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Abstract
The formation of neurofibrillary tangles is believed to contribute to the neurodegeneration

observed in Alzheimer’s disease (AD). Postmortem studies have shown strong associa-

tions between the neurofibrillary pathology and both neuronal loss and the severity of cogni-

tive impairment. However, the temporal changes in the neurofibrillary pathology and its

association with the progression of the disease are not well understood. Tau positron emis-

sion tomography (PET) imaging is expected to be useful for the longitudinal assessment of

neurofibrillary pathology in the living brain. Here, we performed a longitudinal PET study

using the tau-selective PET tracer [18F]THK-5117 in patients with AD and in healthy control

subjects. Annual changes in [18F]THK-5117 binding were significantly elevated in the mid-

dle and inferior temporal gyri and in the fusiform gyrus of patients with AD. Compared to

patients with mild AD, patients with moderate AD showed greater changes in the tau load

that were more widely distributed across the cortical regions. Furthermore, a significant cor-

relation was observed between the annual changes in cognitive decline and regional [18F]

THK-5117 binding. These results suggest that the cognitive decline observed in patients

with AD is attributable to the progression of neurofibrillary pathology. Longitudinal assess-

ment of tau pathology will contribute to the assessment of disease progression and treat-

ment efficacy.
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Introduction
The increasing age of the population is leading to an increase in the prevalence of dementia.
According to the 2009 World Alzheimer report, an estimated 35.6 million people were living
with dementia at a total cost of more than US$600 billion in 2009. Alzheimer’s disease (AD),
the most common cause of dementia, is neuropathologically defined by two characteristic pro-
tein deposits in the brain: senile plaques and neurofibrillary tangles (NFTs) [1]. Senile plaques
are composed of extracellular aggregates of amyloid-β (Aβ) protein, while NFTs are composed
of twisted filaments, termed paired helical filaments, of hyperphosphorylated tau protein [2].
Post-mortem studies have reported that NFT lesions initially appear in the transentorhinal cor-
tex, and then extend to the hippocampus, temporal cortex, and other neocortical areas over
time [1]. According to the amyloid cascade hypothesis [3], the accumulation of Aβ is a primary
feature of AD, which is followed by the accumulation of NFTs and eventually neuronal death.
Thus, both Aβ and tau are excellent targets for developing treatments for AD.

Many candidates for anti-amyloid and anti-tau drugs have been developed to reduce the
amount of Aβ and tau in the brain [4,5]. However, to promote the development of innovative
drugs that target the Aβ and tau proteins, we first need to establish a method of evaluating the
amounts of these proteins in the brain to serve as outcome measures in clinical trials of dis-
ease-modifying agents. Information on the Aβ and tau loads will also help to predict future
cognitive decline in non-demented individuals. Preclinical amyloid pathology has been investi-
gated using cerebrospinal fluid and amyloid positron emission tomography (PET) [6,7]. As for
the tau protein, tau and phosphorylated-tau levels in the cerebrospinal fluid have been used as
biomarkers of neurodegeneration in patients with AD [8,9]. Recently, several compounds that
can act as tau-selective PET tracers have become available and are being tested in living subjects
[10–16]. Post-mortem studies have shown that NFTs are highly associated with neuronal loss
and the severity of cognitive decline [17,18], while senile plaques appear at the presymptomatic
stage and their levels stabilize relatively early in the disease process [19]. Tau PET imaging is
expected to help measure the pathologic time course of NFT formation in the human brain,
and thus may aid in disease staging, drug development, and in measuring treatment outcomes
as a surrogate marker [20].

Previously, we developed 18F-labeled arylquinoline derivatives, including [18F]THK-5117,
as tau-selective PET tracers and succeeded in visualizing NFT pathology [10,12,15]. Although
these cross-sectional studies elucidated the differences in the spatial distribution of NFTs
between patients with AD and healthy controls (HCs), no reports exist on the longitudinal
changes in the spatial distribution of tau deposition in the human brain. Here, we performed a
longitudinal PET study using a novel tau-selective PET tracer, [18F]THK-5117, in order to
investigate the sequential changes in the spatial distribution of tau and its association with cog-
nitive decline in patients with AD.

