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ABSTRACT

Introduction: Alzheimer’s disease is a progressive brain dysfunction, which damages
and destroys neurons and results in memory loss. Selective Alzheimer’s disease indicator-1
(seladin-1) is a gene and protein that is found to be down-regulated in specific areas of the
brain affected by Alzheimer’s disease. Seladin-1 has neuroprotective properties and inhibits
caspase-3 activity, a key mediator of apoptosis. Seladin-1 is a multi-functional protein and
independently of its activity as a caspase-3 inhibitor, it acts as a cholesterol biosynthetic
enzyme. Cholesterol enhances the formation of lipid rafts inhibits the production of f-amyloid
in the membrane of neural cell. Cholesterol homeostasis disorder in neural cells may enhance
susceptibility of cells to the toxic agents. Conclusion: Studies have shown that the level of
seladin-1 increases during brain development to prevent the loss of neuronal precursor cells.
Estrogen and thyroid hormones stimulate the expression of seladin-1. It seems that seladin-1

may act as a mediator of these hormones.

Key words:

1. Alzheimer Disease
i 2. Neuroprotective Agents
i 3. Cholesterol

*Corresponding Author: Maryam Borhani-Haghighi

E-mail: borhanihm@gmail.com


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

WA Lo opad oflocts qaets 90 (SS58 )2 3_-‘_~

2l 3T Gslow 59 (G998 cblas Jlosa! Jole S )= (3D

T i Sl 0 T033m iy (58 T e 3L ol kg

ot s bVl i lags i el psle Sligios 35,4
Olrl 63l s olSasly o Sb5als 0aSails o (59l5mgly 09,5
Ol 08 eI SRS dpsle ool S5 0uSilsT

Ol I8 0l Kb pole olSails ( Kby 0uSauls ¢ agill 095"

o wleMb|

WA g0 ) b pdy fu,b V10 LT A sl VWAD jpe 19 Bl 50 gu b

O.\.«S_'g

-

9350 02 3l g 25 | lasg,08 a8 Conl i 3 Shes Suig iy P S peuli)l 5 e sr024i0
S=H9r 9 05 (O Gedke) V- el (g len (S5l SLaS 39 oo alidle (pols Cens 4 i
Ghls V= e i o calS it o el e jae )l cols Gble jo a4 col
s 035 g0 5le sl GST (mlee plsiear ) ¥ SLalS cudlad 5 sl g5 cbilis olgs-
3] S plyiear F Glls SaiiS e Colad I s j5b 4y 5 Sl ojglaie Wiz (g S V-
Podske elad po 5 amsge SR Cdyud eSS Jo S aiS o0 Joe g S B0iiS Fissen
O TN Y WIS PYCN i C OV TCE Ry PO FRRVCIN N [ EIRW e
P a5 col ool plas cldlas qeuSaguii aas il ) e Jolss 4 b sl Coslas
PooRlBl ae Lo Gladshe ool Cess Gl xS cu e JelSS b p0 V- (bl
ool a5 sy e Sl S e S 1) V- bl Gl 0555 lagisense 5 3l ks
: S oo Jos Lapygeyse (nl (xle Dlgiea V-

o3y s

T 5l )
o lis e ¥
Jgreds ¥

L.S‘°'3‘B'> LS"LQJ" o0 !J’.fuu.o OM’J *
borhanihm@gmail.com : Saig ySI! w407


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

wag )Lg.g «©9d o)LoL) e 0)90

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

V= M 5 (B

LS 05 Sedaen V- w5 ol
oS o lal a5 o5l DIMINUTO/DWARF]

g Pyl p ailoe 690 Tty plsienl
auwwgijjw‘kjsf_m“s_cy
Lg V- LJ.:ON_M) L)) Yooo JL—A&J )o (f‘ (b) 05_4»‘50
S9y = dalllas b 0" 8IS RNA g, 5l eolar
crmolS g 3o e 5l >lei 0 3mleie sl ol
oS Jlu,eulda b, ud ﬁs_mm il JloS ]
P331-P31.1T —sgi905,5 diis Lo o5 ol (F) 00
M 35 (V) 0l oo gl A g 9551 lyle
30 05 o=l S cul sa s eoly i 8L
e L 5 0t ol o8 < 5 50l sl sk
05 o=l ol s (b (555 4 ool sla gl
bl = (V) ab oo AalS (i S8 9l 4
o3 s e BLS ) o e (slas 8 casl ]
o= 3=2a (s wolos o Jobw L s o Pz
Sl s a8 ol ulwl 1 a ST ol sl iny of 8l

(Ve h) s 7 ytrs (5 Lay (5l Sl jo 09—l

T SQ plgea V- (293 A

ol bl el e lad (slle V- Nl
Fimgm o sl alize (Sujslsm slaailp o (s
S Jg il 5 ddg il e (Jg S el iilie
3] Clad dalg 4 Jgiwgenss Jlie j5 b asy ol

