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Abstract: Amyloid β 42/40 concentration quotient has been empirically shown to improve accuracy

of the neurochemical diagnostics of Alzheimer’s Disease (AD) compared to the Aβ42 concentration

alone, but this improvement in diagnostic performance has not been backed up by a theoretical

argumentation so far. In this report we show that better accuracy of Aβ42/40 compared to Aβ1-42

is granted by fundamental laws of probability. In particular, it can be shown that the dispersion

of a distribution of a quotient of two random variables (Aβ42/40) is smaller than the dispersion

of the random variable in the numerator (Aβ42), provided that the two variables are proportional.

Further, this concept predicts and explains presence of outlying observations, i.e., AD patients with

falsely negatively high Aβ42/40 ratio, and non-AD subjects with extremely low, falsely positive,

Aβ42/40 ratio.

Keywords: amyloid β; Alzheimer’s disease; probability theory; distribution of a random variable

1. Introduction

Alzheimer’s disease (AD) is a complex neurodegenerative disorder characterized by
progressive cognitive impairment such that activities of daily living are impacted, including
alterations in spatial and temporal orientation and episodic memory loss. AD is the most
common cause of cognitive decline in subjects over 65 years of age [1]. It is a growing global
public health problem leading to serious concerns with severe implications for society.
The prevalence usually doubles every five years after the age of 65 [2,3]. Currently about
6.2 million people in the USA are afflicted by AD, a number that is expected to grow to 13.8
million by 2060 [3]. It has been estimated that about 44 million people live with dementia
worldwide and that this number may triple by 2050 due to the population ageing [4].

Pathologic alterations of AD begin in medial temporal lobe and the areas of neocortex
decades before the onset of the clinical symptoms [5,6]. From a clinical perspective, AD
progresses throughout three stages of (i) pre-symptomatic stage, (ii) prodromal stage, such
as mild cognitive impairment (MCI), and eventually (iii) a symptomatic stage with demen-
tia [7]. Approximately 10–20% of MCI patients convert to AD every year [8]. Since the
clinical symptoms of the disease are usual preceded by preclinical phase (mainly symptom-
free), early diagnosis of AD remains extremely difficult. AD biomarkers are usually tested
when patient has already progressed to the MCI or even later stage. Therefore, studies have
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been undertaken to prove that assessment of the biomarkers in the Cerebrospinal Fluid
(CSF) reasonably early predict progression of MCI to the dementia phase with accuracy of
above 80% [9,10].

Pathophysiology of AD relies on the accumulation of amyloid beta (Aβ) plaques
and neurofibrillary tangles, neuroinflammation, and glial activation. Extracellular senile
plaques, consisting of Aβ peptides, and intracellular neurofibrillary tangles, composed
of hyperphosphorylated form of Tau (pTau) molecules, have been shown to be the core
neuropathological features in the central nervous system of AD patients [5]. Thus, these
two groups of molecules are considered the best-validated AD biomarkers.

Aβ peptides, which are the main component of senile plaques, arise via enzymatic
cleavage of β-amyloid precursor protein (APP) [11]. Aβ’s are formed by the sequential
processing of APP via β-site amyloid precursor protein cleaving enzyme 1 (BACE1) and
γ-secretase. Several isoforms of Aβ peptides are released [12]. The isoform of Aβ peptide
ending at the amino acid position 42 (Aβ42) accounts for approximately 5–10% of the
total Aβ isoforms in the CSF [13]. Of note, since N-terminus specific assays were not
available in the past, in this paper we use Aβ1-42 when we talk about N- and C-termini
specific assays, as they are mostly used today and reserving Aβ42 as an abbreviation for
a generic term of assays not necessarily N-terminus specific. The mechanisms leading
to the decreased concentrations of Aβ42 in the CSF of AD patients are still not fully
understood. Some authors have suggested that reduced CSF concentrations might result
from Aβ42 sequestration in AD plaques. Indeed, Aβ42 is a major component of the plaques
in the brains of AD patients [14], and studies have indicated that the CSF Aβ42 correlates
inversely with plaque load as found in autopsies or with positron emission tomography
(PET) [15,16]. On the other hand, reduced CSF Aβ42 concentrations are also observed in
other diseases, with plaques absent, such as bacterial meningitis [17]. Thus, presented
theory does not explain fully a selective lowering in the CSF Aβ42 concentration. Possible
hypotheses include reduction in the rate of Aβ42 generation, increased degeneration of
Aβ42, or oligomerization of Aβ monomers [18,19].

