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1. ABSTRACT
Agonistic autoantibodies (agAAB) for alpha-1
adrenoceptor were found in approx. 50% of patients
with Alzheimer’s disease. These antibodies activate
the receptor and trigger the signal cascades similarly
to how natural agonists do. The agAAB bond to the
receptor is persistent and prolonged. This results in
a non-physiological elevation of intracellular calcium.
An animal model has shown that agAAB causes
macrovascular and microvascular impairment in the
vessels of the brain. Reduction in blood flow and the
density of intact vessels was significantly demonstrated.
The agAAB was removed through immunoadsorption
in a small cohort of patients with Alzheimer’s disease.
Subsequent follow-up observations over 12-18 months
noted stabilization of cognition levels.

amyloid-ß, have been comprehensively described as
probable pathological molecules in the evolution of
dementia up to now. In this scenario, the activation of
the β2-adrenergic receptor appears to play a role in
the stimulation of the gamma-secretase activity and
accelerate the formation of the amyloid plaque (3).
The main risk factor for diseases causing
dementia is age. Additional risk factors are
hypercholesterolemia, hypertension, arteriosclerosis,
coronary heart disease, smoking, obesity, and Type-2
diabetes (4, 5, 6). Studies support the hypothesis that
changes in the vasculature of the brain in AD patients
are partly responsible for the development of dementia
(2). After Alzheimer’s disease, vascular dementia is
the second-most frequent form of dementia. These
two forms of dementia are found together in a majority
of patients. Persons with ischemic stroke have a fourtimes greater risk of contracting dementia (7).

2. INTRODUCTION
Alzheimer’s disease and vascular dementia
are the chief forms of disease causing dementia.
In Germany, the number of persons afflicted with
dementia is estimated to be 1.6. million (1). Two-thirds
of them are afflicted with Alzheimer’s disease. The
number rises by 300,000 persons annually, or 800
daily. There is no satisfactorily effective therapeutic
method thus far, despite diverse research approaches.

The α1-adrenoceptor (α1-AR) is one of the
adrenoceptors (G-protein-coupled receptors / GPCR)
that are activated by adrenaline and norepinephrine,
and occupy a key position in the regulation of heart and
vessel musculature. The effect of α1-AR is mediated by
the Gq protein, which in turn activates phospholipase
C. This lipase cleaves membrane lipids such as
phosphatidylinositol-4,5-bisphosphate (PIP2) into
diacylglycerine (DAG) and inositol trisphosphate (IP3),
which in turn influence cellular calcium homeostasis.
Calcium ions are the most universal intracellular
messengers and are part of the signaling pathways of
GPCR. α1-AR is one of the GPCRs effectively coupled
to intracellular calcium (8).

Circulatory problems due to impairment of
the cerebral blood vessel system are the cause of
vascular dementia and are increasingly discussed as
a possible cause in the development and progression
of sporadic, non-genetically determined Alzheimer’s
disease as well (2). The cause of the sporadic form
is completely unknown. Two proteins, tau (τ) and
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3. G-PROTEIN-COUPLED RECEPTOR (GPCR)
AUTOANTIBODIES IN DEMENTIA

neonatal cardiomyocytes probably by stabilizing the
active receptor dimer (10). Beta1-AR autoantibodies
were found in DCM patients and also in healthy
controls both affecting receptor conformation, but
mostly antibodies from DCM patients were agonistic
inducing active receptor confirmation (11). The
molecular mechanism of α1-AR activation by agonistic
autoantibodies is largely unknown. The stabilization of
the active configuration by mechanisms mimicking the
agonist-induced dimerisation by intracellular covalently
linking receptor molecules may be involved. However,
experimental evidence for this is still lacking.