Materials and Methods

Participants
A total of 10 participants, including five patients with AD and five age-matched HCs, partici-
pated in the longitudinal studies. The studies consisted of serial cognitive assessments, MR
imaging (MRI), and [18F]THK-5117 PET scans. Diagnosis of probable AD was based on the
criteria outlined by the National Institute of Neurological and Communicative Disorders and
Stroke and the Alzheimer’s disease Related Disorders Association. All of the patients with AD
had amyloid deposition on their PiB-PET scans at baseline. The HCs were asymptomatic, cog-
nitively normal volunteers who did not have any observable cerebrovascular lesions on their
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MRI scans or any amyloid deposition on their PiB-PET scans at baseline. All participants were
screened for their medical history and cognitive performance by neurologists and a neuropsy-
chiatrist. The MMSE and ADAS-cog were used to assess the global cognitive performance of
the participants. Participants were followed for 1.3 ± 0.2 years (range: 1.2–1.5 years) and then
re-examined. These examinations were performed under the regulations of the Ethics Commit-
tee of Tohoku University Hospital (approval number: 2013-2-52). After providing the partici-
pants with a complete description of the study, written informed consent was obtained from
each participant or their guardians.

Radiosynthesis for the clinical PET study
[18F]THK-5117 and [11C]PiB were prepared in the Cyclotron and Radioisotope Center at
Tohoku University. [18F]THK-5117 was synthesized by nucleophilic substitution of the tosy-
late precursor, (2-(4-methylaminophenyl)-6-[[2-(tetrahydro-2H-pyran-2-yloxy)-3-tosyloxy]
propoxy] quinoline, as described previously. Injectable solutions of [18F]THK-5117 were pre-
pared with a radiochemical purity of>95% and a specific activity of 357 ± 270 GBq/μmol.
[11C]PiB was synthesized through a loop method using 11C-methyl triflate, as reported previ-
ously[15].

PET and MRI
PET imaging was performed using an Eminence STARGATE scanner (Shimadzu, Kyoto,
Japan). After injecting 185 MBq of [18F]THK-5117 or 296 MBq of [11C]PiB, dynamic PET
images were obtained for 90 min or 70 min, respectively. MR scans were performed in all sub-
jects. T1-weighted and T2-weighted MR images were obtained using a SIGNA 1.5-Tesla
machine (General Electric, Milwaukee, WI). [18F]THK-5117 PET images from 60 to 80 min
post-injection were used for the following analysis.

Image analysis
The PNEUROmodule in the PMOD software (version 3.6; PMOD Technologies, Zurich, Swit-
zerland) was used to place and evaluate the volumes of interest (VOIs). The T1-weighted MR
images acquired from each subject were initially segmented into gray matter, white matter, and
cerebrospinal fluid; gray matter probability maps were calculated. The PET images were
matched rigidly to the MR images. The MR images were spatially normalized to the Montreal
Neurological Institute T1 template. VOIs were automatically outlined on the normalized MR
images according to the Hammers maximum probability atlas, which is implemented in the
PMOD software. VOIs were defined in the following regions: hippocampus, parahippocampal
gyrus, fusiform gyrus, middle and inferior temporal gyri, superior parietal cortex, lateral occipi-
tal cortex, and cerebellar cortex. The cerebellar gray matter was used as a reference region. The
ratio of the regional SUV to the cerebellar cortex SUV (SUVR) was used as an index of tracer
retention.

Statistical analysis
Mann-Whitney U tests were applied to identify group differences in the clinical variables.
Group differences in annual rate of change in regional [18F]THK-5117 retention ratio were
evaluated by analysis of variance (ANOVA) followed by the Bonferroni’s multiple comparison
test. Spearman’s rank correlation coefficients were calculated to access the relationship between
the annual changes in the ADAS-cog scores and the [18F]THK-5117 SUVR. The results of each
analysis were considered significant if p< 0.05. The data are presented as the mean ± the
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standard deviation. All statistical analyses were performed using GraphPad Prism software
(GraphPad, San Diego, CA).

