
p.i. = post injection. AD = Alzheimer's disease. PSP = Progressive supranuclear palsy.

Tau radiotracer ~ Activity Scan start time [min p.i.] Scan duration [min] Effective dose [uSv/ “Critical” organ
[MBq] MBq]
[*8F] Flortaucipir 370 80 20 23.5 [21] Large intestinal wall, small intestine, and
liver.
['®F]Florzolotau 185 - 370 90 20 19.7 - 34.9 [22] Right colon, gallbladder
[*®F1GTP1 250 60 30 28.6* [23] Gallbladder, urinary bladder*, liver,
kidneys
['®FIMK-6240  180-250 90 20 26.8 - 29.4 [24] Gallbladder and urinary bladder
[*8F]PI1-2620 185 45 min (AD) 30 min (AD) 33.1 - 33.3%* [25] Right colon (ascending + first half of
60 min dynamic (PSP) or 20 min or 30 60 min dynamic (PSP) or 20-30 min transversal colon)
min static scan static scan
['®FIRO-948 370 60-70 20-30 15.0 [26] Gallbladder

recommendation cannot be provided on the use of early perfusion im-
aging. However, there is agreement about the fact that these additional
images provide complementary information as compared to the stan-
dard late frames and should be acquired whenever possible.

[18F]Flortaucipir: [*8F] Flortaucipir (also known as [*8F]AV-1451 or
T807), marketed as Tauvid, is an [18F]-labeled PET radioligand that
selectively binds to aggregated tau in neurofibrillary tangles (NFTs)
developed by Avid, a wholly-owned subsidiary of Eli Lilly and Company.
It is the first PET radiotracer specifically targeting tau pathology to
receive approval from both the FDA and EMA. According to its label for
clinical use, [®F]Flortaucipir is indicated for estimating the density and
distribution of aggregated tau NFTs in the brains of adults with cognitive
impairment being evaluated for AD [31,32]. The recommended activity
is 370 MBq (10 mCi), administered via intravenous injection. Image
acquisition should begin approximately 80 min post injection, with a
recommended scan duration of about 20 min. In clinical practice,
evaluation of a [18F]Flortaucipir PET scan is performed using a stan-
dardized visual interpretation method [11].

[8F]Flortaucipir was designed to selectively target tau, but it also
binds to certain off-target sites, which can produce signal in regions
without tau NFTs [33]. Notably, monoamine oxidase enzymes (MAO-B)
have high in vitro affinity for [18F]Flortaucipir [34]. However, MAO-B

binding in vivo appears to be minimal [35,36]. More prominent
off-target binding is seen in tissues rich in melanin or iron. For example,
the midbrain (substantia nigra) and locus coeruleus contain neuro-
melanin, and the meninges harbor melanocytes; [18F] Flortaucipir shows
uptake in these regions even in the absence of tau [37-39]. Similarly,
iron-rich areas like the basal ganglia (e.g. globus pallidus) can show
non-specific radiotracer retention [40]. The choroid plexus often dis-
plays ['8F]Flortaucipir binding as well, possibly due to calcifications or
melanin in choroid plexus cells [38]. These off-target signals can
complicate quantitative assessments of [!®F]Flortaucipir; for instance,
choroid plexus uptake adjacent to the hippocampus may spill signal into
that area and mimic mesial temporal lobe binding [41], justifying
exclusion of the hippocampus from quantitative analyses. Although
['8F]Flortaucipir generally shows low non-specific background uptake
in the cortex, it is important to be aware of off-target binding in areas
such as the midbrain, basal ganglia, choroid plexus, and meninges to
avoid misinterpretation during image analysis. With appropriate
training, off-target binding does not typically complicate visual inter-
pretation of [lsF]Flortaucipir PET scans.

[8F]Flortaucipir has been extensively validated against postmortem
pathology. A pivotal Phase III PET-to-autopsy study (A16) [11] enrolled
terminally ill patients who underwent a ['®F]Flortaucipir PET scan and
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demonstrated that it could predict the presence of advanced tau pa-
thology at autopsy with high accuracy. In that study, [1®F]Flortaucipir's
visual interpretation method showed sufficient sensitivity and speci-
ficity (94.4% and 80.8% respectively for a majority read) for detecting
advanced Braak stage V/VI tau pathology, meeting the performance
criteria required for FDA approval. The ability of [!®F]Flortaucipir to
reliably identify Braak stage V/VI tau pathology has since been
confirmed in additional PET-to-autopsy studies [42-45]. More recently,
a clinically applicable visual interpretation method has been proposed in
the 17E-AV-A26 study, enabling the classification of [!®F]Flortaucipir
PET-positive individuals into groups with high versus non-high tau
burden [46].

In therapeutic trials, [*8F] Flortaucipir PET has been used as both an
inclusion biomarker and secondary endpoint. It was used to identify
individuals with low to medium tau burden for enrollment in the Phase
II and Phase III trials of the anti-amyloid therapy donanemab, both of
which demonstrated positive results [47,48]. Importantly, data from the
Phase III study indicated that lower baseline tau burden, as measured
with [18F]F10rtaucipir PET, was associated with greater clinical benefit
from the treatment [47]. In addition to the donanemab trials, [*8F]
Flortaucipir PET has been employed as an outcome measure in several
other clinical studies, including trials targeting amyloid pathology (e.g.,
the A4 study [49]) and tau pathology (e.g. PERISCOPE-ALZ [50] and
PROSPECT-ALZ [51]).