agAAB for α1-AR had already been shown in
2010 to be present in 54% of an initial, small cohort
(54 patients) suffering from Alzheimer’s disease and
vascular dementia (9). In addition, an autoantibody for
β2-AR was detected in several patients. The α1-AR
autoantibody occurred most frequently in conjunction
with the autoantibody for β2-AR compared to α1AR alone. Detection of the agAAB was achieved by
means of its functionality in a bioassay of neonatal
cardiomyocytes. For in-house use an ELISA assay
was designed using a peptide analogue of the first
extracellular loop of the α1-AR (29). This peptide
ELISA was validated against the functional neonatal
cardiomyocyte bioassay. The cut off was derived
from ELISA signals of serum dilutions from patients
positively tested for α1-AR-agAAB that correspond
to the bioassay detection threshold. Following this
initial small-cohort study, the prevalence of the
autoantibodies in sera was investigated for 400
dementia patients by means of the peptide-based
ELISA test. The prevalence totaled 48%. This value
is close to 54% obtained for the small cohort using
the functional bioassay but needs confirmation by
other large-scale studies (9). However, such studies
are not available yet. Likewise, there are no functional
assays suitable for large-scale studies on α1-AR
autoantibodies. Investigations of the properties of the
α1-AR autoantibody revealed that it selectively binds
to the first extracellular loop of the α1-AR (9). This
GPCR is involved with the regulation of contractile
myocardial function and glucose metabolism, and
is of pivotal importance for the functioning of vessel
musculature. The proof of the occurrence of an
autoimmune response at the α1-AR suggests the
conclusion that non-physiological activity of the α1AR caused by autoantibodies can be a pathological
mechanism for vascular impairment that can play a
substantial if not a causal role in dementia as well.
This hypothesis was the motivation for our laboratory
to more closely investigate mechanisms by which
these autoantibodies for α1-AR operate, and also the
pathological significance of this immune response for
the development of vessel impairment.

The antibody does not activate the GPCR
to the degree that the physiological agonist does,
but affects the cell nearly permanently through the
stable bond to the receptor and preclusion of cellular
protection mechanisms. We were able to demonstrate
that α1-AR-specific autoantibodies for the familiar
epitope of the receptor obtained from the sera of
Alzheimer’s disease patients produced mobilization
of the intracellular calcium in a clonal cell line, just
as antibodies from experimental animals did (model
antibodies) (9,12). In this way, these antibodies
activated important signaling molecules such as
protein kinase C, they induced phosphorylation and
thus a functional change in regulator proteins of
cardiac calcium homeostasis, and influenced gene
expression of the L-type calcium channel (13). A
15kDa protein was found from the phosphorylation
of target proteins (12). This 15kDa potein was later
identified as phospholemman (14). Phospholemman
is a regulator for Na+/Ca 2+ exchanger and of Na+/K+
ATPase. Defective regulation or shortage of neuronal
Na+/ K+ ATPase can lead to neuronal dysfunction and
behavioral anomalies. Moreover, neurodegeneration
can be triggered.
In studies of α1-AR-specific autoantibody
preparations from patient sera, we were able to
demonstrate concentrations for half-maximal effective
binding (EC50) to peptide sequences in the first
extracellular receptor loop in the range of 30 nM (9). The
persistent and prolonged non-physiological activation
of cellular processes unrelated to current physiological
demands on the organ, such as is caused by agonistic
autoantibodies, leads to an increase of pathological
conditions like calcium overload, alteration of cell
structure (remodeling), through to cell death. If one
considers the importance of α1-AR for the functioning
of smooth musculature, then a pivotal role of agonistic
autoantibodies binding these receptors must be
assumed in the development of vessel impairment.