Twenty years ago, the Lab for Clinical Neurochemistry in Erlangen was the first
center worldwide that established the CSF Aβ42/40 concentration quotient, in addition
to Aβ1-42 concentration, as a routine diagnostic biomarker in AD [20]. The inspiring
idea came from previous work of one of us [21], which, to our best knowledge, inspired
in turn Shoji et al. [22]. Despite the lack of promise for CSF Aβ40 as a biomarker per
se, it became obvious almost immediately that the normalization of Aβ42 for the total
amount of Aβ (represented by the most abundant isoform, Aβ40) is superior to that of
Aβ42 alone. Consequently, around 2015 several centers worldwide started using Aβ42/40
as a routine diagnostic tool [23]. Since then, dozens of studies, as recently reviewed in [24],
have reconfirmed improved performance of the Aβ42/40 ratio, compared to Aβ1-42, as a
diagnostic and prognostic biomarker in AD. All these reports may be broadly categorized
into three groups: (i) diagnostic studies for AD, including those using clinical diagnosis as
reference (case control design), including those aiming at comparison to other modalities,
such as amyloid PET as a proxy of AD pathology; (ii) studies on differential diagnosis
across neurodegenerative disorders, focusing on differential diagnoses against AD; and
(iii) prognostic studies, where the Aβ42/40 ratio was tested to predict progression from
pre-clinical to dementia stage of the disorder. For example, concordance between Aβ PET
and CSF biomarker concentration was observed with different Aβ PET tracers. An inverse,
non-linear association between Aβ42, but not Aβ40, and amyloid PET using the Pittsburgh
compound B (PiB) was shown in studies of both AD patients and cognitively normal
individuals [15,25]. While high concordance between CSF Aβ42 levels and amyloid-β
PET imaging is now well-established [26,27], discordance between CSF Aβ42 levels and
PET imaging-positive results is also known. Such discordant results are more frequently
observed in cognitively normal individuals [28,29], which leads to a speculation that the
two modalities provide partially independent information [29]. The concordance of the
CSF results with PET imaging highly significantly improves (from about 75% to about
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90%) when Aβ42/40 ratio replaces Aβ42 as a reference [16,28,30]. Furthermore, evidence
that CSF Aβ42 concentration decreases before amyloid-β is detectable with PET imaging
suggests that the CSF Aβ42 is a more sensitive marker of AD at very early stages, while
Aβ PET may be used for better grading of early AD [26].

CSF biomarkers, such as Aβ peptides, have been found to help in differentiation be-
tween AD and other types of neurologic conditions, such as non-AD dementia, which may
have similar clinical symptoms [31,32]. For example, Aβ40, an isomer of not much utility
in early AD diagnosis, was found decreased in Cerebral Amyloid Angiopathy (CAA) [33],
FTD [34], vascular dementia (VaD), and Dementia with Lewy bodies (DLB) [30,35], com-
pared to AD. Summarizing, Spies et al. reported both sensitivity and specificity metrics of
larger than 80% when Aβ42/40 was used to differentiate AD from FTD, DLB, VaD, and
other non-AD dementia diseases [35]. Hence, it becomes clear that Aβ42/40 is useful in
differential diagnosis, provided the diagnosis question is properly formulated.