[*8F]Florzolotau: [18F]Florzolotau, also known as [®F]PM-PBB3 or
['8F]APN-1607, is a second-generation tau PET radiotracer developed
by APRINOIA Therapeutics, which shows high affinity (Kp = 7.6 nM)
and calculated binding potential (Bpax/Kp = 752.7) to 3R/4R tau in AD
tissue [52]. In vitro, this radiotracer did not effectively bind to p-amyloid
deposits in AD homogenates, and there was only minimal displacement
of tau binding by MAO-A or -B inhibitors [52]. 185 — 370 MBq of this
radiotracer are administered to the patients, and (pseudo)equilibrium
20 min PET scans starting 90 min post injection (p.i.) are typically ac-
quired [52]. Apart from imaging AD tau, [*®F]Florzolotau is reported to
owe potential to image 4R-tau as found in progressive supranuclear
palsy (PSP) or corticobasal degeneration (CBD), and 3R-tau as found in
certain cases with frontotemporal lobar degeneration [52-55]. [*8F]
Florzolotau binding in the AD spectrum follows the topology of Braak's
neurofibrillary tangle stages [52]. Based on automated image analysis,
[*8F]Florzolotau was able to discriminate patients with dementia from
AD from healthy controls with high accuracy (area under the
receiver-operating characteristic curve (AUCgoc) = 0.99) [56]. Similar
findings were reported for patients with PSP (AUC = 1.0) and patients
with non-AD neurodegenerative diseases (AUC = 0.95) [46,45]. Indi-
vidual cases with ante-mortem [18F]Florzolotau PET to autopsy were
published for PSP [57], Pick's disease [58], and CBD/PSP [52,59].

[18F]GTP1: [18F]Genentec tau probe 1 ([18F]GTP1) is a second-
generation tau PET radiotracer developed by Genentec. The molecule
is the deuterated form of the T808 chemical backbone [23]. In vitro
binding affinity of ['®FIGTP1 to 3/4R tau is high (Kd 10.8 + 1.1 nM)
with negligible affinity to MAO-B or f-amyloid [23]. Typically, 30 min
PET scans are acquired 60 min p.i. after administration of 250 MBq of
this radiotracer. First-in-human ['®F]GTP1 PET data in patients with AD
and healthy controls showed relevant retention in AD in cortical regions
consistent with 3R/4R tau deposition [23]. For quantification, the
cerebellar grey matter was employed as reference region [60]. It was
also demonstrated that standardized uptake value ratios (SUVRs) ob-
tained during the above static time-window correlate with quantitative
retention parameters as obtained by kinetic modeling [60]. Test-retest
variability of SUVRs in the 60-90 min p.i. window was 3.7% [23]. In
Phase II studies in subjects of the AD spectrum, cognitive impairment
was correlated with [IBF]GTPI retention, and greater baseline [lsF]
GTP1 PET signals were associated with faster rates of subsequent
cognitive decline [60-62]. Head-to-head in vivo PET vs. post mortem
histopathology comparisons are not yet published for this radiotracer.
There is, however, a head-to-head radiotracer comparison study
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available indicating that [\®F]GTP1 exhibits similar uptake patterns to
other tau PET radiotracers (['®F]PI-2620 and ['®F]IMK-6240) in AD
patients [63]. Tau PET imaging using ['8FIGTP1 is being incorporated
into several therapeutic trials.

[*8F]MK-6240: ['®F]MK-6240 (also known as [18F]Florquinitau) isa
second-generation PET radiotracer developed by Merck and now owned
by Lantheus. The [8FIMK-6240 binding pocket is found within tau fi-
brils and seeds [64]. Typically, 180 - 250 MBq of this radiotracer is
administered, and PET scans are acquired for 20 minutes for this
radiotracer. Initially, 70-90 min p.i. has been proposed, a time-window
in which the SUVRs correlate with kinetic modeling-based radiotracer
retention readouts [65,66]. It was observed that this radiotracer reached
equilibrium at 60 min p.i. in low-binding regions, whereas medium- and
high-binding regions required approximately 90 minutes to reach
equilibrium, prompting the recommendation of a 90-110 p.i. window to
ensure accurate quantification [67]. Most [ISF]MK-624O studies used
the cerebellar grey matter as reference region for quantification [66,24,
68,69]. A test-retest study employing low (165 MBq) and high (300
MBq) radiotracer activities did not find significant SUVR differences
[69]. Short-term and long-term test-retest variability of SUVRs as ob-
tained by [18F]MK—6240 was reported as 6% [69] and 3% [70]. With
regard to off-target binding of this radiotracer, the ethmoid, straight and
transverse sinus, clivus, sphenotemporal buttress, pineal gland, sub-
stantia nigra, superior anterior vermis, superior cerebellum, and espe-
cially the meninges are reported [65]. For this radiotracer, so far, two
cases of in vivo PET imaging vs. post mortem histopathology compari-
sons have been published demonstrating a strong correlation between
the PET findings and AT8 immunostaining for tau aggregates [71].
However, [ FIMK-6240 post-mortem validation data are limited.