4. RECEPTOR ACTIVATION BY AGONISTIC
AUTOANTIBODIES IN PATIENTS WITH ALZHEIMER’S DISEASE
The activation of GPCR by agonistic
autoantibodies triggers receptor-specific reactions
in the cell. These can be, but are not necessarily
identical to those activated by physiological agonists.
The activation of the GPCR requires the binding of
the antibody. Using a monoclonal antibody generated
against the second extracellular loop of the ß2-AR the
authors demonstrated an agonist-like effect on beating

5. ANIMAL MODEL
The importance of an autoimmune response
for GPCR in the development and course of diseases
remained unclear for a long while and was a subject
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of debate. Animal experiments were able to provide
valuable insights on the causality of receptor-specific
autoantibodies for the development of symptoms
and the disease. The relationship between agonistic
autoantibodies and dilated cardiomyopathy (DCM)
had been most comprehensively investigated thus
far (15). Moreover, the effect of autoantibodies on
angiotensin-1-receptors (AT-1AR) in animal models
had been demonstrated in preeclampsia (16) and
in rejection of kidney transplants (17). An additional
animal model demonstrated the participation of
agAAB for α1-AR in the development of high blood
pressure (18). We were able to demonstrate the
damaging effect on vessels by autoantibodies
for α1-AR in the brains of rats. The animals were
immunized with receptor peptides and developed
autoantibodies against α1-AR. The alteration to
blood flow in vessels of the brain was documented by
MRT techniques. A considerable reduction of blood
flow in the macrovessels was observed (Figure 1)
(19). Using ferumoxytol as a contrast agent, it was
evident that the blood flow was reduced in the smaller
vessels of the cerebrum and various other areas
of the brain, such as the cortex and hippocampus.
Immunofluorescence
microscopy
revealed
a
substantial reduction in vascular density within
sections of rat cortex (Figure 2) (20). Subsequent
histological evaluation of the cerebral sections from
control animals and agAAB-positive animals showed
evidence of a slight-to-moderate level of dilatation
to Virchow-Robin spaces (Figure 3). This change is
an indicator for manifestations of microangiopathy.
These animal experiments showed that antibodies
for α1-AR induced macrovascular and microvascular
impairment to vessels of rat brain. We therefore
assume that antibodies for α1-AR participate in the
pathogenesis and progression of diseases such as
dementia.

Figure 1. TOF-MRA of rat brain. Three-dimensional representation
of the lateral view of the frontal brain segment. Angiographs of the
same animal were recorded when an α1-AR-specific peptide was
administered (A) and eight months later (B). Massive lesions after 8
months of antibody exposure are obvious (17).

6. CLINICAL FINDINGS

(13). In patients with thromboangiitis obliterans (TAO),
additional amputations were no longer observed
following removal of the agAAB (23).

It could be shown in initial smaller clinical
studies that the removal of agonistic autoantibodies
with the help of immunoadsorption led to an
improvement in clinical outcomes. Left ventricular
ejection fraction (LVEF) was improved for patients
with dilated cardiomyopathy and positive agAAB for
β1-AR (21). Patients with DCM who were treated
with immunoadsorption that removed only the β1antibodies by means of one specific adsorber (Core
Affin) had a survival rate of 89% after five years in
contrast to 69% for the experimental subjects treated
with unspecific immunoadsorption (22). In patients
with therapeutically refractory hypertension, it is not
possible to achieve satisfactory blood pressure level
with multiple administrations of anti-hypertensive
medications. Experimental subjects who tested positive
for agAAB experienced a long-term reduction in blood
pressure through administration of immunoadsorption

Our findings from in-vitro and animal-model
studies on the effect of antibodies for α1-AR suggest
investigating what effect the removal of the agAAB has
upon the course of the disease in dementia patients
positive for agAAB. As a result of the experience
noted above, immunoadsorption suggested itself as
a process. A cohort of patients was selected for this
purpose having mild-to-moderate Alzheimer’s-type
dementia (MMSE between 18 and 26) and positive
for agAAB for α1-AR as well as the antibodies.
The immunoadsorption was carried out using
Immunosorba® (Fresenius Medical Care Deutschland
GmbH). The treatment took place over four days.
The goal was to stabilize cognition level. The patients
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Figure 2. Immunofluorescent dye of blood vessels in sections of rat brain with antibodies for CD31 (A). The CD31 signals (red) were sharply reduced in
the cortex of the animals that were administered the α1-adrenoceptor (α1- AR) antibodies. The nuclei of the cells are dyed blue with DAPI (4‘,6-diamidino2-phenylindol). (B, C, D) Quantitative analysis of the immunofluorescence images of IgG-treated control animals (black) and α1-AR antibody-treated
animals (red). Asterisk indicates a statistically significant difference (p <0.0.5) between both groups (18).