In light of all convincing empirical evidence briefly reviewed above, it is interest-
ing that a very fundamental question has remained unanswered for almost two decades,
namely, why is Aβ42/40 a better biomarker than Aβ1-42. This becomes particularly intrigu-
ing when we realize that it is only the numerator of the quotient in question (concentration
of Aβ1-42) that is altered (decreased) in AD; the denominator (concentration of Aβ1-40) re-
mains unaltered or, as sometimes observed, slightly and irrelevantly increased [36]. Hence,
the question is, why normalizing of the Aβ1-42 concentration leads to a better separation
of AD and non-AD subjects.

A biomarker A is considered as a superior biomarker than B when it characterizes
with improved sensitivity and/or specificity, without disproving the other characteristic,
or both. Several statistical measures are established to make this evaluation possible,
including Youden index, area under the Receiver Operating Characteristic (ROC) curve,
overall accuracy, and comparison of sensitivity at a fixed level of specificity or specificity
at a fixed level of sensitivity. All those metrics are functions of the distributions of the
biomarkers in question: the less overlap of the distributions of a given biomarker in two
medical conditions, the better separation of the groups. Hence, to better understand that
the improved diagnostic performance of Aβ42/40, compared to Aβ1-42, does not result
from pure chance but rather is intrinsically linked to the fundamental laws of nature, we
need to consider the distributions of the concentrations of the biomarkers and their ratio
from the perspective of probability and mathematical statistics.

2. Theoretical Properties of the Variables

It is crucial to understand that for the following discussion no assumptions are made
on the shape of the distributions of the underlying variables (like normal, skewed, etc.).
Hence, the following derivation is equally valid for all distributions, theoretically consid-
ered or empirically observed.

First, we notice that the improved diagnostic performance of the Aβ42/40 ratio,
compared to the Aβ1-42 concentration alone, can be better understood if we observe that
the dispersion [variance (Var)] of the Aβ42/40 ratio is smaller than that of Aβ1-42 and
Aβ1-40 (Figure 1A,B,D), and that Aβ1-42 and Aβ1-40 are proportional, conditional on the
(patho)physiological status, i.e., presence or absence of AD (Figure 1C).
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Figure 1. Scatterplot of the concentrations of Aβ1-42 (A) and Aβ1-40 (B) by groups (AD, open circles; Controls, closed

circles). (C)correlation between the two biomarkers in AD (open circles, Spearman ρ = 0.73) and Control subjects (closed

circles, Spearman ρ = 0.95). Scatter of the Aβ42/40 ratio in the two groups (D). In spite of highly significant decrease of

Aβ1-42 in AD, a substantial overlap of the data is observed, which is much smaller in case of Aβ42/40. (A,B,D) reprinted,

with modifications, from [36], (copyright IOS Press and the authors (2015)), with kind permission from IOS Press. The

publication is available at IOS Press through http://dx.doi.org/10.3233/JAD-140771. (C) presents unpublished data from

the same study.
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Indeed, from Equation (5) in Koop [37], we know that for random variables Z and U,
with Z directly proportional to U

Var(Z) > [E(U)]2 Var(Z/U),

where variance (Var) is a measure of dispersion of a distribution, and E is the expectation of
the random variable, i.e., its mean. Koop states that this inequality “asserts that the variance
of the linear estimator Z is greater than that of the ratio estimator E(U)(Z/U)” [37]. Now, for
E(U) > 1 we have:

Var(Z) > Var(Z/U).

This proves that the variance of the ratio of two directly proportional random variables
(where the expectation of the denominator is at least 1) is smaller than that of the numerator.
Translated to our context, this means that the variance (dispersion) of Aβ42/40 is less than
the variance of Aβ1-42 given that Aβ1-42 and Aβ1-40 are proportional and that the mean
of Aβ1-40 is greater than one, or

Var(Aβ1-42) > Var(Aβ42/40).