[*8F]PI-2620: ['®F]PI-2620 is a second-generation tau PET radio-
tracer which is currently developed by Life Molecular Imaging, now a
Lantheus company, to gain approval for imaging both 3R/4R-tau in AD
and 4R tau in PSP and other tauopathies. Typically, 185 MBq of this
radiotracer are administered to the patient. First-in-human data in AD
showed that after 40 min p.i., SUVRs reach an apparent steady state, and
that respective static SUVRs correlate with kinetic modeling data on
radiotracer binding [72]. Robust imaging windows to capture AD tau
were reported between 30 and 75 min p.i. [73], whereas dynamic im-
aging in 0-60 min or 0-40 min intervals provided highest contrast in
patients with 4R tauopathies [74]. The radiotracer was also reported to
exhibit acceptable radiation exposure, low test-retest variability, and
high effects sizes in the discrimination between patients with AD and
healthy controls [25,75,76]. Apart from imaging AD tau, [18F]PI—2620
indicated potential to image 4R-tau as found in PSP [77] and CBD [78].
Off-target binding of this radiotracer was found to be lower than that of
first-generation radiotracers, especially in the basal ganglia region [79],
which is of particular relevance with regard to detecting 4R-tauopathies
such as PSP, showing tau-aggregation precisely in these regions. Other
off-target sources were reported for hemorrhagic lesions, retinal
pigment epithelium, and neuromelanin-containing neurons of the sub-
stantia nigra [80], as well as leptomenigeal melanocytes [81]. Pre-
liminary evidence was also published pointing to the potential of this
radiotracer to image AD tau aggregates in all six Braak stage brain areas
[82]. Initial longitudinal PET data demonstrated that this radiotracer
has likewise potential to track tauopathy progression in AD over time
[83,84]. [*8F]PI-2620 PET to autopsy correlations were reported for
limited patients with 4R tauopathies [85], whereas a PET to autopsy
trial in AD is ongoing.

['®FIRO-948: ['®F]R0-948 (previously known as RO6958948) is a
second-generation tau PET radiotracer developed by Roche specifically
to image tau pathology in AD [26]. Compared to earlier radiotracers of
this family, ['®FIR0-948 offers improved specificity for aggregated tau
proteins, particularly the paired helical filaments characteristic of AD in
the medial temporal lobe, along with better kinetic properties [33,26,
86]. Imaging with this radiotracer has typically been performed using a
activity of 370 MBq [87,88] and an acquisition window starting at 60-70
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min p.i. and finishing at 90 min p.i., a window in which the SUVRs reach
an equilibrium [89]. Quantitative analysis approaches with [*8F]
R0O-948 typically involve SUVR calculations using the inferior cerebellar
cortex as the reference region. More recently, individualized ROI
methods, tailoring regions based on participant-specific radiotracer
retention patterns, have been introduced, offering improved sensitivity
to longitudinal change and reduced sample size requirements compared
to group-level ROIs [90]. Main regions of off-target binding of this
radiotracer are the basal ganglia, white matter, thalamus, substantia
nigra, choroid plexus, skull and meninges [86,88,91]. [*8F]R0O-948 has
low binding to MAO-B [92]. ['8F]RO-948 has been evaluated in several
research observational studies, including the BioFINDER study [87,93]
and the FACEHBI cohort [88]. These studies have explored its ability to
detect early tau accumulation and to monitor longitudinal changes over
time, demonstrating its value for early diagnosis and tracking disease
progression in AD. To date, [18F] R0O-948 has not been used as an
outcome measure in clinical trials and no ante mortem PET to autopsy
data were published for tauopathy brains.

5.1. Visual image interpretation

The methods for visual image interpretation of tau PET scans are still
in the process of optimization and the stage of this process differs per
radiotracer. Therefore, this procedure recommendation briefly reviews
the current status for the visual interpretation methods for the most
commonly used tau PET radiotracers. Before interpretation of the im-
ages, it is important that the images are critically examined for the
presence of movement or attenuation artifacts. The most important
details for practitioners to visually assess tau PET images are summa-
rized in Table 3, whereas details and relevant literature can be found in
the following chapters on the specific radiotracer. Whereas the visual
image interpretation methods that are assessed for the tau PET radio-
tracers still differ, there are several general items that are of importance
for all:

Color scale: almost all visual read methods that have been proposed
recommend a high-contrast color scale, such as rainbow scale. More
specifically, the FDA/EMA approved method for ['®F]Flortaucipir ad-
vises the selection of a color scale for image display that has a rapid
transition between two distinct colors in the general range of 25% to
60% of maximum intensity (Fig. 2). The rapid transition between colors
enhances the sensitivity for demonstrating increased binding.

Reference region: Several methods propose to normalize the in-
tensity to the cerebellum, either whole cerebellum or cerebellar grey
matter, to enhance the sensitivity. This is recommended for both [18F]
Flortaucipir and [*®F]MK-6240, and this approach has also improved
sensitivity for [1®F]PI-2620. Hence, scaling based on cerebellar activity
as reference should be considered and further assessed for all tau PET
radiotracers.