Results
The demographic characteristics of the cohort are shown in Table 1. The two groups did not
differ with respect to age, sex, or education between baseline and follow-up. Significant differ-
ences between HCs and patients with AD were observed for the Mini Mental State Examina-
tion (MMSE) scores and Alzheimer’s Disease Assessment Scale-cognitive subscale (ADAS-
cog) scores at baseline. Cognitive testing showed a non-significant decrease in the MMSE
score, but a significant deterioration in the ADAS-cog score at follow-up compared to at base-
line in the AD group. It should be noted that all of the patients with AD were being treated
with a cholinesterase inhibitor during the follow-up period.

Representative [18F]THK-5117 PET images at baseline and follow-up are shown in Fig 1.
[18F]THK-5117 retention in the anterior and inferior temporal regions is evident in the patient
with AD (87-year-old man, MMSE score: 25) at baseline, while it is not evident in the HC par-
ticipant (78-year-old man, MMSE score: 30) at baseline. After one year of follow-up, the
patient with AD showed increased tracer uptake in the temporal cortex, while no remarkable
changes were observed in the HC participant. The annual change in the [18F]THK-5117 reten-
tion in the HC and AD groups are shown in Table 2 and Fig 2. The annual percent change in
the [18F]THK-5117 standardized uptake value ratio (SUVR) in HCs was within 2%. However,
patients with AD showed significantly greater annual changes in [18F]THK-5117 retention, in
the middle and inferior temporal gyri (4.98 ± 3.92%) and in the fusiform gyrus (5.19 ± 2.01%).
Patients with moderate AD showed greater SUVR changes in the lateral temporal area than did
patients with mild AD (Fig 2).

The relationship between the ADAS-cog score and the [18F]THK-5117 SUVR in the middle
and inferior temporal gyri is shown in Fig 3A. HCs showed no remarkable changes in their
ADAS-cog scores or in the [18F]THK-5117 SUVR. In contrast, the three patients with moder-
ate AD showed increased [18F]THK-5117 retention compared to HCs and the two patients
with mild AD. Correlation analyses were performed to investigate the relationship between the
annual changes in cognition and the brain tau load. The results indicated that the annual
change in the ADAS-cog score was significantly correlated with the annual change in the [18F]
THK-5117 SUVR in the middle and inferior temporal gyri (r = 0.72; p = 0.019) (Fig 3B). Signif-
icant correlations were also observed in the fusiform gyrus (r = 0.84; p = 0.002), parahippocam-
pal and ambient gyri (r = 0.67; p = 0.033), superior temporal gyrus (r = 0.72; p = 0.019),
posterior temporal lobe (r = 0.89; p = 0.001), superior parietal gyrus (r = 0.64; p = 0.048), infer-
iolateral remainder of the parietal lobe (r = 0.86; p = 0.048), and lateral remainder of the occipi-
tal lobe (r = 0.87; p = 0.001).

Discussion
To our knowledge, this is the first report to demonstrate longitudinal changes in the tau pathol-
ogy in patients with AD. The major findings from this study are as follows: (1) patients with
AD showed greater changes in [18F]THK-5117 retention in the temporal lobe than did HCs;
(2) the spatial pattern of [18F]THK-5117 accumulation was consistent with the postmortem
observation of tau pathology in the different stages of AD; and (3) the rate of [18F]THK-5117
accumulation correlated well with the rate of cognitive decline in patients with AD. These find-
ings suggest that tau PET is a useful technique for investigating the dynamic tau deposition
process and its association with cognitive function and neurodegeneration in patients with AD.
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In patients with AD, annual changes in [18F]THK-5117 accumulation were prominent in
the middle and inferior temporal gyri and fusiform gyrus. Post-mortem studies have shown
that NFTs initially appear in the transentorhinal area, and then spread to the hippocampus,
temporal cortex, and other cortical areas [1,21]. The current PET data suggest that the tau
pathology actively spreads from the medial to the lateral temporal cortex during the mild to
moderate stages of AD. As shown in Fig 2, the patient with moderate AD showed tau deposi-
tion sites that were more widely distributed compared to the patient with mild AD. Consider-
ing that the tau pathology is postulated to propagate in a prion-like fashion, the active site of
tau deposition may relocate during the course of the disease. In contrast to the increases

Table 1. Demographic and clinical characteristics of the healthy controls and patients with Alzheimer’s disease. HC = healthy control;
AD = Alzheimer’s disease; SD = standard deviation; MMSE =Mini-Mental State Examination; ADAS = Alzheimer’s Disease Assessment Scale-cognitive sub-
scale; ChE = cholinesterase inhibitor.