() mgad) 09— go Jmid JmadS 4 V= Ml

5-alpha-cholest-7-en-3-beta-ol + NADP* = 5-alpha-
cholesta-7,24-dien-3-beta-ol+NADPH

dodlo

V- L) V= podw plsan gamas 5 Ve e Jlw po
S e 5 Greeve Lbwg ' (—eul3ll o low 3l
S 9,0020-YF a S 5 ol ek s g ald olwlis
03— 00—l 35 "(DHCR24) YS9, JgylS
=5 V= e (V) oy Ll 5 s T lis,e Lo
JEDN [ pry e )—*-'L' Ceot (grre Al 0 aS el
=Yb e an (5 Ol i oe —ialS i Lo
V= e s a S cwl ol snal i 8 )b 5l
a8b i ..‘}-é‘ e Q‘)9° 5o Js—as JL—-> o }—M;
DS oo ey <5—39)9:" St sla ol jotal g
dmos alp g oo At JgplS
(V) 0 o0 5B |y J il 4y T g g
SlS e dled (6,550 oo s V- Y (il edle
P )5_...9.'1 2 Gads ol S lgeasa ST Y
sl ol Jolie o 1) Jokmw g 00,5 Lo o)l
3 iblin jo aS cevl ool (s sio Ll ol o (9,9
Ol alazs 3 1,8 )_o.:‘)ﬂ Gyl ;b o 4 S 0
P A KV U S DR SN 11| [ O S SRR VA |
4—’“’)—” )—‘*—.’.‘}” d)L‘*::-.’ 9 59y Q—.’.‘ g—*—"—i’%-’ ‘;*—b-!‘)
Jw vz 50 (1) 953 o (S99 by Jolos
OO oy y 0 plodil Slalllas 3l Lol Gan 5
O 5 0 L)l ((mlo ) 5 a L Lo

)

Ll 005 730 50 (309,98 Dla Lo V- M
ol pols s st (sl Jle j9 b a4
Ot o6 el T o181 ke piyca ol Bblie yo (35 ol
9 9yl ©5iSSg 09,9 ik 9) = (M o dlal,
axsi L (6590 adlie (ol jo i (59 il G998
o= plamil (g 5 59y 2 O9ST A5 (Slalllas 4

3o Dbl )| ol (o 4 ]

Desmosterol

==
B |
e Seladin-1/DHCR24
HO HO

Cholesterol

)= M @3l g Jo S @ Jg agans hos =)y guai

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

I'Selective Alzheimer’s disease (AD) indicator 1 ¢ Arabidopsis thaliana
2 24-Dehydrocholesterol reductase 7 Brassinosteroids
3 Neurogenesis 8 Differentialm RNA

4 Desmosterol ? Temporal cortex

5 Neuroprotective


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 |

WP L epgo o)lacis queiy 0y93

é;s_)_c ;4,_—“—3—@

6)—‘“‘)'” | Lo.u)_v.a)_ud 6‘_609)94 slie ).) ..b)‘:)_ig
55 S L o1 s STy e g dS g
o 53 5 438l g3 Sgleal Sy s
230V 355 o Lot aSgleel (Yo 0 Jgs 4y, ois
obis 4 0L ool Ly ), Sas ¢ Ishida & sllas
Lacyg,e S o 5 Ly adslenl aoos V= (podlw (o33l
OA) 2o o oeals 1,

V(APOE) E 555 55als] F8 T il s lwlis
ol (6l (S e 55 Sy S lgten,
o5 )l o=l (=lpslen Lo 1) Jg s bLS )
Sl S E e By psde] ((02) aas e
4SSl g, Samgle b )3 352> 90 Lt p o]
= e nsd OlaeS F b o 92U (6l
E—aE i )0 '(Y’_) — $r9—2 RO L gyy-Ju
0u—d 3y o mgyiwl g Lisee APOE (555 1o
805 b 3l (3,9 4 Jg S JLil o

(2) 55 s APOE

Orize o el (6 )las 50 Jg S oS> 355 50
aS aloagde ol o 9,8 )l gy las IS
Syl a ko u.“_q.‘)_o.'l).l—l d)l_o.a.) Eo = 5 Jgyimls
GYL w4 S ool lis oS an g Puglielli Jlow
jan1tro .‘a.»‘)_..u B ‘) l_..v J_ujl...a‘ J..LM...» ‘J”.._HJS
aS aes e tJl_o.';:-l iz 3l S50 69, 5 Lol (V))
ol ol ol e —blas i ai S g pdS
i fym ey Sl 5Lt g S, 51.A) s
Sla—n 3959 ylp 10 (o lgeds ol ai Sl 04 >4
Joy—dS ials L Lol casS' oo Joe Jolews 4y gou
e &S oo L cenldS Lo JUIS ol 5l
9 gk 0% pe—edS VLo Gl o 4
sl ol jo slzé sloacd ol a5 asols Lis
—=ac b Jolw o JoyiwlS canlany a9 Ly (VYY)
Gl o lwlid Cgr Joo xS Slsllas o)lo
i (L )lo 50 V= podlw g Jg S Lo a5 e