Staging: Since the distribution of increased binding of tau PET ra-
diotracers is strongly associated with the Braak stages, several studies
propose to add information on staging and binding pattern in the report.
Commonly used categories are ‘no increased binding’, intermediate
binding and high binding to rate the intensity of radiotracer signal.
Furthermore, medial temporal binding, lateral temporal/occipital
binding, and parietal, precuneus binding are used to describe the spatial
extent. In addition, the category non-AD pattern is regularly used to
indicate that increased binding is observed, e.g. in frontal regions, but
that it does not follow the typical AD pattern, suggesting that the
increased binding may not be related to underlying AD tau pathology.
Another suggested category to describe the binding pattern is medial
temporal lobe (MTL)-sparing, in case of typical AD pattern without
increased uptake in the MTL. These staging categories may also be
relevant for clinical trials, as it has been shown that patients with in-
termediate tau load, seem to have more benefit from anti-amyloid
therapy than patients with high tau load [109]. Finally, initiatives to
develop a common visual read method that can be used for the different
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tau PET radiotracers are currently under development. Methods
combining visual assessment with a semi-quantitative measure are not
yet assessed but have the potential to improve diagnostic accuracy.

Differential diagnosis: Most published approaches of standardized
visual reading of tau PET images focused on discrimination between tau-
positive versus tau-negative findings which may not exploit the full
strength of the method with regard to detection of specific patterns (i.e.
differential diagnosis) and interpretation of severity (i.e. signal intensity
and spatial extent). Practitioners need to be aware of typical and atyp-
ical AD patterns of tau PET signals and their distinct expression, as
exemplified in Fig. 3. Furthermore, some of the radiotracers can show
non-AD patterns of radiotracer uptake, such as striatal signals in 4R
tauopathies or fronto-temporal signals in 3R or 4R tau-positive fronto-
temporal dementia when using [*®F]Florzolotau and ['®F]PI-2620
(Fig. 3). Origins of these signals are not fully disentangled and they were
not challenged in clinical trials yet. However, the practitioner needs to
be aware of their occurrence, and close correlation with clinical symp-
tomology is recommended for interpretation. As one example, ['°F]
Flortaucipir in the left anterior temporal lobe is also observed in amyloid
negative patients with semantic dementia [110], but does not appear to
correspond to tau, MAO-B, or TDP-43 [111]. This phenomenon may
limit the radiotracer's utility for differentiating semantic dementia from
the logopenic variant of AD and further studies need to investigate if
second generation radiotracers provide improved discrimination.
Importantly, it has been discussed that the uptake pattern of tau PET
radiotracers may not only differentiate between tau-positive and
tau-negative forms of disease and between different types of tau-positive
forms but also provide evidence on the $-amyloid-status [112,113]. For
this reason, tau PET has also been considered to be helpful to select
patients for amyloid-targeting therapies in the updated Appropriate Use
Criteria. Together with the option to even discriminate different forms of
tau-negative neurodegeneration based on early perfusion-patterns (as
discussed above), tau PET may bear potential for integrated assessment
of amyloid-, tau- and neurodegeneration status, thus serving as a uni-
versal tool for one-stop A/T/N classification. This aspect requires further
investigation.

[ISF]Flortaucipir: [18F]Flortaucipir is currently the only tau PET
radiotracer with a regulatory-approved visual interpretation method,
following FDA approval in 2020 and EMA approval in 2024 (https:
//www.accessdata.fda.gov/drugsatfda_docs/label/2024,/212123s0
311bl.pdf). The standardized read method relies on a binary classifica-
tion: scans are considered positive for AD if they exhibit elevated
radiotracer uptake in the posterolateral temporal, parietal, or occipital
cortices, with or without involvement of the frontal lobes, patterns
consistent with Braak stages IV-VI. Importantly, scans are suggested to
be classified as negative not only if uptake is absent in these neocortical
regions but also if existing uptake is restricted to the medial temporal
lobes, consistent with early-stage tau pathology (Braak I-III) or age-
related changes. Consequently, this reading strategy may result in
classification of some scans as “tau-negative” despite showing measur-
able tau radiotracer retention (potentially reflecting tau-pathology). On
the other hand, this visual interpretation algorithm demonstrates high
inter-rater agreement (Cohen's k¥ > 0.87) and high sensitivity (92-100%)
for detecting Braak Ill-level tau pathology [114,115]. Thus a “positive”
scan is likely reflecting AD-typical tauopathy beyond the very early
stages. Importantly, it has been demonstrated that mesial temporal tau
pathology may in fact predict further cognitive decline particularly in
amyloid-positive subjects [116]. It may therefore be discussed if instead
of reporting scans with isolated mesial/anterior temporal or frontal
radiotracer uptake as “tau-negative”, a different terminology may be
preferable, e.g. “pattern not consistent with AD-typical tauopathy
beyond the very early stages” (or similar). Such interpretation of a
non-AD-typical pattern would also include primary age related tauop-
athy (PART), which however did not translate into elevated mesial
temporal [18F]Flortaucipir signals [117]. Fleisher et al. [118] proposed
an extended classification, further stratifying positive scans into
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Table 3

Overview on clinical trials and features of visual and quantitative image interpretation.

