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ABSTRACT

Alzheimer disease is most common cause of dementia in humans leading to Neurodegenerative slale in them. It is usually marked by slowly
progressive episodic memory loss which evolves inio global loss of cognitive ability and psychiatric features. Alzheimer Disease categorized in
chronic disorder which slowly result in destruction of neurons and further causes serious cognitive disability. There were many risk variants with
effects on LOAD risk and a rare variant in PLD3 (phospholipase D3; Val232Met) seen doubling the risk of Alzheimer’s disease. PLD3 is present on
chromosome 19q13.2 with various variants increase risk for Late On-Alzheimer’s Disease. Hippocampus and cortex are vulnerable for AD and PLD3
is seen over there. PLD3 protein position(s) 1 to 490 with length 490. Rare coding variants in the phospholipase D3 (PLD3) gene, also known as HU-
K4, have recently been identified to increase the risk for late-onset Alzheimer’s disease (LOAD) and follow-up analyses of the candidate variants in
several large independent LOAD case—control data series. PLD3 is highly expressed in the brain, especially mainly in neurons, but at a lower level
in almost all tissues. The level of PLD3 was found to be down regulating in Alzheimer’s disease (AD) brains, which was negatively correlated with
amyloid precursor protein (APP) and amyloid-g (Ap) levels. The sequence and other functions have been identified by doing work on the different
software tool such as SNP Table View, Dot Matrix View, Graphical Sequence View, Phylogenetic Tree. These tools analyze in identifying the
sequence of Pld3, graphical sequence views, various alignment views, phylogenelic tree views and tabular views of dala. SNP lable view which is
the place where you can work with SNP’s irom a sequence in a tabular format. Dot Matrix view present line that represents the alignment.
Graphical Sequence View helps to view graphical representation of our gene. Phylogenetic iree shows the genetic tree of P1d3.
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Introduction development and application of IT solution to handle

biological information (Jayaram et al., 2012). Aim of

Bioinformatics is the bridge between science in which presentation sharing of biological data (Mcentyre et al.,

biology and ‘information technology. (Benson et al., 2005). Bioinformatics is an interdisciplinary area

2005). It deals with the application of computers to . o . . ) i }
) L. . . ) bioinformatics is to organize biological data in easily
the collection, organization, analysis, manipulation,

of Science and Technology encompassing a systematic read or make implementation (Murray  1994;

Madzokere et al., 2013), Bioinformatics role is also in
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analyzing biological data (Madzokere et al., 2013).
slowly destroys neurons and causes serious cognitive

disability. It is human disease leading to

Neurodegenerative state (Rogaev et al., 1995).
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Alzheimer disease (AD) is a type of dementia that
causes problems with memory, thinking and behaviour
among older people (Inoue et al., 2013). AD occurs
worldwide and affects all ethnic groups. Alzheimer
genetics is traditionally subdivided into early onset
(EOAD) and late Alzheimer genetics is traditionally
subdivided into Early Onset Alzheimer Disease
(EOAD) and Late Onset Alzheimer Disecase (LOAD).
EOAD has an onset before age 60-65 years and
accounts for 1-5% of all cases. Other are LOAD which
onset after age 60—65 years and is the predominant
form of AD (Bertam et al., 2005; Campion et al.,
1999). The incidence of Alzheimer disease is increasing
due, in part, to increased life expectancy and the aging
baby boomer generation. The average lifetime risk of
developing Alzheimer discase is 10—12%. This risk at
least doubles with the presence of a first-degree
relative with the disorder (Goldman et al., 2011).

PLD3 is highly expressed in the brain, especially
mainly in neurons and at a lower level in almost all
tissues. The level of PLD3 was found to be down
regulated in Alzheimer’s disease (AD) brains, which
was negatively correlated with amyloid precursor
protein (APP) and amyloid-p (Ap) levels (Wang et al.,
2014). PLD3 is highly expressed in brain regions that
are vulnerable to Alzheimer’s disease pathology,
including hippocampus and cortex, and is expressed at
significantly lower levels in neurons from Alzheimer’s
disease brains compared to control brains (Oliveira et
al., 2010). Together, genetic and functional data
indicate that carriers of PLD3 coding variants have a
twofold increased risk for LOAD and that PLD3
influences APP processing (Cruchaga, et al., 2014).
Over expression of PLD3 leads to a significant
decrease in intracellular amyloid-B precursor protein
(APP) and extracellular Ap42 and AB40 (the 42- and
40-residue isoforms of the amyloid-p peptide), and
knockdown of PLD3 leads to a significant increase in
extracellular AB42 and AB40 (Oliveira TG et al.,
2010).