This means that the distribution of the ratio is more “compact” than the distribution
of the random variable in the numerator (Aβ1-42).

3. Illustration of the Theoretical Findings

Let us illustrate the theoretical findings above on some simulated data. It needs
to be stressed that this simulation, and the resulting figure, is presented exclusively for
illustrative purpose, and should not be treated as a proof, which is derived above. To
illustrate the line of the above argumentation, we generated ten thousand observations of
(Aβ1-42, Aβ1-40) from a bivariate normal distribution for control and AD group (performed
in R, version 3.6.1). Again, note that normality of the distribution is not a necessary
assumption for the above argument to be valid. In the control group the mean (i.e., the
expectation) of Aβ1-42 is 1200 and in the AD group it is 400, while the variance of Aβ1-42
is 160,000 in both groups (which is equivalent to standard deviation of 400). The mean of
Aβ1-40 is 12,000 and its variance 16,000,000 in both groups (which corresponds to standard
deviation of 4000), while the correlation between Aβ1-40 and Aβ1-42 is 0.9. Hence we have

(

Aβ1 − 40
Aβ1 − 42

)

∼ N

((

12000
1200

)

,

(

16, 000, 000 0.9
0.9 160, 000

))

for the control group, and

(

Aβ1 − 40
Aβ1 − 42

)

∼ N

((

12000
400

)

,

(

16, 000, 000 0.9
0.9 160, 000

))

for the AD group.
A histogram of Aβ1-42 for both groups separately is provided in Figure 2A. From that

figure it is clear that there is a shift in the distribution of Aβ1-42 and that there is some
major overlap between the distributions (indicated by a red bar). Figure 2B presents the
histogram of Aβ1-40, which overlay as both groups have a N(12000, 1600) distribution.
Figure 2C provides a scatterplot of Aβ1-42 and Aβ1-40, from which we can clearly see
the positive correlation (i.e., they are proportional). Finally, in Figure 2D we present a
histogram of the ratio Aβ42/40 for both groups separately. From the Figure 2A, it becomes
immediately clear that the variance of the Aβ42/40 ratio is much smaller than that of
Aβ1-42 in both groups, and that the separation between the control and AD group is more
pronounced (less overlap). Therefore, separation between control and AD group is easier
on the Aβ42/40 scale than on the Aβ1-42 scale.
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In general, if the distribution of a variable X (in our case, CSF concentrations of
Aβ1-42) for the AD group is a shifted version (to the left, hence a negative shift) of the
control group and the shift is denoted by s > 0 we can write XAD = Xcontrol − s. If further
Y (in our case, CSF concentration of Aβ1-40) is a positive random variable, with the same
distribution for the control and AD group (so Ycontrol = YAD = Y), then

E

(

XAD

Y

)

= E

(

Xcontrol

Y

)

− s E

(

1

Y

)

.

Note that if Y is a positive random variable, then E(1/Y) > 0 and

E

(

X AD

Y

)

< E

(

Xcontrol

Y

)

.

This clarifies the shift that is denoted on Figure 2D.
Further, if XAD and Xcontrol are proportional to Y

Var

(

XAD

Y

)

< Var(XAD)

and

Var

(

Xcontrol

Y

)

< Var(Xcontrol).

This is illustrated by the difference in variance (i.e., spread) of the distribution of the
biomarkers in Figure 2A,D.

(A) (B) 

Figure 2. Cont.
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(C) (D) 

Figure 2. Illustration of the theoretical derivation with simulated data: (A) Histogram of the distribution of Aβ1-42 in AD

(gray) and Controls (white) with obvious overlap marked by a red bar; (B). Histogram of the (overlapping) distribution of

Aβ1-40 in AD and Controls; (C) Scatterplot of Aβ1-42 and Aβ1-40; (D) Histogram of the quotient of the two variables (i.e.,

Aβ42/40) in AD (gray) and Controls (white); obviously much smaller overlap of the two distributions, compared to that on

Figure 2A, is seen (red bar). Further, both distributions are clearly denser around their respective expectations, due to the

smaller dispersion.