Tau radiotracer

Phase I, II, III studies

Visual read strategy

Off target sources

Test-retest variability [%]

Effect size AD vs. HC (tau meta VOI)

[*®F) Flortaucipir

['8F]Florzolotau

[*8F1GTP1

[*8F]IMK-6240

[*8F]1P1-2620

[*8F]RO-948

Phase I:

NCT01992380

Phase II:

NCT02016560

Phase I1I: NCT02516046
NCT03901092

Phase II: NCT04141150
Phase III: NCT05542953
(study ongoing)

Phase I:

NCT02640092
NCT04394845

Phase II:

NCT02640092

Phase I: NCT02562989
Phase II:

NCT03919669

Phase I:

NCT05187546

Phase II: NCT03903211
Phase III: NCT05641688
(study ongoing)

Not available

FDA/EMA-approved; binary
classification [11]

Not yet formally validated (for
pragmatic approaches see: [53,98,
991

Not formally validated

Four-class visual read approaches
validated [103,104]

Three-class visual read method
validated [107]

Four-class visual read approach
validated [108]

Choroid plexus, basal ganglia, thalamus, brainstem nuclei,
meninges and skull, vascular or hemorrhagic lesions [38,39,41,
94]

Choroid plexus, pituitary gland, putaminal uptake in multiple
system atrophy [100]

Putamen, Pallidum, skull, meninges, choroid plexus

Neuromelanin- and melanin-containing cells

Meninges,

Ethmoid and transverse sinus, Clivus, sphenotemporal buttress,
pineal gland, Substantia nigra,

Superior anterior vermis,

Superior cerebellum [65]

Eyes, putamen and pallidum (Lower magnitude than other
radiotracers and not visually perceptible [105])

Venous sinus, retina, scalp, vermis, substantia nigra, meninges,
leptomeningeal melanocytes, choroid plexus

Meninges, skull [86,88]

2% to 6% [95,96]

Not available

3.7%

~6% for SUVRgg.110 [69]

4.3% (AD, average for SUVR (45-
75min) across cortical regions)
ICC: 0.96 (AD)

[25]

4.6% [89]

Cohen'sd > 2 [97]

Cohen's d: AD vs. Ap- HC: 2.48 (49) AD vs.
HC (Amyloid-status unknown): 1.91 [101]

Cohen's d: 1.59-2.07 [102]

Cohen's d: 1.91 (mean age in AD: 71.2)
[106]

Cohen's d: 3.8 (across all cortical regions
analyzed)
[25]

Cohen's d = 3.1 [87]
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Set UCV of the color scale
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transition)

Fig. 2. Visual interpretation at a glance. ['®F]Flortaucipir PET scans of three study participants are illustrated using the FDA/EMA-approved visual read method
[11]. (A) shows how a region of interest is drawn around the cerebellum in the transverse plane, where the mean cerebellar counts (MCC) are measured. After setting
the upper contrast value of the color scale, using a visual threshold of 1.65 x MCC, the temporal lobes are divided into four quadrants (B, C, D). The images shown in
(A) and (B) are from the same individual, representing an advanced positive scan (B). In subject (C) a moderate positive scan is observed, as increased intensity
reaches into the posterior lateral temporal lobe. Tau PET scan (D) shows a negative scan, as only the mesio temporal lobe shows increased uptake. In (B) and (C) the
positive category is further specified (moderate or advanced positive) adhering to Fleisher et al.

moderate and advanced AD tau patterns based on the topographic spread
of neocortical uptake. Moderate patterns involve radiotracer retention
in the posterolateral temporal or occipital cortex, while advanced pat-
terns show additional involvement of the parietal, precuneus, or frontal
cortices. This refined approach maintains high inter-rater reliability
(Fleiss' k = 0.80) and comparable sensitivity (92.3-100%) in
post-mortem confirmed Braak III-level tau pathology. Additional visual
rating strategies have been proposed to better capture the phenotypic
spectrum of tau pathology. Sonni et al. [119] introduced a combined
visual scoring framework using a global uptake score and a four-pattern
classification: negative, medial temporal, AD-like, and non-AD-like. This
scheme largely overlaps with Fleisher's method and has shown satis-
factory intra- and inter-rater agreement (x > 0.71). Mathoux et al. [120]
reported on a visual read algorithm where readers assign scans a stage
(I-VID) based on anatomical distribution of uptake. This approach has
achieved a close alignment with neuropathological Braak staging while
preserving clinical interpretability and demonstrates good inter-rater
reliability across experience levels (overall x = 0.71). Tunali et al.
[46] proposed a two-step “visual stratification” method. In a first step,
readers classify scans into AD vs non-AD patterns based on Fleisher's
framework. In a second step, they apply a higher uptake threshold (>2.8