Py 0 B A (5598 (s

23T g 5low b )= oDl bLS |

Jelos 5 0dig i cire e (5 o S el (6L

1" Topological domain

! Flavinadenine dinucleotide
12 Pons

13 Caveolae

[

‘so_w)l.:sm‘ 41._4.» l_m.c )o L)d.o.c V- UJO)LM: u_u..:ﬁj.»
)é Q—"Hsf u_)‘ ‘Q)L) ‘)_9 6)_5 Li.,._mb ;l_.,.,.:j L)_"MD.
OH@ 03—

adl o ol Al B lyle V- o w—.i};—‘ Sl
i) o Salonst rmpags - 5l At o3 4y 45
o090 =Y szl Sl L plie o d by
-0 "FAD a_, J—ail aob-F Jojs— —SSidlns
L e VL O ) asgtlS s ay Jlasl il
0ads iyl S Jlsyelsae g 7 re ;0 V= cpodl 8L
4_1.o.> )‘ J_))L)B)o ‘_;La:ral..nl 5o ua‘ — 05)1_(: |
O 3 a9 laed (liwg p sy Gadgnn
19 50 =Y b Ol 0 o) S—dee Ol -
&l-?’LL”J»A.} G&A_ALSM 6)|Q'Qb 3.}_.,.&: solﬁ_») W 6)-...5
Ay S o o5 ol bwgte s o) ;e TS s
59 ewloa i )55 S glsg g Sliwg p (Jlb
g a il oS bl ey g dd 0 a S I
9 ‘jl_u)lal.u (_gl.b).._..wo E.b)o @Lw.c ‘SLQO)L..J U”‘
ol s )lon S5l 1o otz S job ey
3 JgyimedS jlisgen jo Pl os)ls idi sl aolisl
Sbdlas V= pod ‘é_.o.g.}j Ot Cepo| Ly LS 1 o
T g mganss §lmonr 30 05 ol Ol 95—
A._Ju)u._:‘ LAJQ_{A_JQ;‘_PZ_MMSM‘DLZJ‘
Dbor ol )l 2l )0 2y B b
Pe—ie (oegjgil ol Pzl S e j5lg imganmod
A5 0 Wed oo B Las Jg S s
Jor—elS sty Oly—er Jyrwgoms mhw
5 Snlol a3l sloas il L (5055 ) Le
S oad gol) emae Ol o 3 lee el o
e Jlwgen 4o Jg S i 8 Cenl bamo Lis
ol a5 a5 sawlin o), en g Cecchi .(VQ) cl
38 el 0 5l i 99,9 51 g 00,0 YL L aSgll
o 1 (VF) 4SS n 5ol e dlig, i o sl

14 Desmosterolosis
15 Beta-secretase
1 Apolipoprotein E


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

wag )Lg.g «©9d o)LoL) e 0)90

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

2 gl am g et Ladggig So (5 lanly comw 45
Ol 4= 9 6575 o e i &1L sLoniyg)
Sy Ly wisgSyl 5 be—wgtul o S
o 35 slainEsn )0 A sl ol po )l
et S5O o0 Lasgis See (s )laly yo =
SO92usg5 & o 95 (g 0 9e—dl jpiend ol

(V+) 09— o0 7 (5 yby )9 sLalddS

V- oM (Fgyg cdidlo (ki

D}Jb}w‘ o)j_b.;ao\.\_&u_».bsfﬂ_g{ V- wby_w
Sl 9= 5 oSt (Tl slacadled oy
S L s b ey e litlne | sl olyicds o]
odmlie Voo F Jlow jo oLl an g Wu .(V)) 09—0 oo
S o g ol 0 S w e S
Solw Sl o Jgy oS o o ) V- dw e S
HLO, 4y by 1o "(ROS) (yjnS| JLxd L naisS
O (llgs as asels Las Ve o A o jo )5 en
550 se—=sal ol 5o Jslws 5l cdiblns cog V-
oa—d J—aia P53 o 5g a4 goila ST sle o ol
2 o= Ol 5o 00l T 5 agi RusS ps pL
o Jolw IS plais o c;]}L“’{’ Sl p—wsls )l
G5 52 )0 958 SsS ym Olsmsay B 0, Sdas g 05l
kr’.u-'&u—ll} B | OsA.:_MJ) ul_..llddqu)_w)5)_v)‘
)_.,.C? 09g— J._..a.quDMZ Jﬁ—ﬂﬁ" 4...:P53 u—*i‘ﬁ)’
P53 ,Lge MDM2 o b lo=> Lo o il o JLsd
ol 85 B el JLab P53 g o ails,
glaenST ol (ol il (3l 4z )G 50

M\ - wé)’l_w wﬁ)y S thilxs H ) )»)
= YV Jew o ol 5 Herndndez-Jiménez

e GBS (hse Jae 59, 1)) - M
A wls o o ools i adllae ol 5 So S

I, UIB666A sl ay V= uodl v s )lge 45 Sleo

Camd 3309 00,5 &8l Blao J3lo Dygo 4y
Bl o ) V= o oS g 4 S ola yhge 4
17 Amyloid plagues