Figure 3. Optical microscopy of Virchow-Robin spaces in hematoxylin-eosin-dyed sections of rat brain. In the cerebral sections of the animals administered
the α1-adrenoceptor (α1-AR) antibodies, a clearly increased dilatation of the Virchow-Robin spaces was seen.
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Figure 4. Cognitive course in dementia patients after IA. Evaluation of Alzheimer’s Disease Assessment Scale: (A) Mini-Mental State Examination
(MMSE) and (B) ADAScog scores in patients with mild-to-moderate Alzheimer’s and/or vascular dementia before and after immunoadsorption over
4 days (Group 1, filled triangle) and 2-3 days (Group 2, open squares). Cognitive tests were performed before and 3, 6, and 12-18 months after
immunoadsorption under controlled clinical conditions. Data are given as differences to the estimates obtained prior to immunoadsorption. Means were
calculated ± SEM of N=4 (Group 1) and N=2-4 (Group 2) analyzed patients. The averaged trend of cognitive progression in untreated dementia patients
is indicated as a dotted line (22).

7. CONCLUSIONS

received immunoadsorption treatment on each of four
sequential days. The plasma volumes were processed
2-2.5. times daily. IVIG was administered subsequently
(24). No renewed occurrence of the antibodies
was observed in the follow-up examination of the
experimental subjects 12-18 months following the
complete removal of the agAAB. During a subsequent
observation period of 12-18 months, stabilization
of cognitive parameters MMSE and ADAScog was
observed (Figure 4 AB).

In numerous studies over the last 20 years
on treatment of dementia patients using anti-dementia
medications, the group of acetylcholinesteraseinhibitors, Aricept® (Donepezil), has been unable to
achieve any long-term stabilization of memory ability
(25). The anti-dementia medications were only applied
over a period of six months in many studies. The
interaction with other medications is problematic in
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on the progression of dementia. In order to verify
these findings, an additional study is running
currently on immunoadsorption in patients suffering
from Alzheimer’s-type dementia who are positive for
agAAB, and in whom further neurological, radiological
and biochemically parameters are being examined.
Furthermore, studies of other groups on autoimmunity
towards α1-AR in Alzheimer’s dementia are necessary
to confirm the present data.

administering anti-dementia formulations. Similarly,
all studies on reduction of amyloid-ß have lacked any
promise of success. This includes the randomized
study by the pharmaceutical concern Lilly. The antiamyloid-beta antibody slanezumab was not shown
to be effective against mild Alzheimer’s disease (26).
As well, a study with bapineuzumab (27) did not show
the desired effect. These findings suggest that the
reduction of amyloid-ß cannot be the sole therapeutic
goal.

8. ACKNOWLEDGEMENTS

The Inverse Warburg Hypothesis for
Alzheimer’s-type dementia postulates a dysfunction of
the mitochondria and a metabolic problem, abandoning
the amyloid hypothesis (28). It may be that agAAB
with its persistent and prolonged activation of GPCR
triggers this phenomenon, which can lead finally to
demise of the cell through apoptosis. The demise of
the cell through the persistent and prolonged activation
of the receptor by agAAB would be an explanation for
the reduction in the density of intact vessels and the
shrinking of the brain in dementia patients.

Part of the present work was supported by the
ProFIT program of the European Community (Grants
No. 10145576.to Marion Bimmler).