Characterisic Healthy control (n = 5) Alzheimer's disease (n = 5)

Age at baseline (years), mean±SD 71.6 ± 4.2 80.4 ± 13.1

Gender (M/F), n 4/1 2/3

Years of education, mean±SD 15.2 ± 1.8 12.6 ± 1.9

MMSE at baseline 28.8 ± 1.8 21.2 ± 2.6

MMSE at follow-up 29.0 ± 1.7 20.4 ± 3.4

ADAS at baseline 5.1 ± 2.2 19.0 ± 5.1

ADAS at follow-up 4.2 ± 1.5 21.4 ± 5.9

Between PET exams (day) 519.4 ± 45.0 426.4 ± 1.8

Treatment at baseline none 5 on ChEI

?p<0.05 by Mann-Whitney test

doi:10.1371/journal.pone.0140311.t001

Fig 1. [18F]THK-5117 PET images acquired at baseline and follow-up from a HC (left; 78-year-old man,
MMSE score of 30 at baseline) and a patient with AD (right; 87-year-old man, MMSE score of 25 at
baseline). [18F]THK-5117 retention in the anterior and inferior temporal areas is evident in the patient with
AD, while it is not in the HC at baseline. In the follow-up images, the [18F]THK-5117 distribution is increased
toward the posterior temporal region and the retention is higher compared to in the baseline images in the
patient with AD. On the other hand, no remarkable change in tracer uptake is observed in the HC images at
follow-up compared to in the images at baseline.

doi:10.1371/journal.pone.0140311.g001
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observed in the fusiform gyrus and lateral temporal cortex, the increase in [18F]THK-5117
binding in the hippocampus was modest even in patients with AD (Table 2), suggesting that
the tau pathology in the hippocampus reaches a plateau in an earlier stage of AD compared to
the pathology in the neocortex. However, it is also possible that brain atrophy in patients with
AD may have led to an underestimation of hippocampal [18F]THK-5117 binding [22–24]. In
future longitudinal analyses of tau PET data, partial volume correction might help to detect
small tracer uptake changes in this area.

It has been reported that the annual change in Aβ deposition in the brains of patients with
AD is about 3% per year, which is lower than the [18F]THK-5117 binding level we observed in

Table 2. Annual rate of change in regional [18F]THK-5117 retention ratio for healthy controls and patients with Alzheimer’s disease.

% annual change of [18F]THK-5117 SUVR

Region, mean±SD Healthy control Alzheimer’s disease

Hippocampus -0.10 ± 1.95 2.55 ± 4.46

Parahippocampal gyrus 1.23 ± 0.82 3.93 ± 3.18

Middle and inferior temporal gyrus 0.44 ± 0.65 4.98 ± 3.92†

Fusiform gyrus 0.85 ± 1.75 5.19 ± 2.01†

Superior parietal gyrus -1.77 ± 1.09 0.91 ± 2.97

Lateral occipital gyrus -1.09 ± 1.11 3.02 ± 1.97

†p<0.05 by analysis of variance followed by the Bonferroni’s multiple comparison test.

doi:10.1371/journal.pone.0140311.t002

Fig 2. Regional differences in the [18F]THK-5117 SUVR annual change in HCs (A) and patients with AD
(B). Patients with AD showed greater annual change in the middle and inferior temporal gyri (4.98 ± 3.92%)
and in the fusiform gyrus (5.19 ± 2.01%) than did HCs. Compared to the patient with mild AD (57-year-old
male, MMSE score of 22 and ADAS-cog score of 12.7 at baseline) (C), the patient with moderate AD
(86-year-old female, MMSE score of 18 and ADAS-cog score of 25.3 at baseline) showed greater annual
change in the parahippocampal gyrus (7.16%), fusiform gyrus (5.17%), and middle and inferior temporal gyri
(8.60%).

doi:10.1371/journal.pone.0140311.g002
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the present study. Aβ deposition reaches equilibrium or plateaus in the very early stage of AD
[25–27], suggesting that amyloid PET might not be the best tool for identifying the stage of dis-
ease severity in patients with AD. Considering the greater annual changes in tau and the stron-
ger association between the tau load and cognition compared to Aβ, tau PET imaging is
perhaps more suitable as an indicator of disease progression, even in the advanced stage of AD.