Materials and Methods

Performed different modules: SNP Table View,
Dot Matrix
Phylogenetic

View, Graphical View,

Sequence
GeneQuest,
MapDraw, PrimerSelect to analyze pld3 gene.

Tree, EditSequence,
Edit Sequence: Edit Sequence is the foundation
module of the Lasergene suite and serves as operations
centre for entering and manipulating DNA sequence
data and it helps in identifying open reading frame
(ORF).
Gene

Quest: It Base

composition, codon, Patterns and Repeats. Gene

helps in identifying:
Finding: Gene Quest offers 3 different ways to
compare sequence to other; DNA Finder: After
choosing comparison sequence, this identifies any
regions that match the project sequence; Protein
Finder: After choosing comparison sequence, this
identifies any regions whose translations match the
project sequence; BLAST Search: Submit a query of
specified DNA segment to a BLAST server.
MapDraw: It reads and interprets Gene bank
formatted features planes of sequence documents.
Mapdraw translates nucleotides using the currently
active genetic code.

PrimerSelect: It is an application of Lasergene that
help in designing primers and probes for PCR,
sequencing and hybridization experiments.

SNP Table View: SNP Table View can be utilized
with NCBI Workbench. It helps in identification of
DNA variation in single position of sequence among
the individuals.

Dot Matrix View:
application of NBCI Workbench which let a graphical

representation of the given sequence with it’s position.

Dot Matrix module is an

Graphical Sequence View: In this module of NCBI
Workbench number of exons and whole gene of
interest can be visualized along marked length.

Phylogenetic Tree: Phylogenetic trees are diagrams
showinng evolutionary interrelation of a group of an
organisms that have arise from same species and above
workbench let you with the tree and closely related to

gene of interest.
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Selection: 1 * 2142
Length: 142

WEARMING: The presence of 22 nonsense codens suggests that this is MOT a coding regien.

Base Composition

Codons
Base Owerall Po=ition 1 Position Z Po=ition 3
N 433 19.7% 177 2425 =21 11.2% 165 pric i B
[ 14 IZEE 195 i - Zas 41 7% 276 3178
=] [=]u ke 5.2 166 3.2 Z3Z FZ.EE Z05 ZE.T R
T 397 12.5% 176 Z24.6% 103 14. 4% 115 16.5%
L o O.0% o O.0% o O.0% o O.0%
Codon Preference:
GCA Malsd 15 CAG GlnlQy 13 UG Leudll El o, Terl 2
GCC Madsy 25 | con 17 |tk —m88— =1 oG Terld 2
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0y —————— 24 | CUU Leudl) s UcuU Sersy 17 o
Cos GInGo) 4 | uua Leudl) 2 | =3 22 | Total T4
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Figure 1 Indicating codon usage in the sequence: in the sequence the base composition of adenine is 19.7%,
cytosine is 33.6%, guanine is 28.2% and tyrosine is 18.5%.
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BsthIAkyNI
SCIFICwiTI

FEECTCTECETATCCCCCAGCCTT FAGGCAAGAT PAAFCCT AAACT GAT FT ACCAGCAGCT FAAGGT GCCT GCAFAGFAI

CCECCAATCAGCT FCCCAT CAAT CAFATT FAGGCCT CRAAFFIT FCCFAAAAFAAAGFCCCECTGFET O

450

CCCGAGACECAT AFGEEET CEFAACT CCCTTCTACTTCHFATTT GACT ACAT T CCT CFACTTCCACGFACGTCTCCTCEEECEETT ACT CFACGEET ACTTACT CT AACT CCGCACCTTCCFACGCCTTTTCTTTCEG AL FACCC AR
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Figure 2 Restriction map (A-E) indicated restriction enzymes that slice the sequence at a specific position
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Figure 3 Enzyme’s name with their position that cut the sequence at a particular position
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Figure 4 The product length of the sequence
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" Start  End _ Length  Tm d 5 d Profile rMHame
Upper Primers: 164 Located
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Figure 5 Size of the upper primer and lower primer