18 Neurofibrillary tangle

1 Tau

20 Microtubule associated protein

(-Amyloid

o 1

T Cholesterol

Il? Citotoxic effect

SialS L go Slg 8959l yo slze Jo i dS bl i & -V e gual
sl Ul o 5L comw Lo aSsleal o ile comw dlgo Jolow slocé )5 Jgyils
QWSJSLNQ”QMLSYI_!QB#MA_!WdoMLKM

(YY) 093 o0 o

s S a5 el e sla sl 5o
oS 93 S)lem ol S Se—tee e 9,8 00
5k eas sl Sl gl s Sl pe gline
o )be Lagesiyn ol Wb o0 (o—ol> slagyg)e
a5 Logys 5l )l p0 as Ly adsheel o055
0305 090° O Ol &S 90 (B 5wl
L Lo sloagsbol ;555 e anlioo il
005t oo s A5 ool o " g0 dsheol (sLaSL,
Szled oo dloml J2105 Lagygyp SLbls )l g 0, Shes ;5 5
55 5 gadshool (LoDl aazd izman (YY)
oSy J ke il 5 N L sy L S
0l s 51 a1 6 a0 sl 3T (5
o eyt slo s e i 3 o lie 3 ol
551 123 5 oSl sl s il
S5 4 e bplon (1) sy e sanlie £y g 4
GAalS) = s 5 Gl el (55l 50 ah S0
8 Sl il =5 5 05 ol b
Sl e e Jliygl i3 g (Sliow oS
O—zed (TF VD) 0 Bo (20l o las Lo
2105 o=ImMRNA s s (oS o K an gLiong
Sials (Y0) asols (3155 —alIT ol e coslS g
oo a3 0V u—‘-i-’ﬁg‘ s MRNA =k
(1) cmload ()55 5 el Ol (ol
Ly cdlad Gl o V= s o ol oS
Ardsleel adgi Aalidl coles 50 9 ¥ sl 5 565
=l 5o Caglio V= o 4 S Lol jlog b o Ly
! a3 e oS oo Ll Ly asgleol S
5 el ylan (e p Al plseas w0 03
89, )5 4 sa x|

s ) et eidlS oy oS ol s lalllas
Shlge amy (gl o131 e pdycel (219 50 V-
& IS s DDk it nle (e il
Sl T s Som amy il (g S 5L ol oo

21 Reactive oxygen species
22 Scavenger activity
2 Tumor suppressor

I


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

WP L epgo o)lacis queiy 0y93

6;5)_0 .4._-“_3.6

2l Oy Oig el Hg—0y90 By £
e a5 )ler Ayl e 50 (39l g—e g0
1y elT s yla am Dl (350 (lie 4y (Ysbo

(YY) a2 o ials

=SS aSles e 17B-estradiol as” el oa s ools Lis
Adsheel Loy (6,eSair g0 a5 035 Sy o |, Lo sl
S i oras ool b 53 Gl
6)5—*"9"‘ M_,JL‘_Q )L_.ch L_: OLi_AMJLQ)‘ Ja._~7us B 0d
9 Peri (A) Sl 00 ools ul_m) LQJBI_MJ U_" o
bl mile S V- pdw asls s o], Sen
aiib oo 9,9— Sl bl i ds glylo oy sg ]

Sdg e (9088 9 V- (3O Al

SS9 (b S peatar (i Oliss 5 aSe S sy
o 090y (il )18 (aten Yl B ke JSCAS
5 il (Jbw Sralen ;0 45 0ad (Dl ol
Olyeds (oras S8l )3 Udg S (g )9n 0 Shes Sg
sbaogys 3o V- el ol lada>de J16 5 b
sor—iilye g o as ol sl Jolw jla sl 5 ol
ot 521y s3] il T JLs g 5 atis e Ayl

(A0S o g a8l 50l sl Jolw

S100B 359 9 V- 200w sl

9 u_....:‘p.._wlsd.‘ o..\.uj_wk)_ma u—"““’ﬁf' @.u.i_aS:lOOB
30S a bl 3l slacawg wl 5l 29,5 05 5l Laes
S35 10 (S s 3D D5ls 00 TS B (95 (39,5
S=3959,9 Jsle S Glged SI00B ¢ 655 JLs 5o
Yg—ore (g5 Ol Olme Gl po aS oo Joe
SR FyDA [ VST IPCEDUND S UV y B N
=Ll sl s lgea STO0B (59 ool ol
Ll a8 28 i 5 005 gybae ol (0
u-"*“’ﬁf u." .]a_wy LS)—"" w_w‘ dosS Gaﬁiw.u J._ALC
Ol (FV) il oo ool s ca lidee Sladsy (o
J_J.’>u (_;u(_;)Lo,,; 9 b_aLQ.J‘ LSLQLS)LQ.:.} BN S10083
ool i o iomen b oo i8I T ac Ba S
A_Ssn)_..m)_m‘)” LS)LA...')J U) u_:l QL“’ 450..\_.»
o bl )| 1) IK_en g Hosseinzadeh &_aJlas jo (YY)
Sloasl i i w5 o ,Sojlail S bl 5ol

2 Norditropin
2 Neurodegenerative

[

? Stress

P .. t (UV damage, Radiation,
L ]

...- . ATM ] Oncogenic stress etc.)