9. REFERENCES
1. H Bickel: Die Epidemiologie der Demenz.
Deutsche Alzheimer-Gesellschaft 2012,
Berlin, Germany.
2. JC De la Torre: Alzheimer disease as a
vascular disorder: nosological evidence.
Stroke 33, 1152–1162 (2002)
DOI: 10.1161/01.STR.0000014421.15948.67

As a result of the findings described, it
can be suggested that there is a relationship of
agonistic autoantibodies for α1-AR with patients
suffering from Alzheimer’s disease. The stabilization
of cognitive function over a longer period correlates
with the complete removal of the antibodies. For
this reason, immunoadsorption over a period of five
days is recommended. Renewed occurrence of the
antibodies was observed in the follow-up examination
of the experimental subjects 12-18 months following
the complete removal of the agAAB. Because older
experimental subjects are involved who present poor
vascular condition, patients should be admitted to
hospital as regular in-patients and treated via a central
IV line. In this initial small study, the experimental
subjects were ambulatory and treated without a
central IV line. This led to premature termination of
immunoadsorption in a few cases, and notably, to
incomplete removal of α1-AR autoantibodies and the
tendency towards worsened mental parameters. (24).

3. Y Ni, X Zhao, G Bao, L Zou, L Teng, Z Wang,
M Song, J Xiong, Y Bai, G Pei: Activation
of beta2-adrenergic receptor stimulates
gamma-secretase activity and accelerates
amyloid plaque formation. Nat Med 12,
1390–1396 (2006)
DOI: 10.1038/nm1485
4. W Xu, C Qiu, M Gatz, NL Pedersen, B
Johansson, L Fratiglioni: Mid- and late-life
diabetes in relation to the risk of dementia:
a population-based twin study. Diabetes 58,
71–77 (2009)
DOI: 10.2337/db08-0586
5. MM Breteler: Vascular risk factors for
Alzheimer’s disease: an epidemiologic
perspective. Neurobiol Aging 21, 153–160
(2000)
DOI: 10.1016/S0197-4580(99)00110-4

It is advantageous that immunoadsorption
has no side effects and no interactions with other
medications. The blood pressure of the experimental
subjects must be monitored if they take antihypertensive medications. The removal of the agAAB
may sharply reduce blood pressure if this is caused
by agAAB.

6. H Umegaki: Type 2 diabetes as a risk for
cognitive impairment: current insights. Clin
Interv Aging 9, 1011–1019 (2014)
DOI: 10.2147/CIA.S48926

The findings of the study attest to the
neuropathological effect of agAAB for α1-AR in patients
with Alzheimer’s disease or vascular dementia. The
effective removal of the agAAB by immunoadsorption
represents a very promising procedure for eliminating
the influence of these vascularly harmful components

7. DW Desmond, JT Moroney, M Sano, Y Stern:
Incidence of dementia after ischemic stroke.
Results of a longitudinal study. Stroke 33,
2254–2262 (2002)
DOI: 10.1161/01.STR.0000028235.91778.95

2087

© 1996-2018

Dementia and autoantibodies

8. P Hein, MC Michel: Signal transduction and
Regulation: Are all α1-adrenergic receptor
subtypes created equal? Biochem Pharmacol
73, 1097–1106 (2007)
DOI: 10.1016/j.bcp.2006.11.001

directed autoimmune attack as a cause of
idiopathic dilated cardiomyopathy. J Clin
Invest 113, 1419–1429 (2004)
DOI: 10.1172/JCI200420149
16. CC Zhou, Y Zhang, RA Irani, H Zhang, T Mi,
EJ Popek, MJ Hicks, SM Ramin: Angiotensin
receptor agonistic autoantibodies induce
pre-eclampsia in pregnant mice. Nat Med 14,
855–862 (2008)
DOI: 10.1038/nm.1856

9. P Karczewski, P Hempel, R. Kunze M.
Bimmler: Agonistic Autoantibodies to the α1Adrenergic Receptor and the β2-Adrenergic
Receptor in Alzheimer’s and Vascular
Dementia. Scand J Immunol 75, 524–530
(2012)
DOI: 10.1111/j.1365-3083.2012.02684.x