times the cerebellar signal) to identify individuals with high tau burden.
This approach achieved high inter-rater agreement (Fleiss' k = 0.89). All
methods apply a high-contrast color scale (typically rainbow and
spectre) and normalize intensity relative to the cerebellum. Areas of
radiotracer retention are defined as voxels exceeding 65% above cere-
bellar reference activity, by estimating mean cerebellar counts or
manually adjusting the color scale (see Fig. 2). To define/detect
“elevated” radiotracer uptake, it is suggested according to the product
information to use a threshold of 1.65 x mean uptake in the cerebellum
and to adjust a multi-color scale so that it shows abrupt transition of
colors at this threshold level (using a predefined formula). By applying
this method, a hard/objective cutoff is defined for qualitative visual
analysis, which must be reached/exceeded in order to obtain a positive
scan. This distinguishes the method in particular from visual methods of
evaluating p-amyloid imaging. Compared to more recent second gen-
eration tau radiotracers such as ['®F]MK-6240 or [18F]PI-2620, [*8F]
Flortaucipir shows greater off-target binding in regions such as the
choroid plexus, which may limit the sensitivity for detecting early
medial temporal uptake.

[*8F]Florzolotau: A visual read strategy for AD that has been
formally validated in a prospective setting (with or without
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Fig. 3. Examples of tau PET patterns in atypical AD and 4R tauopathies. Three axial slices upon MRI or MRI template show radiotracer distribution in exemplary

cases of atypical AD and progressive supranuclear palsy (PSP).

neuropathological data) has not yet been published. There exist prag-
matic approaches that evaluate [*8F]Florzolotau binding in regions ac-
cording to the Braak staging scheme based on SUV images or SUVR
images (scaled to the cerebellar grey matter) using ordinal rating scales
[53,98,99].

['®FIMK-6240: For ['®F] MK-6240, three visual read methods have
been proposed and clinically evaluated for the assessment of AD [103,
104,121], however, currently none are FDA or EMA-approved for
application in clinical practice. In research settings, the method by
Shuping et al. is most commonly used. The methods by Shuping et al.
and Krishnadas et al. are comparable in design and appear applicable in
clinical practice. Both methods define four categories (roughly over-
lapping between the two methods) for the rating of an [\®FIMK-6240
image: negative, MTL-positive, MTL-sparing/minimal MTL uptake and
typical AD. There are slight differences in these categories, e.g. while in
the Shuping method increased intensity in the entorhinal cortex is

considered MTL-positive, this is considered negative in the Krishnadas
method. Both methods reach high inter-rater agreement with Cohen's
kappa's 0.86 and 0.99 resp. Seibyl et al. propose a visual read algorithm,
consisting of a binary read-out, assessments per region and an estima-
tion of spatial extent, for use in clinical trials. All three methods use the
inverted grey scale and intensity range is adjusted relative to the cere-
bellum, to identify areas of radiotracer retention above the activity in
the cerebellar reference region (Shuping et al. additionally describe that
the intensity in the retina should be set high). In these methods
anatomical MRI of CT images were not required. Overall, the visual read
methods for the ['®FIMK-6240 radiotracer are likely more sensitive to
detect AD pathology than the approved visual read method for the
assessment of [18F] Flortaucipir scans as increased activity in the MTL
region can lead to a positive rating using ['*FIMK-6240 visual read
methods. The assessment of radiotracer uptake in the MTL region may
be more reliable with [lsF]MK—624O than with [lsF]Flortaucipir, as
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off-target binding in the choroid plexus is minimal for [**FIMK-6240.

[*8F]PI-2620: While the performance of a visual read method for the
identification of 4R tauopathies using [*8F]PI-2620 has been assessed
[77,1071, efforts for the development of a method specifically aimed at
the diagnosis of AD are still ongoing. Bauer et al. demonstrated though
that there was high sensitivity (>85%) and specificity (100%) and high
inter-rater agreement to distinguish AD from healthy controls with a
method rating the scans as 4R tauopathy, AD tauopathy and non--
tauopathy in a rainbow-like color scale. Intensity scaling to the cere-
bellum by using a threshold of 1.0 x mean uptake in the cerebellum may
improve the sensitivity (particular for the 40-60 min post injection im-
aging window). Neither the radiotracer, nor the algorithm have been
approved by FDA or EMA for clinical use.

['®F]R0948: Until now only one visual read algorithm for detection
of AD related pathology has been published for [®F]JRO948 [108].
Compared to [*®F]Flortaucipir [122] and [‘®F]PI-2620 [123], ['®F]
R0O948 shows a higher off-target binding to the skull/meninges, but also
a lower off-target binding to the choroid plexus. In the visual read
protocol images are assessed using a rainbow color scale with the
reference cerebellar grey matter set at the blue to cyan color shift.
Attenuation correction CT scans or other structural CT or MRI scans can
be used to provide additional anatomical detail and to assess whether
suspected off-target binding localizes to bone/meningeal structures, but
are not required for the algorithm. Radiotracer retention in the medial
temporal lobes/entorhinal cortex, the temporal cortices, and other
neocortical regions are assessed. Scans are assigned into one out of four
categories: a) no discernible [*8FIR0948 retention or non-AD pattern; b)
['8F]IR0948 restricted to the temporal lobes. Unilateral isolated uptake
in the medial temporal lobe is considered enough for a positive scan
(early AD); c) retention of [*8FJR0O948 in the parietal, occipital or frontal
lobes (late AD); or d) inconclusive scan. Inconclusive scans are scans
where the medial temporal lobe signal cannot clearly be attributed to an
early AD pattern or where meningeal/skull off-target signal interferes
with a potential early uptake. These scans constitute approximately
5-7% of scans and have been considered negative in binary AD/non-AD
analyses. The visual read protocol has a high inter-rater reliability with a
weighted Cohen's kappa of 0.87 [confidence interval 0.82-0.93]. The
visual read algorithm has not been validated against neuropathology in
R0948 scans, but validations against quantitative measures of tau and
neuropathology in [‘®F]Flortaucipir scans are underway. The visual
read algorithm shows a very high concordance between ['®FJR0948 and
[*8F] Flortaucipir scans (k = 0.94 [0.86-1.00]). Neither the radiotracer,
nor the algorithm have been approved by FDA or EMA for clinical use.