@ Proteasome ps3)

__-__] T S 1 Cytoplasm
- P, & X

4 | Transcriptional activation

(apoptosis, cell cycle regulation etc.) |
et oo (Y +

& apoptosis

P53 gy 9 V= pod bls )| -F yguad
o § 00 i P53 23y d guilannST (gla o il Jlds a V= cpodlw
4 P53 g b b [0 WgB 0 o JIMDM2 ¢ P53 SdeS o las

P53 ,Lge MDM2 (yos laa Lol o JUsd ;i 5 039 e MDM2 5 SJga
(YA 05— o Jolaw &3 1> i Bg caely JLad P53 g oas axblo

6‘)‘0 V- u.n))l_w U_")"L"’ WOg— Py S0 oo)_i)'

9LO.>‘ GAS—wJ‘ u)Lcl_?)‘_i_Q)o 2 “Ldlore i
(YA) oS o

0395wl (390598 9 V= (0N (s bLI

as H‘ oalo ULMAJ ‘ruP a GQLL..M_:LA)T M‘g_w
Tloims gy ol S yos dauly 4y gy il
Jlwel glls Jobw il > bo S Lo o> sl o g5
APl o lagjgil i lboe Loy,
=51 S Gls—edy 5 Wgbge (el (g pdy S
l2osi 5 o> (V- YY) WS o Jee pla S
‘r‘>|9.1 u—b‘ | 00 UALM )_am )é g{uﬁ_oyl;}u.ib
°3)1_c (Y‘Y) A;Hsn )J)o ud_..ucb )_A)‘).H L.S)L"“" B
Ol A5 3o oo 9l_w_, In vitro &lslas oy sl
Ol ) Ly ~\—~'51-"‘ Jg 5,55 el 4 il e
o2l 5 re 0wl (65l S5l g 2Ll
S s o plis 6)LJ Slsllas 8 )b 51.() oo
VU B O NS S COUIWe B U SO 1| P W
A 39—l Gg—ey9e ol g ol 6,V
30 oL e gfilit &_slas 4 Loz 5l (go0xie Sl _2llase
algs oo 59l 5l oslawl a s assls las Ve o ¥ s

3ol el Al (LS5 50 1 s olen o E9r—>
L aiwe (S 0 e ol ol s (FYOYY)
slpan S 5l (S ply—iear (o Ggi—l by
P Y PYS S  PREESL g - ) RS 1) IS PN PR


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

wag )Lg.g «©9d o)LoL) e 0)90

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 |

6_‘;3] Sl slyls Q_A.l}ﬂ Cdled s ode V- ol
OlsSr B9 o=l Gl Sy am azgi Lo S o
sl ol Jdow olwlil gl o)l lg—cay ol 5
=Yb a8 an g Benvenuti (Y0) o, o5 s
else g b il CulS g o) = podw Ly
=19 Ol pild g0 45 jebolen g asle LS )
S59,8 Codld Lo eae golon sl o llo
Al dns 8 ol osloul an onie Laaidl ol (V) s
)).»M._M,T bl o V- ol w ylo o aia S
oals g il 3ble ol ol sl ol jo
Ol Jusis am g Sifgyg oSy > i S
75 S () ail LS 5 o8 5 s e ]
Golom 5o V= s by ials gl a s Sls 3
2 O ($o5l 50 s 09 oo g y—ae ool

(£2) el ol)J‘ Q_ﬂ JEEPRR wo)l_u O3

JaymalS” e a S als i goasin lo )y
3,08 51 s a ekl LS5 0 sl o Jobw
Oblos o i3 sloiygye slid o O
WBaSer slgn Al slaygys )0 5 syl
L o3l o STy gl baogie als' L
g on Ly aSsliel (YL adgs ay pomie o o
Sl s o ogdle a5 aals Lis )], s» g Samara
e ol ol sl T o8 s 5o 05 ol Ol
Ramos (YY) ool g0 josd 3 =Xl ol )Las
03)_? )‘ AJ Wu,ul.._w‘w A_;o‘.) ul—a.m) u‘)u 9
oo ;o V= o 5 sl (53, — Sl
30 ol ol a5 el S ol s gol
mles sl ol sladslw as Ll (oo 4 ]
Db oo el (g pSe i o b oa &b (9,95 4
ol pladsas Doy oo C)_]a.c a_s,8 ol ol
Mo ol 3l 5 s B0 %_.J >l o V= pdl
50 oo oloul ol sy 51 il aSiles oo el T A

(f‘\) u\_..ul.u 00— u.._..u] H‘y (s 6L®J3Lw

26 Simvastatin

iy ool Gll a5 e Bl 50 (g9 o]
Ol s oy o A5 0l Slpiioy aslllas ol o s
obe b bl dlauly 4y ST00B (559 (g0 el
a5 sl )l Olyear w00 V= (e
3590 yoal T (6 )low 4 e ol )3 ()95 daio

(FY) 0,5 1,8 sole !