Furthermore, tau pathology progression, as reflected by [18F]THK-5117 binding, was signif-
icantly associated with cognitive decline in patients with AD (Fig 3b). This result is consistent
with previous observations showing that NFTs are highly associated with neuronal loss and
with the clinical severity of dementia [17,18], and suggests that the progression of tau pathol-
ogy is a strong determinant of cognitive decline. To verify the consistency between the [18F]
THK-5117 distribution, neuronal degeneration, and cognitive decline [22–24], the current tau
PET findings should be compared with volumetric magnetic resonance (MR) and 2-[18F]
fluoro-2-deoxy-D-glucose PET data in the future.

One of the limitations of this study is the small sample size, as only five patients with AD
and five HCs were included. Furthermore, the disease stages were restricted to the mild and
moderate stages of AD. In the future, longitudinal analysis should be performed with patients
in various stages of AD including mild cognitive impairment. In addition, more non-demented
elderly people should be examined longitudinally, because tau pathology in the medial tempo-
ral cortex is age-related [28–30]. Individuals with subjective cognitive decline are considered to
have a high risk of future cognitive decline and conversion to dementia [31,32]. Tau PET has
the potential to predict the prognosis of these populations. Longitudinal studies in preclinical
patients with AD will further elucidate the potential interaction between Aβ and tau during the
course of AD. Therapeutic interventions that utilize disease-modifying drugs would be more
effective if these drugs could be administered before the occurrence of irreversible neuronal
damage. To facilitate therapeutic trials targeting the Aβ and tau proteins, it is important to
detect the underlying pathological process as early as possible [33]. In the present study, [18F]

Fig 3. The relationship between the ADAS-cog score and [18F]THK-5117 SUVR. (A) Individual changes
in the ADAS-cog score and the [18F]THK-5117 SUVR in the middle and inferior temporal gyri. Patients with
AD (solid line) demonstrate increases in both the ADAS-cog score and [18F]THK-5117 SUVR, while HCs
(broken line) show no change. Patients with moderate and severe AD show greater [18F]THK-5117 retention
than do patients with mild AD. (B) Correlation between the annual change in the ADAS-cog score and the
annual rate of change in [18F]THK-5117 SUVR in the middle and inferior temporal gyri. Filled circles represent
the patients with AD and open circles represent the HCs. A significant positive correlation was observed for
AD cases (r = 0.900; p = 0.037).

doi:10.1371/journal.pone.0140311.g003
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THK-5117 was successfully used to visualize the pathologic time course of NFT formation in
the human brain. Combinatorial and longitudinal use of amyloid and tau PET imaging has the
potential to elucidate the pathophysiology of AD and accelerate the development of disease-
modifying drugs in the near future.

Author Contributions
Conceived and designed the experiments: NO KF KY YK HA. Performed the experiments: AI
NO KF SF RH NT KH SW YI TT YF RI MT. Analyzed the data: AI NO SW. Contributed
reagents/materials/analysis tools: SF RI YK. Wrote the paper: AI NO KF.

References
1. Braak H, Braak E. Neuropathological stageing of Alzheimer-related changes. Acta Neuropathol. 1991

Sep; 82(4):239–259. PMID: 1759558

2. Hyman BT, Phelps CH, Beach TG, Bigio EH, Cairns NJ, Carrillo MC, et al. National Institute on Aging-
Alzheimer’s Association guidelines for the neuropathologic assessment of Alzheimer's disease. Alzhei-
mers Dement. 2012 Jan; 8(1):1–13. doi: 10.1016/j.jalz.2011.10.007 PMID: 22265587

3. Hardy J, Selkoe DJ. The amyloid hypothesis of Alzheimer’s disease: progress and problems on the
road to therapeutics. Science. 2002 Jul 19; 297(5580):353–356. PMID: 12130773

4. Barage SH, Sonawane KD. Amyloid cascade hypothesis: Pathogenesis and therapeutic strategies in
Alzheimer’s disease. Neuropeptides. 2015 Aug; 52:1–18. doi: 10.1016/j.npep.2015.06.008 PMID:
26149638

5. Citron M. Alzheimer’s disease: strategies for disease modification. Nat Rev Drug Discov. Nature Pub-
lishing Group; 2010 May; 9(5):387–398.