5.2. Image quantification

Tau PET images are currently quantified using a variety of analytical
approaches, and the optimal method remains a topic of ongoing dis-
cussion, as suitability often depends on the specific research question or
clinical objective [124,125]. Among available metrics, SUVRs are the
most widely used due to their practicality and simplicity. Other metrics,
such as the DVR derived from dynamic PET scans with kinetic modeling,
provide more quantitative estimates of radiotracer binding but require
longer acquisition times and more complex analysis pipelines. In prac-
tice, a static SUVR measurement acquired during the
radiotracer-specific appropriate post injection window yields estimates
closely aligned with DVR, making SUVR the preferred choice in most
settings.

SUVRs quantify regional radiotracer retention by comparing activity
in target regions to a reference region assumed to be largely unaffected
by tau pathology as well as influence from off-target binding. The
inferior cerebellar cortex is the most commonly used for this purpose, as
is the case for ['8F] Flortaucipir and [‘8FIMK-6240 [67,126]. Alternative
reference regions, including white matter regions, have been proposed
[127,128], but these may be more vulnerable to confounding effects
from white matter lesions, spill-over from cortical regions, and
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age-related structural changes, potentially introducing bias [129].
Despite these considerations, SUVRs demonstrate excellent test-retest
reliability, with variability typically below 5%, supporting their
robustness as a quantitative metric [23,69,25,89,95,96]. In addition, tau
PET has proven to be a sensitive marker of tau accumulation over time in
longitudinal studies, with measurable within-subject changes observed
over one to two years in both clinical and preclinical populations [71,
130,131]. This capacity to detect progression reinforces the utility of tau
PET as endpoint in clinical trials, particularly those aiming to evaluate
disease-modifying therapies targeting tau pathology.

SUVR quantification is usually performed in anatomically defined
cortical regions of interest (ROIs), by averaging SUVR within an ROI or a
combination of ROIs (composite ROI). Given its role as the initial site of
tau accumulation in AD, the MTL is a critical area for assessment.
Another widely used example is the temporal meta-ROI [132], which
includes the MTL structures entorhinal cortex, amygdala and para-
hippocampal gyrus, alongside the lateral inferior and middle temporal
and fusiform gyrus, some of these areas are known to accumulate tau in
early to intermediate stages of AD. Larger composites, such as larger
neocortical or whole-cortex averages, are also used to assess global tau
burden [96,133]. Another commonly applied framework is PET-based
Braak staging [12,134], in which average SUVRs are computed within
ROI sets approximating the anatomical boundaries of Braak stages I-VI.
This method attempts to mirror the hierarchical spread of tau pathology
observed in postmortem studies. However, it is important to note that
this should not be equated with neuropathological Braak staging: cur-
rent PET-to-autopsy studies indicate that [®F]Flortaucipir primarily
detect later-stage pathology, particularly corresponding to Braak stages
V-VI, and may lack sensitivity to the earliest phases of disease pro-
gression [11,42-44]. In this context, it needs to be repeated, however,
that the currently suggested reading methods for Flortaucipir (i.e. in-
structions to ignore/read as negative isolated ventral & mesial temporal
or frontal radiotracer uptake) may systematically shift the sensitivity of
the method towards later stages. Second-generation tau PET radio-
tracers still lack robust post-mortem validations.

In recent years, advanced quantification methods have emerged to
complement traditional regional SUVR analyses. While these emerging
approaches show promise and may outperform traditional SUVR metrics
in specific contexts, their clinical utility remains to be fully established
before recommendation of their use can be considered. For example, the
novel algorithm TaulQ has demonstrated increased sensitivity for lon-
gitudinal analyses and improved early detection of tau deposition [135].
Additional approaches include spatial and network-based models that
either capture the propagation of tau along brain networks or identify
data-driven patterns of tau accumulation [136,137]. For example,
spatial extent concurrently assesses tau intensity and tau spatial spread
[138,139]. Another approach based on tau propagation modeling, uses
connectivity-informed frameworks (e.g. diffusion models) to predict
how tau accumulates across connected regions over time [140]. Novel
“fill-state” metrics have also been introduced to quantify the spatial
extent of tau PET signal [141]; a fill-state represents the fraction of
voxels in the brain that exceed a tau uptake threshold, essentially
measuring how tau spreads through expected regions. Further valida-
tion is needed across radiotracers and disease stages, as well as in the
context of clinical trials, before these methods can be considered for
reliable use. For now, static SUVR quantification remains the standard
approach in both research and clinical trials due to its simplicity,
reproducibility, and wide availability.