17. D Dragun, DN Müller, JH Bräsen, L Fritsche,
M Nieminen-Kelhä, R Dechend, U Kintscher,
B Rudolph, J Hoebeke, D Eckert, I Mazak,
R Plehm, C Schönemann, T Unger, K
Budde, HH Neumayer, FC Luft, G Wallukat.
Angiotensin II type 1-receptor activating
antibodies in renal allograft rejection. N Engl
J Med 352, 558–569 (2005)
DOI: 10.1056/NEJMoa035717

10. A Mijares, D Lebesgue, G Wallukat, J
Hoebeke: From agonist to antagonist: Fab
fragments of an agonist-like monoclonal
anti-β2-adrenoceptor antibody behave as
antagonists. Mol Pharmacol 58, 373-379
(2000)
DOI: 10.1124/mol.58.2.373
11. B Bornholz, S Weidtkamp-Peters, S
Schmitmeier, CAM Seidel, LR Herda, SB
Felix, H Lemoine, J Hescheler, F Nguemo,
C Schäfer, MO Christensen, C Mielke, F
Boege: Impact of human autoantibodies
on ß1-adrenergic receptor conformation,
activity, and internalization. Cardiovasc Res
97, 472–480 (2013)
DOI: 10.1093/cvr/cvs350

18. Z Zhou, Y Liao, L Li, F Wei, B Wang, Y Wei,
M Wang, X Cheng: Vascular damages in rats
immunized by alpha1-adrenoceptor peptides.
Cell Mol Immunol 5, 349–356 (2008)
DOI: 10.1038/cmi.2008.43
19. P Karczewski, A Pohlmann, B Wagenhaus,
N Wisbrun, P Hempel, B Lemke, R Kunze,
T Niendorf, M Bimmler: Antibodies to the
alpha1-adrenergic receptor cause vascular
impairments in rat brain as demonstrated by
magnetic resonance angiography. PLoS One
7, e41602 (2012)
DOI: 10.1371/journal.pone.0041602

12. P Karczewski, H Haase, P Hempel, M
Bimmler: Agonistic antibody to the α1adrenergic receptor mobilizes intracellular
calcium and induces phosphorylation of a
cardiac 15-kDa protein. Mol Cell Biochem
333, 233–242 (2010)
DOI: 10.1007/s11010-009-0224-0

20. A Pohlmann, P Karczewski, CM Ku, B
Dieringer, H Waiczies, N Wisbrund, S Kox,
I Palatnik, HM Reimann, C Eichhorn, S
Waiczies, P Hempel, B Lemke, T Niendorf, M
Bimmler: Cerebral blood volume estimation
by ferumoxytol-enhanced steady-state MRI
at 9.4. T reveals microvascular impact of
α1-adrenergic receptor antibodies. NMR
Biomed 27, 1085–1093 (2014)
DOI: 10.1002/nbm.3160

13. K Wenzel, H Haase, G Wallukat, W Derer,
S Bartel, V Homuth, F Herse, N Hubner, H
Schulz, M Janczikowski, C Lindschau, C
Schroeder, S Verlohren, I Morano, DN Müller,
FC Luft, R Dietz, R Dechend, P Karczewski:
Potential Relevance of a1-Adrenergic
Receptor autoantibodies in refractory
hypertension. PLoS One 3, e3742 (2008)
DOI: 10.1371/journal.pone.0003742

21. AO Doesch, S Mueller, M Konstandin,
S Celik, A Kristen: Effects of protein A
immunoadsorption in patients with chronic
dilated cardiomyopathy. J Clin Apher 25,
315-322 (2010)
DOI: 10.1002/jca.20263

14. P Karczewski, H Haase, P Hempel, M
Bimmler: Antibodies against the α1adrenergic receptor mobilize intracellular
calcium and induce the phosphorylation of
phospholemman. Clin Res Cardiol Suppl 1,
P1331 (2010)