4. Conclusions

In spite of purely theoretical derivation, our argumentation provides a practical aspect
for the diagnostically oriented interpretation of the biomarker data. A strong positive
correlation of two variables implies that a large (small) value of one variable is linked to a
large (small) value of the other variable in the majority of, but not necessarily in all, cases.
In a sufficiently large study, subjects may be observed by pure chance with large value of
one variable and average or perhaps even small values of the other variable, irrespective of
their (patho)physiological status. This leads to extremely large or extremely small ratios
of the two variables. Correspondingly, empirical observation of outliers, i.e., AD patients
with falsely high Aβ42/40 ratio, or non-AD subjects with falsely low Aβ42/40 ratio, is a
direct consequence of the distributions of the biomarkers discussed above. Taken together,
on a probabilistic level, and irrespectively of otherwise important considerations of bio-
chemistry and pathophysiology, we were able to prove that the ratio of two biomarkers
that are proportional to each other separates two groups of subjects with different medical
conditions better than a single of those biomarkers does. A possible explanation from
the pathophysiological point of view might be that Aβ42/40 compensates for abnormally
high or abnormally low total Aβ load in the CSF, therefore normalizing inter-individual
variability of the CSF Aβ42 levels. The improved diagnostic performance of Aβ42/40
compared to Aβ1-42 in Alzheimer’s Disease is therefore granted by the fundamental laws
of probability.

Author Contributions: Conceptualization, P.L., A.V., J.K., J.W.; methodology, P.L., A.V.; software,

P.L.; validation, P.L., A.V.; formal analysis, A.V.; writing original draft preparation and review and

editing, P.L., A.V., J.K., J.W.; visualization, P.L.; supervision, P.L., A.V. All authors have read and

agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Conflicts of Interest: P.L. received consultation and/or lecture honoraria from IBL International,

Fujirebio Europe, AJ Roboscreen, Biogen, and Roche.



Diagnostics 2021, 11, 2372 8 of 9

References

1. Bain, L.J.; Jedrziewski, K.; Morrison-Bogorad, M.; Albert, M.; Cotman, C.; Hendrie, H.; Trojanowski, J.Q. Healthy brain aging:

A meeting report from the Sylvan M. Cohen Annual Retreat of the University of Pennsylvania Institute on Aging. Alzheimers

Dement. 2008, 4, 443–446. [CrossRef]

2. Lane, C.A.; Hardy, J.; Schott, J.M. Alzheimer’s disease. Eur. J. Neurol. 2018, 25, 59–70. [CrossRef] [PubMed]

3. Alzheimer’s Association. 2021 Alzheimer’s disease facts and figures. Alzheimers Dement. 2021, 17, 327–406. [CrossRef] [PubMed]

4. Reitz, C.; Brayne, C.; Mayeux, R. Epidemiology of Alzheimer disease. Nat. Rev. Neurol. 2011, 7, 137–152. [CrossRef]

5. Braak, H.; Braak, E. Neuropathological stageing of Alzheimer-related changes. Acta Neuropathol. 1991, 82, 239–259. [CrossRef]

6. de Leon, M.J.; Golomb, J.; George, A.E.; Convit, A.; Tarshish, C.Y.; McRae, T.; De Santi, S.; Smith, G.; Ferris, S.H.; Noz, M.; et al.

The radiologic prediction of Alzheimer disease: The atrophic hippocampal formation. AJNR Am. J. Neuroradiol. 1993, 14, 897–906.

[PubMed]

7. Dubois, B.; Feldman, H.H.; Jacova, C.; Dekosky, S.T.; Barberger-Gateau, P.; Cummings, J.; Delacourte, A.; Galasko, D.; Gauthier, S.;

Jicha, G.; et al. Research criteria for the diagnosis of Alzheimer’s disease: Revising the NINCDS-ADRDA criteria. Lancet Neurol.