Partial-volume effect correction (PVC) is an optional post-processing
step used to improve the accuracy of tau PET quantification by ac-
counting for the effects of brain atrophy, spill out, and spill-in from
adjacent structures. Tau PET is often applied in aging and AD pop-
ulations, where significant cortical thinning can lead to underestimation
of radiotracer uptake due to partial volume effects. Tau PET also pre-
sents radiotracer-specific partial volume challenges. For [*8F]Flortau-
cipir, spill-in of nonspecific signal from the choroid plexus can confound
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uptake estimates in adjacent structures like the hippocampus [41,126].
In contrast, second-generation tau radiotracers (e.g., [*8F] MK-6240,
[*®F]PI-2620) are more commonly affected by off-target binding in the
meninges and skull, which can introduce spill-in to nearby cortical re-
gions [105,142]. PVC techniques may help mitigate these effects, but
their effectiveness depends heavily on the chosen algorithm and the
accuracy of anatomical segmentation (which often requires MR imag-
ing) and of the point spread function modelling. Moreover, PVC can
increase variability and its added value in longitudinal tau PET studies
remains uncertain [143]. As a result, the use of PVC remains inconsistent
across studies. SUVR-based quantification—employing carefully
selected reference regions and ROI composites—remains the standard
approach for assessing tau radiotracer uptake, while there is no evidence
that allows recommending the use of PVC in current tau PET practice.

Finally, alongside advances in quantification techniques, novel
harmonization methods have been developed to support the comparison
of tau PET quantitative metrics across different radiotracers—a critical
step toward broader applicability in both clinical and research settings.
Approaches such as CenTauR [133,144] and Unir [145] aim to stan-
dardize SUVR measurements by defining a universal scale for tau burden
that can be applied to predefined regions of interest, such as the
meta-temporal ROI. Unir is additionally designed to harmonize entire
3D tau PET images without the need for pre-established regions. Initial
findings indicate that inter-radiotracer harmonization of SUVR values in
regions of interest and in entire 3D PET images is feasible [144,145],
enabling the pooling and comparison of data across cohorts imaged with
different tau PET radiotracers. However, these harmonization methods
are still under development and require further validation in indepen-
dent datasets. In addition, more work is needed to characterize how
technical factors—such as scanner model, reconstruction algorithms,
and image processing pipelines—may influence the accuracy and reli-
ability of harmonized metrics. Establishing standardized, reproducible
harmonization frameworks will be essential for integrating tau PET data
across multi-center studies and clinical trials, particularly as the use of
second-generation radiotracers continues to expand.

6. Documentation and reporting
6.1. Indications

Patient's name and other identifier (date of birth, name of the
referring physician(s), type and date of examination) and patient's his-
tory including the reason for requesting the study are mandatory parts of
the report.

6.2. Technique

The following items should be noted: name of the imaging radio-
pharmaceutical used, administered activity of radiopharmaceutical,
time between injection of radiopharmaceutical and start of scan, and the
imaging technology used (PET, PET/CT, or PET/MRI). When necessary,
any issues that may have affected scan quality should be described, e.g.
motion artifacts, difficulty with radiopharmaceutical injection (partic-
ularly infiltration). Details on equipment specification, quality control,
radiation safety, infection control, and patient education concerns are
provided in the Supplement.

6.3. Findings

e Report on different areas that show increased radiotracer retention.
This includes MTL, lateral temporal lobe, parietal/occipital/frontal
lobes, motor cortex

e Indicate low, intermediate, or high signal increase

e Consider non-AD tauopathy binding patterns with different predi-
lection sites compared to AD topology (e.g. striatal radiotracer up-
take in 4R tauopathies for [*®F]Florzolotau and ['F]PI-2620)
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e Consider non-specific uptake in regions with hemorrhage, post-
ischemia or severe neurodegeneration (e.g. posterior putamen in
MSA)

o Indicate if high off-target is present in structures adjacent to the brain

e Describe any anatomical abnormalities detected on the accompa-
nying CT or MRI

6.4. Impression

Interpretation and conclusion

Positive or negative scan

Consistent or inconsistent with AD tau pathology beyond the very
early stages. Consider reporting of “possible early tauopathy” when
elevated signals are restricted to mesio temporal lobes

Consistent or inconsistent with clinical severity and patterns of
neurodegeneration (if available)

Describe the pattern of AD or non-AD pathology. Reporting on sub-
types of regional tau PET spread patterns, such as posterior cortical
atrophy, primary progressive aphasia, corticobasal syndrome, or
frontal predominant could be considered (examples are provided in
Fig. 3). In this regard, consider that clinically overlapping syndromes
and similar tau PET pattern topology can relate to distinct molecular
tauopathies [78,146,147].
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This guideline summarises the views of the EANM Neuroimaging
Committee and the SNMMI. It reflects recommendations for which the
EANM cannot be held responsible. The recommendations should be
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