6. KlunkWE, Engler H, Nordberg A, Wang Y, Blomqvist G, Holt DP, et al. Imaging brain amyloid in Alzhei-
mer’s disease with Pittsburgh Compound-B. Ann Neurol. 2004 Mar; 55(3):306–319. PMID: 14991808

7. Rowe CC, Villemagne VL. Amyloid imaging with PET in early Alzheimer disease diagnosis. Med Clin
North Am. 2013 May; 97(3):377–398. doi: 10.1016/j.mcna.2012.12.017 PMID: 23642577

8. Arai H, Terajima M, Miura M, Higuchi S, Muramatsu T, Machida N, et al. Tau in cerebrospinal fluid: a
potential diagnostic marker in Alzheimer’s disease. Ann Neurol. 1995 Oct; 38(4):649–652. PMID:
7574462

9. Itoh N, Arai H, Urakami K, Ishiguro K, Ohno H, Hampel H, et al. Large-scale, multicenter study of cere-
brospinal fluid tau protein phosphorylated at serine 199 for the antemortem diagnosis of Alzheimer’s
disease. Ann Neurol. 2001 Aug; 50(2):150–156. PMID: 11506396

10. Harada R, Okamura N, Furumoto S, Tago T, Maruyama M, Higuchi M, et al. Comparison of the binding
characteristics of [18F]THK-523 and other amyloid imaging tracers to Alzheimer’s disease pathology.
Eur J Nucl Med Mol Imaging. 2013 Jan; 40(1):125–132. doi: 10.1007/s00259-012-2261-2 PMID:
23100049

11. Maruyama M, Shimada H, Suhara T, Shinotoh H, Ji B, Maeda J, et al. Imaging of tau pathology in a
tauopathy mouse model and in Alzheimer patients compared to normal controls. Neuron. 2013 Sep 18;
79(6):1094–1108. doi: 10.1016/j.neuron.2013.07.037 PMID: 24050400

12. Okamura N, Furumoto S, Harada R, Tago T, Yoshikawa T, Fodero-Tavoletti M, et al. Novel 18F-labeled
arylquinoline derivatives for noninvasive imaging of tau pathology in Alzheimer disease. J Nucl Med.
2013 Aug 1; 54(8):1420–1427. doi: 10.2967/jnumed.112.117341 PMID: 23857514

13. Xia C-F, Arteaga J, Chen G, Gangadharmath U, Gomez LF, Kasi D, et al. [(18)F]T807, a novel tau posi-
tron emission tomography imaging agent for Alzheimer’s disease. Alzheimers Dement. 2013 Nov; 9
(6):666–676. doi: 10.1016/j.jalz.2012.11.008 PMID: 23411393

14. Chien DT, Szardenings AK, Bahri S, Walsh JC, Mu F, Xia C, et al. Early clinical PET imaging results
with the novel PHF-tau radioligand [F18]-T808. J Alzheimers Dis. 2014 Jan; 38(1):171–184. doi: 10.
3233/JAD-130098 PMID: 23948934

15. Harada R, Okamura N, Furumoto S, Furukawa K, Ishiki A, Tomita N, et al. [(18)F]THK-5117 PET for
assessing neurofibrillary pathology in Alzheimer’s disease. Eur J Nucl Med Mol Imaging. 2015 Jun; 42
(7):1052–1061. doi: 10.1007/s00259-015-3035-4 PMID: 25792456