$obes s Jolw 9 V- (oM

3 Gble ol 9 0528 ooy 30 S 6l
cdled Ly ol sl Jol—w syl Wl sl s
G lise >lgan O >l c il g 559,98 59—alls
Slas )8 oy 4 jouse aie 90 ol wiil oo 30
A baze o) ol 3lacil 2l ool el sl Jslw
sl 5 solan sladob )3 o o=l gl dmlie
oS g Peri a_zslo, Loyl 5laél 5 oled wac
Sl gon—iilie goly o Jolow ;o as aisls s
o sl o=l e Lo g ogdige ol V- (ol
Gl et Do an ol Ol e &L 0995
Ol aS asls s oo g Benvenuti .o o
MI}A ol sl Jolw 3oled b o V- podlw
l_cn")| O J_;L‘S,o u,..._:olf et LsL:oJ9l_..; 4
SelS oled 5laey JopdS ol a S asole s
by Slelga V- ool wa S Lol 5lasl o
Slas o, cde ay e ul S T 0 V-
am ey Lo (5b 1Y) 0l Gl wm sl sl
Gl a5 039 WYLWS 5 50,0 (40,8 4 e
3 5 M S—5s,58 Jeaily Ly 6°tht3~? sl sl
4t b ol eis S oo et Jlas wlidl 6 e 9,
3 i gl sl Jolw o 1, V= w5 ol
as ol UL.M) LBUT asllho 9 ..\._30; )y 9o J}&Jsﬁ
b s ol aS oo o plis ol sl Joeuw yo
Gl ey Jsbw jo sa ol jo ol o YL o>

..\_s)j )‘)J ool _wl S yg—0 )_AJ‘)J—‘ ‘_g)Lo.u

O Ve Jw o s o del sl o) SK—sa 4 Greeve
=YL Ol 05 Gl 0588 (e 1) V- el
e Gl Oy e ras sla sl o

[


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

WP L epgo o)lacis queiy 0y93

1. Waterham HR, Koster J, Romeijn GJ, Hennekam
RC, Vreken P, Andersson HC, et al. Mutations in the
3beta-hydroxysterol Delta24-reductase gene cause
desmosterolosis, an autosomal recessive disorder of
cholesterol biosynthesis. Am J Hum Genet. 2001;
69(4): 685-94.

2. Benvenuti S, Saccardi R, Luciani P, Urbani S, Deledda
C, Cellai I, et al. Neuronal differentiation of human
mesenchymal stem cells: changes in the expression of
the Alzheimer’s disease-related gene seladin-1. Exp
Cell Res. 2006; 312(13): 2592-604.

3. Greeve I, Hermans-Borgmeyer I, Brellinger C, Kasper
D, Gomez-Isla T, Behl C, et al. The human DIMINUTO/
DWARF1 homolog seladin-1 confers resistance to
Alzheimer’s disease-associated neurodegeneration and
oxidative stress. J Neurosci. 2000; 20(19): 7345-52.

4. Benvenuti S, Luciani P, Cellai I, Deledda C, Baglioni
S, Saccardi R, et al, Thyroid hormones promote cell
differentiation and up-regulate the expression of the
seladin-1 gene in in vitro models of human neuronal
precursors. J Endocrinol. 2008; 197(2): 437-46.

5. Miller LD, Park KS, Guo QM, Alkharouf NW, Malek
RL, Lee NH, et al. Silencing of Wnt signaling and
activation of multiple metabolic pathways in response
to thyroid hormone-stimulated cell proliferation. Mol
Cell Biol. 2001; 21(19): 6626-39.

6. Selkoe DJ. Alzheimer’s disease: genes, proteins, and
therapy. Physiology News. 2001; 81(2): 741-66.

7. Lu X, Kambe F, Cao X, Kozaki Y, Kaji T, Ishii T,
et al. 3B-Hydroxysteroid-A24 reductase is a hydrogen
peroxide scavenger, protecting cells from oxidative
stress-induced apoptosis. Endocrinology. 2008; 149(7):
3267-73.

8. Peri A. Serio M. Neuroprotective effects of the
Alzheimer’s disease-related gene seladin-1. J Mol
Endocrinol. 2008; 41(5): 251-61.

9. Peri A, Danza G, Benvenuti S, Luciani P, Deledda
C, Rosati F, et al. New insights on the neuroprotective
role of sterols and sex steroids: the seladin-1/DHCR24
paradigm. Front Neuroendocrinol. 2009; 30(2): 119-29.

10. Tivonen S, Hiltunen M, Alafuzoff I, Mannermaa A,
Kerokoski P, Puolivili J, et al. Seladin-1 transcription is
linked to neuronal degeneration in Alzheimer’s disease.
Neuroscience. 2002; 113(2): 301-10.