2007, 6, 734–746. [CrossRef]

8. Petersen, R.C.; Aisen, P.S.; Beckett, L.A.; Donohue, M.C.; Gamst, A.C.; Harvey, D.J.; Jack, C.R., Jr.; Jagust, W.J.; Shaw, L.M.;

Toga, A.W.; et al. Alzheimer’s Disease Neuroimaging Initiative (ADNI): Clinical characterization. Neurology 2010, 74, 201–209.

[CrossRef]

9. Hampel, H.; Burger, K.; Teipel, S.J.; Bokde, A.L.; Zetterberg, H.; Blennow, K. Core candidate neurochemical and imaging

biomarkers of Alzheimer’s disease. Alzheimers Dement. 2008, 4, 38–48. [CrossRef] [PubMed]

10. Hansson, O.; Zetterberg, H.; Buchhave, P.; Londos, E.; Blennow, K.; Minthon, L. Association between CSF biomarkers and

incipient Alzheimer’s disease in patients with mild cognitive impairment: A follow-up study. Lancet Neurol. 2006, 5, 228–234.

[CrossRef]

11. Kang, J.; Lemaire, H.G.; Unterbeck, A.; Salbaum, J.M.; Masters, C.L.; Grzeschik, K.H.; Multhaup, G.; Beyreuther, K.; Muller-Hill, B.

The precursor of Alzheimer’s disease amyloid A4 protein resembles a cell-surface receptor. Nature 1987, 325, 733–736. [CrossRef]

12. Carroll, C.M.; Li, Y.M. Physiological and pathological roles of the gamma-secretase complex. Brain Res. Bull. 2016, 126, 199–206.

[CrossRef]

13. Wiltfang, J.; Esselmann, H.; Bibl, M.; Smirnov, A.; Otto, M.; Paul, S.; Schmidt, B.; Klafki, H.W.; Maler, M.; Dyrks, T.; et al.

Highly conserved and disease-specific patterns of carboxyterminally truncated Ab peptides 1-37/38/39 in addition to 1-40/42 in

Alzheimer’s disease and in patients with chronic neuroinflammation. J. Neurochem. 2002, 81, 481–496. [CrossRef]

14. Lewczuk, P.; Esselmann, H.; Meyer, M.; Wollscheid, V.; Neumann, M.; Otto, M.; Maler, J.M.; Rüther, E.; Kornhuber, J.; Wiltfang,

J. The amyloid-b (Ab) peptide pattern in cerebrospinal fluid in Alzheimer’s disease: Evidence of a novel carboxyterminally

elongated Ab peptide. Rapid Commun. Mass Spectrom. 2003, 17, 1291–1296. [CrossRef] [PubMed]

15. Fagan, A.M.; Mintun, M.A.; Mach, R.H.; Lee, S.Y.; Dence, C.S.; Shah, A.R.; LaRossa, G.N.; Spinner, M.L.; Klunk, W.E.; Mathis,

C.A.; et al. Inverse relation between in vivo amyloid imaging load and cerebrospinal fluid Abeta42 in humans. Ann. Neurol. 2006,

59, 512–519. [CrossRef]

16. Lewczuk, P.; Matzen, A.; Blennow, K.; Parnetti, L.; Molinuevo, J.L.; Eusebi, P.; Kornhuber, J.; Morris, J.C.; Fagan, A.M. Cere-

brospinal Fluid Abeta42/40 Corresponds Better than Abeta42 to Amyloid PET in Alzheimer’s Disease. J. Alzheimers Dis. 2017, 55,

813–822. [CrossRef]

17. Sjögren, M.; Gisslen, M.; Vanmechelen, E.; Blennow, K. Low cerebrospinal fluid b-amyloid 42 in patients with acute bacterial

meningitis and normalization after treatment. Neurosci. Lett. 2001, 314, 33–36. [CrossRef]