16. Chien DT, Bahri S, Szardenings AK, Walsh JC, Mu F, Su M-Y, et al. Early clinical PET imaging results
with the novel PHF-tau radioligand [F-18]-T807. J Alzheimers Dis. 2013 Jan; 34(2):457–468. doi: 10.
3233/JAD-122059 PMID: 23234879

Longitudinal Tau PET Study in Patients with AD

PLOSONE | DOI:10.1371/journal.pone.0140311 October 13, 2015 8 / 9

http://www.ncbi.nlm.nih.gov/pubmed/1759558
http://dx.doi.org/10.1016/j.jalz.2011.10.007
http://www.ncbi.nlm.nih.gov/pubmed/22265587
http://www.ncbi.nlm.nih.gov/pubmed/12130773
http://dx.doi.org/10.1016/j.npep.2015.06.008
http://www.ncbi.nlm.nih.gov/pubmed/26149638
http://www.ncbi.nlm.nih.gov/pubmed/14991808
http://dx.doi.org/10.1016/j.mcna.2012.12.017
http://www.ncbi.nlm.nih.gov/pubmed/23642577
http://www.ncbi.nlm.nih.gov/pubmed/7574462
http://www.ncbi.nlm.nih.gov/pubmed/11506396
http://dx.doi.org/10.1007/s00259-012-2261-2
http://www.ncbi.nlm.nih.gov/pubmed/23100049
http://dx.doi.org/10.1016/j.neuron.2013.07.037
http://www.ncbi.nlm.nih.gov/pubmed/24050400
http://dx.doi.org/10.2967/jnumed.112.117341
http://www.ncbi.nlm.nih.gov/pubmed/23857514
http://dx.doi.org/10.1016/j.jalz.2012.11.008
http://www.ncbi.nlm.nih.gov/pubmed/23411393
http://dx.doi.org/10.3233/JAD-130098
http://dx.doi.org/10.3233/JAD-130098
http://www.ncbi.nlm.nih.gov/pubmed/23948934
http://dx.doi.org/10.1007/s00259-015-3035-4
http://www.ncbi.nlm.nih.gov/pubmed/25792456
http://dx.doi.org/10.3233/JAD-122059
http://dx.doi.org/10.3233/JAD-122059
http://www.ncbi.nlm.nih.gov/pubmed/23234879


17. Arriagada P V, Growdon JH, Hedley-Whyte ET, Hyman BT. Neurofibrillary tangles but not senile pla-
ques parallel duration and severity of Alzheimer’s disease. Neurology. 1992 Mar; 42(3 Pt 1):631–639.
PMID: 1549228

18. Nelson PT, Alafuzoff I, Bigio EH, Bouras C, Braak H, Cairns NJ, et al. Correlation of Alzheimer disease
neuropathologic changes with cognitive status: a review of the literature. J Neuropathol Exp Neurol.
2012 May; 71(5):362–381. PMID: 22487856

19. Hyman BT, Marzloff K, Arriagada P V. The lack of accumulation of senile plaques or amyloid burden in
Alzheimer’s disease suggests a dynamic balance between amyloid deposition and resolution. J Neuro-
pathol Exp Neurol. 1993 Nov; 52(6):594–600. PMID: 8229078

20. Nordberg A, Rinne JO, Kadir A, Långström B. The use of PET in Alzheimer disease. Nat Rev Neurol.
Nature Publishing Group; 2010 Feb; 6(2):78–87.

21. Delacourte A, David JP, Sergeant N, Buée L, Wattez A, Vermersch P, et al. The biochemical pathway
of neurofibrillary degeneration in aging and Alzheimer’s disease. Neurology. 1999 Apr 12; 52(6):1158–
1165. PMID: 10214737

22. Jobst KA, Smith AD, Szatmari M, Esiri MM, Jaskowski A, Hindley N, et al. Rapidly progressing atrophy
of medial temporal lobe in Alzheimer’s disease. Lancet. 1994 Apr; 343(8901):829–830. PMID: 7908080

23. Jack CR, Petersen RC, Xu Y, O’Brien PC, Smith GE, Ivnik RJ, et al. Rate of medial temporal lobe atro-
phy in typical aging and Alzheimer’s disease. Neurology. 1998 Oct; 51(4):993–999. PMID: 9781519