11. Drzewinska J, Pulaski L, Soszynski M, Bartosz G.
Seladin-1/DHCR24: a key protein of cell homeostasis

-

and cholesterol biosynthesis. Postepy Hig Med Dosw.
2008; 63: 318-30.

12. Fitz Patrick DR, Keeling JW, Evans MJ, Kan AE,
Bell JE, Porteous ME, et al. Clinical phenotype of
desmosterolosis. Am J Med Genet. 1998; 75(2): 145-52.

13. Schaaf CP, Koster J, Katsonis P, Kratz L,
Shchelochkov OA, Scaglia F, et al. Desmosterolosis-
phenotypic and molecular characterization of a third
case and review of the literature. Am J Med Genet A
Part A? 2011; 155(7): 1597-604.

14. Herman GE. Disorders of cholesterol biosynthesis:
prototypic metabolic malformation syndromes. Hum
Mol Genet. 2003; 12(1): R75-R88.

15.Klahre U, Noguchi T, Fujioka S, Takatsuto S, Yokota
T, Nomura T, et al. The arabidopsis DIMINUTO/
DWARF1 gene encodes a protein involved in steroid
synthesis. Plant Cell. 1998; 10(10): 1677-90.

16. Cecchi C, Rosati F, Pensalfini A, Formigli L,
Nosi D, Liguri G, et al. Seladin-1/DHCR24 protects
neuroblastoma cells against AP toxicity by increasing
membrane cholesterol content. J Cell Mol Med. 2008;
12(5b):  1990-2002.

17. Abad-Rodriguez J, Ledesma MD, Craessaerts K,
Perga S, Medina M, Delacourte A. Neuronal membrane
cholesterol loss enhances amyloid peptide generation. J
Cell Biol. 2004; 167(5): 953-60.

18. Ishida E, Hashimoto K, Okada S, Satoh T, Yamada
M, Mori M. Crosstalk between thyroid hormone receptor
and liver X receptor in the regulation of selective
Alzheimer’s disease indicator-1 gene expression. PloS
One. 2013; 8(1): e54901.

19. Liu CC, Kanekiyo T, Xu H, Bu G .Apolipoprotein
E and Alzheimer disease: risk, mechanisms and therapy.
Nat Rev Neurol. 2013; 9(2): 106-18.

20. Burke SL, Maramaldi P, Cadet T, Kukull W.
Associations between depression, sleep disturbance,
and apolipoprotein E in the development of Alzheimer’s
disease: dementia. Int Psychogeriatr. 2016: p. 1.

21. Di Paolo G, Kim TW. Linking lipids to Alzheimer’s
disease: cholesterol and beyond. Nat Rev Neurosci.
2011; 12(5): 284-96.

22. Arispe N1, Doh M, Plasma membrane cholesterol
controls the cytotoxicity of Alzheimer’s disease AP
(1-40) and (1-42) peptides. FASEB J. 2002; 16(12):
1526-36.


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

wag )Lg.g «©9d o)LoL) e 0)90

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

23. Yao JK, Wengenack TM, Curran GL, Poduslo JF.
Reduced membrane lipids in the cortex of Alzheimer’s
disease transgenic mice. Neurochem Res. 2009; 34(1):
102-8.

24. Alipour F, Borhani Haghighi M, Pasand Mojdeh
H.The Role of stem cell therapy in Alzheimer’s disease.
Shefaye Khatam. 2016; 4(2): 87-97

25. Liang WS, Dunckley T, Beach TG, Grover A,
Mastroeni D, Ramsey K, et al. Altered neuronal gene
expression in brain regions differentially affected by
Alzheimer’s disease: a reference data set. Physiol
Genomics. 2008; 33(2): 240-56.

26. Wu C, Miloslavskaya I, Demontis S, Maestro R,
Galaktionov K. Regulation of cellular response to
oncogenic and oxidative stress by Seladin-1. Nature.
2004; 432(7017): 640-5.

27.Kuehnle K, Crameri A, Kilin RE, Luciani P, Benvenuti
S, Peri A, et al. Prosurvival effect of DHCR24/Seladin-1
in acute and chronic responses to oxidative stress. Mol
Cell Biol. 2008; 28(2): 539-50.

28. Tsukiyama-Kohara K. Role of oxidative stress in
hepatocarcinogenesis induced by hepatitis C virus. Int J
Mol Sci. 2012; 13(11): 15271-8.

29. Hernandez-Jiménez M, Martinez-Lépez D,
Gabandé-Rodriguez E, Martin-Segura A, Lizasoain I,
Ledesma MD. Seladin-1/DHCR24 is neuroprotective by
associating EAAT?2 glutamate transporter to lipid rafts in
experimental stroke. Stroke. 2016; 47(1): 206-13.