18. Spies, P.E.; Verbeek, M.M.; van Groen, T.; Claassen, J.A. Reviewing reasons for the decreased CSF Abeta42 concentration in

Alzheimer disease. Front. Biosci. 2012, 17, 2024–2034. [CrossRef] [PubMed]

19. Mroczko, B.; Groblewska, M.; Litman-Zawadzka, A.; Kornhuber, J.; Lewczuk, P. Amyloid beta oligomers (AbetaOs) in Alzheimer’s

disease. J. Neural Transm. 2018, 125, 177–191. [CrossRef] [PubMed]

20. Lewczuk, P.; Esselmann, H.; Otto, M.; Maler, J.M.; Henkel, A.W.; Henkel, M.K.; Eikenberg, O.; Antz, C.; Krause, W.R.; Reulbach,

U.; et al. Neurochemical diagnosis of Alzheimer’s dementia by CSF Ab42, Ab42/Ab40 ratio and total tau. Neurobiol. Aging 2004,

25, 273–281. [CrossRef]

21. Klafki, H.W.; Wiltfang, J.; Staufenbiel, M. Electrophoretic separation of betaA4 peptides (1-40) and (1-42). Anal. Biochem. 1996, 237,

24–29. [CrossRef]

22. Shoji, M.; Matsubara, E.; Kanai, M.; Watanabe, M.; Nakamura, T.; Tomidokoro, Y.; Shizuka, M.; Wakabayashi, K.; Igeta, Y.; Ikeda,

Y.; et al. Combination assay of CSF tau, Ab1-40 and Ab1-42(43) as a biochemical marker of Alzheimer’s disease. J. Neurol. Sci.

1998, 158, 134–140. [CrossRef]

23. Lewczuk, P.; Riederer, P.; O’Bryant, S.E.; Verbeek, M.M.; Dubois, B.; Visser, P.J.; Jellinger, K.A.; Engelborghs, S.; Ramirez, A.;

Parnetti, L.; et al. Cerebrospinal fluid and blood biomarkers for neurodegenerative dementias: An update of the Consensus of

the Task Force on Biological Markers in Psychiatry of the World Federation of Societies of Biological Psychiatry. World J. Biol.

Psychiatry 2018, 19, 244–328. [CrossRef] [PubMed]

24. Hansson, O.; Lehmann, S.; Otto, M.; Zetterberg, H.; Lewczuk, P. Advantages and disadvantages of the use of the CSF Amyloid

beta (Abeta) 42/40 ratio in the diagnosis of Alzheimer’s Disease. Alzheimers Res. Ther. 2019, 11, 34. [CrossRef]



Diagnostics 2021, 11, 2372 9 of 9

25. Fagan, A.M.; Mintun, M.A.; Shah, A.R.; Aldea, P.; Roe, C.M.; Mach, R.H.; Marcus, D.; Morris, J.C.; Holtzman, D.M. Cerebrospinal

fluid tau and ptau(181) increase with cortical amyloid deposition in cognitively normal individuals: Implications for future

clinical trials of Alzheimer’s disease. EMBO Mol. Med. 2009, 1, 371–380. [CrossRef] [PubMed]

26. Palmqvist, S.; Zetterberg, H.; Blennow, K.; Vestberg, S.; Andreasson, U.; Brooks, D.J.; Owenius, R.; Hagerstrom, D.; Wollmer,

P.; Minthon, L.; et al. Accuracy of brain amyloid detection in clinical practice using cerebrospinal fluid beta-amyloid 42: A

cross-validation study against amyloid positron emission tomography. JAMA Neurol. 2014, 71, 1282–1289. [CrossRef] [PubMed]

27. Blennow, K.; Dubois, B.; Fagan, A.M.; Lewczuk, P.; de Leon, M.J.; Hampel, H. Clinical utility of cerebrospinal fluid biomarkers in

the diagnosis of early Alzheimer’s disease. Alzheimers Dement. 2015, 11, 58–69. [CrossRef]