22. M Dandel: Immunoadsorption Therapy in
Heart Transplant Candidates with Idiopathic
Dilated Cardiomyopathy and Evidence of
Beta-1 Adrenoceptor Autoantibodies. Clin
Res Cardiol 99, Suppl 1 (2010)

15. R Jahns, V Boivin, L Hein, S Triebel, CE
Angermann, G Ertl, MJ Lohse: Direct
evidence for a β1-adrenergic receptor2088

© 1996-2018

Dementia and autoantibodies

23. PF Klein-Weigel, M Bimmler, P Hempel,
S Schöpp, S Dreusicke, J Valerius, A
Bohlen, JM Boehnlein, D Bestler, S Funk,
S Elitok: G-protein coupled receptor autoantibodies in thromboangiitis obliterans
(Buerger’s disease) and their removal by
immunoadsorption. Vasa 43, 347–352 (2014)
DOI: 10.1024/0301-1526/a000372

receptor and the ß2-adrenergic receptor in
Alzheimer´s and vascular dementia
Key Words: Dementia, Agonistic Autoantibodies,
Immunoadsorption, Review
Send
correspondence
to:
Marion
Bimmler,
E.R.D.E.-AAK-Diagnostik
GmbH,
Berlin,
Germany,
Tel:
00493094892227,
Fax:00493094892229, E-mail: bimmler@mdcberlin.de

24. P Hempel, B Heinig, C Jerosch, I
Decius, P Karczewski, U Kassner, R
Kunze,
E
Steinhagen-Thiessen,
M
Bimmler: Immunoadsorption of Agonistic
Autoantibodies
Against
α1-Adrenergic
Receptors in Patients with Mild to Moderate
Dementia. Ther Apher Dial 20(5), 523-529
(2016)
DOI: 10.1111/1744-9987.12415
25. C Courtney, D Farrell, R Gray, R Hills, L
Lynch, E Sellwood, S Edwards, W Hardyman,
J Raftery, P Crome, Lendon, H Shaw, P
Bentham: Long-term donepezil treatment
in 565 patients with Alzheimer’s disease
(AD2000): randomised double-blind trial.
Lancet 363(9427), 2105-2115 (2004)
DOI: 10.1016/S0140-6736(04)16499-4
26. RS Doody, RG Thomas, M Farlow, T Iwatsubo,
B Vellas, S Joffe, K Kieburtz, R Raman, X
Sun, PS Aisen, E Siemers, H Liu-Seifert,
R Mohs: Alzheimer’s Disease Cooperative
Study Steering Committee; Solanezumab
Study Group. Phase 3 trials of solanezumab
for mild-to-moderate Alzheimer’s disease. N
Engl J Med 370, 311–321 (2014)
DOI: 10.1056/NEJMoa1312889
27. S Salloway, R Sperling, NC Fox, K Blennow,
W Klunk, M Raskind, M Sabbagh, LS Honig,
AP Porsteinsson, S Ferris, M Reichert,
N Ketter, B Nejadnik, V Guenzler, M
Miloslavsky, D Wang, Y Lu, J Lull, IC Tudor,
E Liu, M Grundman, E Yuen, R Black, HR
Brashear, Bapineuzumab 301 and 302
Clinical Trial Investigators: Two phase 3
trials of bapineuzumab in mild-to-moderate
Alzheimer’s disease. N Engl J Med 370, 322333 (2014)
DOI: 10.1056/NEJMoa1304839
28. LA Demetrius, PJ Magistretti, L Pellerin:
Alzheimer’s disease: the amyloid hypothesis
and the Inverse Warburg effect. Front Physiol
5, 522 (2014)
DOI: 10.3.389/fphys.2014.0.0522
29. Patent: EP 2742065, USA 9,708,372. Titel:
Agonistic autoantibodies to the a1-adrenergic
2089

© 1996-2018