NCBI Genome Workbench : 7

C: NM_012268.3 (SNP Table View) [New Project (1]

o ~Nfo ;s W

RS ID Alleles

760010676 /G
768088100|C/G
776184936/ C/T
761194118 A/G
764866409 A/G
578237018|C/T
750027114 A/C
867377223 | Ay
758014713 | A/G
11667768 | C/T
764771899 A/G
558950337 /T
11667774| C/G
781086015 A/C
547005546 /T
560563887 C,
755500415 -/C
531484557 /T
74890358 | A/G
571102065 | G/T
532170004 | C/T
751444939 G/T
547574424 Af
183725030/ ¢,
140944293 A/G
76542246 C/G
567691992 | A/G
541028592|G/T
553361383 A/C

575002435 A/G
757630473

54204055

563932699 AsG
781425223 /T
530616280 | C/T
867975055 G/T
56646683 | C/T

10417488
183478868
520222162
742157595
756145262
777968797
749331824 C
771238072
FT2601678 C.
775854759
752708568
761255929
769060160
200811665

ExactMatch|>| [ b = |
Sequence Location FXN Class
NM_012268.3 1In5 Gene, Intr
NM_012268.3 24In5 Gene In5
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M _012268.3 445 Gene, In5
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NM_012268.3 347 Intron, In 5' UT
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58 762406245 G/ T NM_012268.3 639 Missense 1[5NP Not present in 1000G
59 60407317 A/G NM_012268.3 667 |Synonymous 1/5NP Validated (has a Not present in 1000G
60 764069630 G/T NM_012268.3 670 Missense 1 SNP Mot present in 1000G
61 200024580 ¢/T NM_012268.3 673 |Synonymous 1/5MP Validated (has a 1000G Phase 3, 1000G F
62 757404195 A/G/T NM_012268.3 674|Missense 1/5NP Validated (has a Not present in 1000G
63 11552733 C/G/T NM_012268.3 688 Synonymous 1/5NP Mot present in 1000G
64 750540651 A/G NM_012268.3 689 Missense 1/5MP Not present in 1000G
65 195891 -/A NM_012268.3 691|Erameshift 1 INDEL Not present in 1000G
66 758630487 C/T NM_012268.3 699 Missense 1 SNP Mot present in 1000G
67 780172579 ¢/T NM_012268.3 705 Missense 1/5MP Not present in 1000G
68 747354721 A/G NM_012268.3 709 Stop-gain 1/SNP Mot present in 1000G
69 768953958 A/G NM_012268.3 718 |Synonymous 1/5NP Validated (has a Mot present in 1000G
70 745358823 C/T NM_012268.3 731 Missense 1/5MP Not present in 1000G
71 551176741 A/G/T NM_012268.3 732 |Missense 1/5NP 1000G Phase 3, Has 100
72 781581165 -/CGTGGGTG( NM_012268.3 745 Erameshift 1/INDEL Mot present in 1000G
73 371085388 C/T NM_012268.3 751|Synonymous 1/5MP 1000G Phase 3, Has 100
74 763121730 /T NM_012268.3 762 |Missense 1/SNP Not present in 1000G
75 535145267 A/G NM_012268.3 766 Synonymous 1/5NP 1000G Phase 3, Has 100
76 196844221 ¢/T NM_012268.3 770|Missense 1/5NP 1000G Phase 3, 1000G F
77 765220046 C/T NM_012268.3 772 Synonymous 1/SNP Mot present in 1000G
78 773334902 G/T NM_012268.3 790 Missense 1/5NP Mot present in 1000G
79 138062457 A/G NM_012268.3 799 Synenymous 1/5NP 1000G Phase 3, Has 100
80 766435836 A/G NM_012268.3 803 |Missense 1/5NP Not present in 1000G
81 535493639 C/T NM_012268.3 808 |Synonymous 1 SNP 1000G Phase 3, Has 100
82 142070038 A/G NM_012268.3 300 Missense 1/5NP 1000G Phase 3, Has 100
83 373652735 C/T NM_012268.3 811 |Synonymous 1/5NP Not present in 1000G
84 767787539 A/G NM_012268.2 212 Missense 1/5MP Validated (has a Mot present in 1000G
85 753008473 ¢/T NM_012268.3 814|Synonymous 1/5NP Not present in 1000G
86 367655989 C/G NM_012268.3 817 Missense 1/sNP Not present in 1000G
87 756517905 | C/T MM_012268.3 820 Synonymous 1/SNP Mot present in 1000G