30. Behl C. Estrogen can protect neurons: modes of
action. J Steroid Biochem Mol Biol. 2002; 83(1): 195-7.

31. Turgeon JL, Carr MC, Maki PM, Mendelsohn ME,
Wise PM. Complex actions of sex steroids in adipose
tissue, the cardiovascular system, and brain: Insights
from basic science and clinical studies. Endocrine
Reviews. 2006; 27(6): 575-605.

32. Lee JH, Jiang Y, Han DH, Shin SK, Choi WH, Lee
MJ. Targeting estrogen receptors for the treatment of
Alzheimer’s disease. Mol Neurobiol. 2014; 49(1): 39-49.

33. Vest RS, Pike CJ. Gender, sex steroid hormones,
and Alzheimer’s disease. Horm Behav Hormones and
Behavior. 2013; 63(2): 301-7.

34. Fillit HM. The role of hormone replacement therapy
in the prevention of Alzheimer disease. Arch Intern
Med. 2002; 162(17): 1934-42.

35. LeBlanc A. Estrogen and Alzheimer’s disease.

CURR OPIN INVEST DR (London, England: 2000).
2002; 3(5): 768-73.

36. Silva I, Naftolin F, Brain health and cognitive and
mood disorders in ageing women. Best Pract Res Clin
Obstet Gynaecol. 2013; 27(5): 661-72.

37. Zandi PP, Carlson MC, Plassman BL, Welsh-
Bohmer KA, Mayer LS, Steffens DC, et al. Hormone
replacement therapy and incidence of Alzheimer disease
in older women: the cache county study. JAMA. 2002;
288(17): 2129-3.

38. Peri A, Serio M. Estrogen receptor-mediated
neuroprotection: The role of the Alzheimer’s disease-
related gene seladin-1. Neuropsychiatr Dis Treat. 2008;
4(4): 817-24.

39. Peri A. Neuroprotective effects of estrogens: the role
of cholesterol. J Endocrinol Invest. 2016; 39(1): 11-8.

40. Luciani P, Deledda C, Rosati F, Benvenuti S, Cellai
I, Dichiara F, et al. Seladin-1 is a fundamental mediator
of the neuroprotective effects of estrogen in human
neuroblast long-term cell cultures. Endocrinology.
2008; 149(9): 4256-66.

41. Anderson DC. Alzheimer’s disease biomarkers:
more than molecular diagnostics. Drug Dev Res. 2013;
74(2): 92-111.

42. Cirillo C, Capoccia E, Tuvone T, Cuomo R, Sarnelli
G, Steardo L, et al. S100B inhibitor pentamidine
attenuates reactive gliosis and reduces neuronal loss in
a mouse model of alzheimer’s disease. Biomed Res Int.
2015.

43. Hosseinzadeh S, Zahmatkesh M, Hassanzadeh Gh-R,
Karimian M, Heidari M, Karami M. The correlation of
serum S100p protein levels and hippocampal Seladin-1
gene expression in a rat model of sporadic Alzheimer’s
disease. Tehran Univ Med J. 2015; 73(8): 569-76.

44, Gilanchi S, Esmaeilzade B, Eidi A, Barati M, Mehrabi
S, Moghani Ghoroghi F, et al. Neuronal differentiation
of rat hair follicle stem cells: the involvement of the
neuroprotective factor Seladin-1 (DHCR24). Iran
Biomed J. 2014; 18(3): 136.

45. Kodukula Anderson DC, Kodukula K, Biomarkers in
pharmacology and drug discovery. Biochem Pharmacol.
2014; 87(1): 172-88.

46. Simi L, Malentacchi F, Luciani P, Gelmini S, Deledda
C, Arvia R, et al. Seladin-1 expression is regulated by
promoter methylation in adrenal cancer. BMC Cancer.
2010; 10(1): 201.

I


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html

[ Downloaded from shefayekhatam.ir on 2025-07-09 |

[ DOI: 10.18869/acadpub.shefa.5.2.88 ]

WP L epgo o)lacis queiy 0y93

Sosy—= dlza

47.SamaraA, Galbiati M, Luciani P, Deledda C, Messi E,
Peri A, et al. Altered expression of 3-betahydroxysterol
delta-24-reductase/selective  Alzheimer’s  disease
indicator-1 gene in Huntington’s disease models. J
Endocrinol Invest. 2014; 37(8): 729-37.

48. Ramos MC, Sierra S, Ramirez C, Velasco J, Burgos
JS. Simvastatin modulates the Alzheimer’s disease-

|

related gene seladin-1. J Alzheimers Dis. 2012; 28(2):
297-301.

49. Benvenuti S, Luciani P, Vannelli GB, Gelmini S,
Franceschi E, Serio M, et al. Estrogen and SERMs exert
neuroprotective effects and stimulate the expression of
seladin-1, a recently discovered anti-apoptotic gene,
in human neuroblast long-term cell cultures. J Clin
Endocrinol Metab. 2005; 90: 1775-82.


http://dx.doi.org/10.18869/acadpub.shefa.5.2.88
https://shefayekhatam.ir/article-1-1368-fa.html
http://www.tcpdf.org