24. Hyman BT, Van Hoesen GW, Damasio AR, Barnes CL. Alzheimer’s disease: cell-specific pathology
isolates the hippocampal formation. Science. 1984 Sep 14; 225(4667):1168–1170. PMID: 6474172

25. Engler H, Forsberg A, Almkvist O, Blomquist G, Larsson E, Savitcheva I, et al. Two-year follow-up of
amyloid deposition in patients with Alzheimer’s disease. Brain. 2006 Nov 1; 129(Pt 11):2856–2866.
PMID: 16854944

26. Jack CR, Wiste HJ, Vemuri P, Weigand SD, SenjemML, Zeng G, et al. Brain beta-amyloid measures
and magnetic resonance imaging atrophy both predict time-to-progression frommild cognitive
impairment to Alzheimer’s disease. Brain. 2010 Nov 1; 133(11):3336–3348. doi: 10.1093/brain/awq277
PMID: 20935035

27. Villemagne VL, Pike KE, Chételat G, Ellis KA, Mulligan RS, Bourgeat P, et al. Longitudinal assessment
of Aβ and cognition in aging and Alzheimer disease. Ann Neurol. 2011 Jan; 69(1):181–192. doi: 10.
1002/ana.22248 PMID: 21280088

28. Morris JC, Price JL. Pathologic correlates of nondemented aging, mild cognitive impairment, and early-
stage Alzheimer’s disease. J Mol Neurosci. 2001 Oct; 17(2):101–118. PMID: 11816784

29. Price JL, Morris JC. Tangles and plaques in nondemented aging and “preclinical” Alzheimer’s disease.
Ann Neurol. 1999 Mar; 45(3):358–368. PMID: 10072051

30. Kuzuhara S, Ihara Y, Toyokura Y, Shimada H. [A semiquantitative study on Alzheimer neurofibrillary
tangles demonstrated immunohistochemically with anti-tau antibodies, in the brains of non-demented
and demented old people]. No To Shinkei. 1989 May; 41(5):465–470. PMID: 2508732

31. Sun Y, Yang F-C, Lin C-P, Han Y. Biochemical and Neuroimaging Studies in Subjective Cognitive
Decline: Progress and Perspectives. CNS Neurosci Ther. 2015 Apr 13. doi: 10.1111/cns.12395

32. Mendonça MD, Alves L, Bugalho P. From Subjective Cognitive Complaints to Dementia: Who Is at
Risk?: A Systematic Review. Am J Alzheimers Dis Other Demen. 2015 Jul 3. pii: 1533317515592331.

33. Wischik C, Staff R. Challenges in the conduct of disease-modifying trials in AD: practical experience
from a phase 2 trial of Tau-aggregation inhibitor therapy. J Nutr Health Aging. 2009 Apr; 13(4):367–
369. PMID: 19300883

Longitudinal Tau PET Study in Patients with AD

PLOSONE | DOI:10.1371/journal.pone.0140311 October 13, 2015 9 / 9

http://www.ncbi.nlm.nih.gov/pubmed/1549228
http://www.ncbi.nlm.nih.gov/pubmed/22487856
http://www.ncbi.nlm.nih.gov/pubmed/8229078
http://www.ncbi.nlm.nih.gov/pubmed/10214737
http://www.ncbi.nlm.nih.gov/pubmed/7908080
http://www.ncbi.nlm.nih.gov/pubmed/9781519
http://www.ncbi.nlm.nih.gov/pubmed/6474172
http://www.ncbi.nlm.nih.gov/pubmed/16854944
http://dx.doi.org/10.1093/brain/awq277
http://www.ncbi.nlm.nih.gov/pubmed/20935035
http://dx.doi.org/10.1002/ana.22248
http://dx.doi.org/10.1002/ana.22248
http://www.ncbi.nlm.nih.gov/pubmed/21280088
http://www.ncbi.nlm.nih.gov/pubmed/11816784
http://www.ncbi.nlm.nih.gov/pubmed/10072051
http://www.ncbi.nlm.nih.gov/pubmed/2508732
http://dx.doi.org/10.1111/cns.12395
http://www.ncbi.nlm.nih.gov/pubmed/19300883