88 778221354 |C/T NM_012268.3 821 Missense 1/SNP Not present in 1000G

89 749850040 | A/T NM_012268.3 822 Missense 1/SNP Not present in 1000G

90 757908510|C/T NM_012268.3 823 Synenymeus 1/SNP Not present in 1000G

91 779369271/ C/T NM_012268.3 826 Synenymeus 1/SNP Not present in 1000G

92 746530607 | C/ NM_012268.3 839 Missense 1/5NP Validated (has a Not present in 1000G

93 11552729 6/T NM_012268.3 840 Missense 1/5NP Not present in 1000G

94 5805688 -/C NM_012268.3 841 Erameshift 1/ INDEL Not present in 1000G

95 145826567 | C/T NM_012268.3 842 Missense 1/5NP Not present in 1000G

96 11552732 A/ MM_012268.3 244 Synonymous 1/SNP Mot present in 1000G

97 138674695 | C/G MM_012268.3 242 Missense 1/SNP Validated (has a 1000G Phase 3, 1000G F

98 766755129 | /T MM_012268.3 853 Synonymous 1/SNP Mot present in 1000G

99 773281759 | G/T MM_012268.3 864 Missense 1/SNP Mot present in 1000G

100 145465613 | C/T NM_012268.3 865 Synenymeous 1/SNP 1000G Phase 3, 1000G F

101 0914756 A/G NM_012268.3 866 Missense 1/SNP Not present in 1000G

102 3495042 | C/G NM_D12268.3 869 Missense 1/SNP Not present in 1000G

103 766998348 | A/G NM_012268.3 871 Synenymeous 1/SNP Not present in 1000G

104 752215238 | A/G NM_012268.3 880 Synonymous 1/5NP Not present in 1000G

105 755709397 | G/T NM_012268.3 893 Stop-gain 1/5NP Validated (has a Not present in 1000G

106 763620683 | A/G NM_012268.3 897 Missense 1/5NP Not present in 1000G

107 753582556 C/T NM_012268.3 907 Synonymous 1/5NP Not present in 1000G

108 376375617 A/G MM_012268.3 912 Missense 1/SNP Validated (has a Mot present in 1000G

109 778711055 | G/T MM_012268.3 914 Missense 1/SNP Mot present in 1000G

110 149236224 | /T MM_012268.3 921 Missense 1/SNP Mot present in 1000G

1m 11552734 | A/G/T MM_012268.3 922 Synonymous 1/SNP Mot present in 1000G

112 267605483 | A/G NM_D12268.3 923 Missense 1/SNP Somatic, not gFrom LSDB  Not present in 10006