28. Leuzy, A.; Chiotis, K.; Hasselbalch, S.G.; Rinne, J.O.; de Mendonca, A.; Otto, M.; Lleo, A.; Castelo-Branco, M.; Santana, I.;

Johansson, J.; et al. Pittsburgh compound B imaging and cerebrospinal fluid amyloid-beta in a multicentre European memory

clinic study. Brain 2016, 139, 2540–2553. [CrossRef]

29. Mattsson, N.; Insel, P.S.; Donohue, M.; Landau, S.; Jagust, W.J.; Shaw, L.M.; Trojanowski, J.Q.; Zetterberg, H.; Blennow, K.; Weiner,

M.W.; et al. Independent information from cerebrospinal fluid amyloid-beta and florbetapir imaging in Alzheimer’s disease.

Brain 2015, 138, 772–783. [CrossRef]

30. Janelidze, S.; Zetterberg, H.; Mattsson, N.; Palmqvist, S.; Vanderstichele, H.; Lindberg, O.; van Westen, D.; Stomrud, E.; Minthon,

L.; Blennow, K.; et al. CSF Abeta42/Abeta40 and Abeta42/Abeta38 ratios: Better diagnostic markers of Alzheimer disease. Ann.

Clin. Transl. Neurol. 2016, 3, 154–165. [CrossRef]

31. Engelborghs, S. Clinical indications for analysis of Alzheimer’s disease CSF biomarkers. Rev. Neurol. 2013, 169, 709–714.

[CrossRef] [PubMed]

32. Slaets, S.; Le Bastard, N.; Martin, J.J.; Sleegers, K.; Van Broeckhoven, C.; De Deyn, P.P.; Engelborghs, S. Cerebrospinal fluid

Abeta1-40 improves differential dementia diagnosis in patients with intermediate P-tau181P levels. J. Alzheimers Dis. 2013, 36,

759–767. [CrossRef]

33. Renard, D.; Wacongne, A.; Ayrignac, X.; Charif, M.; Fourcade, G.; Azakri, S.; Le Floch, A.; Bouly, S.; Marelli, C.; Arquizan, C.; et al.

Cerebrospinal Fluid Alzheimer’s Disease Biomarkers in Cerebral Amyloid Angiopathy-Related Inflammation. J. Alzheimers Dis.

2016, 50, 759–764. [CrossRef] [PubMed]

34. Bibl, M.; Mollenhauer, B.; Lewczuk, P.; Esselmann, H.; Wolf, S.; Otto, M.; Kornhuber, J.; Ruther, E.; Wiltfang, J. Cerebrospinal fluid

tau, p-tau 181 and amyloid-beta38/40/42 in frontotemporal dementias and primary progressive aphasias. Dement. Geriatr. Cogn.

Disord. 2011, 31, 37–44. [CrossRef]

35. Spies, P.E.; Slats, D.; Sjogren, J.M.; Kremer, B.P.; Verhey, F.R.; Rikkert, M.G.; Verbeek, M.M. The cerebrospinal fluid amyloid

beta42/40 ratio in the differentiation of Alzheimer’s disease from non-Alzheimer’s dementia. Curr. Alzheimer Res. 2010, 7,

470–476. [CrossRef] [PubMed]

36. Lewczuk, P.; Lelental, N.; Spitzer, P.; Maler, J.M.; Kornhuber, J. Amyloid β 42/40 CSF concentration ratio in the diagnostics of

Alzheimer’s Disease: Validation of two novel assays. J. Alzheimers Dis. 2015, 43, 183–191. [CrossRef]

37. Koop, J.C. On an Identity for the Variances of a Ratio of Two Random Variables. J. R. Stat. Soc. Ser. B 1964, 26, 484–486. [CrossRef]