113 200276989 | C/T NM_012268.3 929 Missense 1/SNP 1000G Phase 3, 1000G F

114 747066329 | C/T NM_012268.3 932 Missense 1/SNP Not present in 1000G

115 199719440 C/T NM 0122683 937 Synenymous 1/SNP 1000G Phase 3, 10006 F D.
116 TT6716590 A/G NM_012268.3 944 Missense 1 SNP Not present in 1000G
117 T48464331 A/G NM_012268.3 958 Syncnymous 1/SNP Mot present in 1000G
118 192746231 /T NM_012268.3 963 Missense 1/SNP 1000G Phase 3, 1000G F
119 750001865 C/T NM_012268.3 964 Synonymous 1 SNP Mot present in 1000G
120 766925913 A/G NM_012268.3 965 Missense 1/5NP Validated (has a Not present in 1000G
121 773360279 A/G NM_012268.3 968 Missense 1/SNP Validated (has a Not present in 1000G
122 534367783 C/T NM_012268.3 969 Missense 1/SNP 1000G Phase 3, Has 100
123 NM_012268.3 975, 1/ INDEL Not present in 1000G
124 144638470 /T NM_012268.3 979 Synonymous 1/SNP Not present in 1000G
125 775049564 C/T NM_012268.3 988 Syncnymous 1/SNP Validated (has a Mot present in 1000G
126 760256094 A/G NM_012268.3 989 Missense 1/SNP Validated (has a Not present in 1000G
127 369138723 C/G NM_012268.3 91 Synonymous 1/SNP Validated (has a Not present in 1000G
128 11552731 A/C NM_012268.3 993 Missense 1/SNP Mot present in 1000G
129 753300888 C/G NM_012268.3 1006 Synenymous 1/SNP Not present in 1000G
130 868004647 C/T NM_012268.3 1007 Missense 1/SNP Mot present in 1000G
131 756867186 A/G NM_012268.3 1016 Missense 1/SNP Not present in 1000G
132 764824983 A/C NM_012268.3 1026 In 5' Gene, Missense 1 SNP Not present in 1000G
133 367802500 A/G NM_012268.3 1030 In 5' Gene, Synonymous 1 8NP Not present in 1000G
134 761353429 G/T NM_012268.3 1053/In 3' Gene Missense 1/SNP Validated (has a Not present in 1000G
135 769363500 G/T NM_012268.3 1054 In 3' Gene, Synenymous 1/SNP Mot present in 1000G
136 772839881 A/G NM_012268.3 1056 In 3' Gene, Missense 1 5NP Not present in 1000G
137 762536505 A/G NM_012268.3 1068/In 3' Gene, Missense 1/SNP Validated (has a Not present in 1000G
138 867730804 A/C NM_012268.3 1070 In 3' Gene, Missense 1 SNP Mot present in 1000G
139 867574189 A/C NM_012268.3 1086/In 3' Gene Missense 1 SNP Not present in 1000G
140 766025627 C/G NM_012268.3 1082 In 3' Gene, Missense 1/SNP Mot present in 1000G
1M 144087366 A/G NM_012268.3 1093 In 3' Gene, Syncnymous 1/SNP Validated (has a 1000G Phase 3, 1000G F
142 374184677 A/G NM_012268.3 1097|In 3' Gene Missense 1/SNP Validated (has a Not present in 1000G
143 767470890 /T NM_012268.3 1102 In 3' Gene, Synenymous 1/SNP Mot present in 1000G
144 752620117 A/G NM_012268.3 1103 In 3' Gene, Missense 1/SNP Validated (has a Not present in 1000G E.
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371 567288047 | C/T NM_012268.3 2174/In3 UTR 1/SMP Not present in 1000G
372 775001616 -/G NM_012268.3 2175/In3'UTR 1 INDEL Not present in 1000G
373 4635 A/C/G NM_012268.3 2175/In3' UTR 1 SNP >5% minor allels 1000G Phase 3, 1000G F
374 721656714  A/C/G NM_012268.3 2176/In3' UTR 1 SNP Validated (has a Not present in 1000G
375 770404113 /G NM_012268.3 2178/In3' UTR 1 SNP Not present in 1000G
376 | 773898715 AT NM_D12268.3 2180 In 3' UTR 1 5NP Validated (has a Not present in 1000G
T 377 | 546424854 asG NM_D12268.3 2181 In 3 UTR 1 5MP 1000G Phase 3, Has 100
378 | 171543823 T NM_D12268.2 2128/In 3 UTR 1 5MP Not present in 1000G
379 | 75083306 ¢/6 NM_D12268.2 2193In 3 UTR 1 5MP Not present in 1000G
380 | I50201260 c/G NM_012268.3 2195 In 3' UTR 1 SNP Not present in 1000G
381 565613622 /T NM_012268.3 2197|In 3" UTR 1 NP 1000G Phase 3, Has 100
382 762385016 /G NM_012268.3 2201|In3'UTR 1 INDEL Validated (has a Not present in 1000G
T 3z | I7emavee o NM_012268.3 2206/ In 3 UTR 1 sNP Not present in 1000G
T 384 | 761647265 A/C NM_012268.3 2278/In 3 UTR 1 SMP Not present in 1000G
" 3gs | 7ea0asam1 T NM_012268.3 2227 In3 UTR 1 INDEL Validated (has a Mot present in 1000G
386 765147994 A/C/G NM_012268.3 2228)In3' UTR 1 SNP Validated (has a Not present in 1000G
387 | 758262177 /T NM_012268.3 2238In 3 UTR 1 5NP Validated (has a Not present in 1000G
388 766312803 | A/C NM_012268.3 2242/In 3' UTR 1 SNP Not present in 1000G
3@ | 751484821 C NM_D12268.3 2243In 3 UTR 1 INDEL Validated (has a Not present in 1000G
390 | 546638979 ¢/T NM_D12268.2 2248/In 3' UTR 1 5MP Validated (has a Not present in 1000G
391 | 755210504 T NM_D12268.2 2251 1n3 UTR 1 5MP Not present in 1000G
302 | 530183297 A/G NM_D12268.3 2253 In 3 UTR 1 5MP Validated (has a 10006 Phase 3, Has 100
T 303 | 781603687 /T NM_012268.3 2259 In 3' UTR 1 SNP Validated (has a Not present in 1000G
T 304 | 742408735 a6 NM_012268.3 2260/In3' UTR 1sMP Not present in 1000G
395 545170285 /T NM_012268.3 2264/In 3" UTR 1 NP 1000G Phase 3, Has 100
" 306 | 756602032 /T NM_012268.3 2275/In 3" UTR 1/sNP Not present in 1000G
T 397 | 772336620 AMG NM_012268.3 2288/In 3 UTR 1 SMP Not present in 1000G
398 749686824 C/G NM_012268.3 2204 In 3 UTR 1 SNP Not present in 1000G
399 560676865 A/G NM_012268.3 2200 In 3 UTR 1 SNP 1000G Phase 3, Hes 100 R,

Figure 6 Figures (A-F) shows total snp seen in PLD3
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Figure 7 Graphical representation of MapDraw showing sequence
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Sequence NM_001031696.3: Homo sapiens phaspholipase D family member 3 (PLD3), transcript variant 1, mANA
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Figure 8 Graphical representation of sequences with exons notified
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@PREDICTED: Papio anubis phospholipase D family, member 3 (PLD3), transcipt variant X8, mRNA
']
@ PREDICTED: Papio anubis phospholipase D family, member 3 (PLD3), transcript variant X6, mRNA

@ Homo sapiens chromosome 19 clone CTC-425023, complete sequence
@Homo sapiens phospholipase D family member 3 (PLD3), RefSeqGene on chromosome 19
9 P Homo sapiens chromosome 19, GRCW38.p2 Primary Assembly

@ Homo sapiens chromosome 19 clone CTC-492K19, complete sequence

PHomo sapiens mRNA; cDNA DKFZp686111131 (from clone DKFZp686I11131)
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OMACACA MULATTA BAC clone CH230-268D20 from chromosome unkniown, complete sequence

Figure 9 Closely related other genes of same organism and same species

Results and Discussion

On studying EditSeq 5 Orf’s obtained in the sequence
of length 2142 base pair, in gene quest 714 codons that
are used in sequence with different percentage of base
composition, in MapDraw obtained 212 enzymes with
specific restriction sites, in PrimerSelect primers
forward, reverse, melting temperature and rna codons
(164, 163, average 47.5 and 95 respectively), SNP
Table View shows Single Nucleotide Polymorphism
which are 405 alleles with further descript as missense,
synonyms, 3’ and 5’, frame shift, stopgain (157, 78,
102, 62, 2, 5 respectively), with Dot Matrix View the
sequence arranged opposite to length, in Graphical
Sequence View gives 13 feature exon in the 2142 long
sequence and Phylogenetic Tree show closely related

with PLD3 of same organism and same species.

Conclusions

Performed different modules to analyze sequence of
PLD3 that are: Edit Sequence in which obtained 5
ORF in the sequence, In GeneQuest obtained 714
codon that were used in the sequence and nucleotide
In MapDraw obtained 5
maps

frequencies,

types of

restriction indicating different restriction
enzymes for a particular restriction site, the total

enzymes were 212, In PrimerSelect obtained upper

Ind. J. Biotechnol. Pharma. Res.

primer (forward) which is 164 lower primer ( reverse)
i.e. 163, average melting temperature of the gene
PLD3 is 47.26, In SNP Table View 405 SNP, In Dot
Matrix View the length ranges from 2.5k to 35k with 9
segments, with Graphical Sequence View 13 exons
were present in PLD3 and Phylogenetic Tree closely
related to Homo sapiens chromosome 19 clone CTC-
492K19  and mRNA:cDNA
DKFZp686]11131. The future aspects of these
are helpful for specific SNP working, different function

Homo sapiens

correlated with amyloid precursor protein (APP) and
amyloid-B (AB) levels which are main cause of

Alzheimer’s Disease.
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