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Alzheimer’s disease (AD) is the most common form neurodegenerative disorders through pathways associated
of dementia and the"8eading cause of death in the US. with autophagy, glucose metabolism and mitochondrial
,QKHULWDQFH Rl WKH $SROLSRSURWHXQFOWLR®M >MmW@OOHOH LV WKH
VWURQJHVW JHQHWLF ULVN IDFWRU |RWUn @DaVv HGCRIPRIOQW V6 UD W3HF WKDW P72
FDUULHUV DFFXPXODWH EHWD DP\ORUBG XFHX S URDQARAERDWRDUSDWKZD\V
tau tangles earlier and with more extensive pathology WKDW RWKHUZLVH LPSDLU %% % LQW
compared to non-carriers. However, decades before the WUDQVJHQLF PLFH > @ /RVV RI %% % L
DJJUHIJDWLRQ RI' $ DQG WDX FRJQdng bfy tH® nitainy Reebts $tB& (lead to AD-like
FDUULHUVY KDYH GHYHORSHG QHXURSDWKRORU LGB HOFEDWWFD®HF QRCGWRHE $32(
UHGXFHG FHUHEUDO EORRG ARZ & 9%%9% 2QLQ WRHSIULWHGL¥ ORRRKEO\ DVVRFLDW
EUDLQ EDUULHU %%% LQWHJULW\DQ@® ST BDERNG CABURDY@YHWELOLW\ |
WKDW EUDLQ SK\WLRORJ\ LV DOWHUHE Q2 $3QLIDEHEI BievRY reported
EHIRUH FOLQLFDO PDUNHUV VXFK DWK®DWWDXK SBIWKIRRGAR RI PG&5 DFWLYDYV
PHPRU\ GH¢{FLWV DSSHDU VXJJHVW logde Syitiase and sabseOtbelreledsP Qf hite oxide, a
SUHGLVSRVH $32( FDUULHUV WR GHYBYRGSLOQDWRUKHHKHFKUHQ WXUQ LQFU
HDUO\ LQWHUYHQWLRQV WKDW FDQ BRBEWABUBJIQKXRRQY DS/ FLHCRB Bl. thg FL W V
to normal could be critical in potentially preventing WKDW UDSDP\FLQ UHVWRUHG WKHLU &
the development of AD-related neuropathology and ZKLFK ZHUH DVVRFLDWHG ZLWK UHGXF
cognitive impairment. In a recent study, using magnetic and cerebral amyloid angiopathy, and improved memory
resonance imaging (MRI), Lin et al. reported that young, > @ &ROOHFWLYHO\ WKHVH (QGLQJV
DV\PSWRPDWLF $32( WDUJHWHG U H 8lterb redrBvdQuldr famckidths WirdudDiildpBe potential
ZLWK UDSDP\FLQ KDG UHVWRUHG &SDWKZG\ Y% ¥9%H EQXWMH WIHK\URYDVFXODU
WR WKH OHYHO RI ZLOG W\SH FRQWDRONVH¥V® HY KB WW MWKDW HBHD G WR ¢
vasculature was associated with amelioration of incipient LQKLELWLRQ PLJKW EH DQ HuHFWLYH
OHDUQLQJ GH¢{FLWV RI WKH $32( b bacdlaHu@dtiens Bridiethsequiriy slow or prevent
VLIQL{FDQFH RI WKLV GLVFRYHU\ LiNe pioKrEsgvof BD deie@pmé@ FWLRQV DUH
pharmacologically reversible and AD potentially could be ,Q FRQFOXVLRQ P725 LQKLELWLRC
SUHYHQWHG LQ DV\PSWRPDWLF $32(toRRredde kdspan and healthspan in various species.
5DSDP\FLQ LV D GUXJ DSSURYHG RaméychR@ DsQderivati¥ek, rapalogues) has been
$GPLQLVWUDWLRQ )'$ ,W KDV EHHQ@@A3SGRIHBEVEHGWRH QI$QVERGH IRU
settings and was originally used as an immunosuppressive humans, and these compounds have been given to cancer
agent to prevent rejection of organs in transplant patients. patients for relatively long periods of time with little
%\ +HLWPDQ DQG FR ZRUNHUYV @hangE R thédduatitof Difé i et@IDitHer demonstrated
7DUJHW RI 5DSDP\LQ 725 > @ ,Q Pihd Pdpamycin\éstoreS LaRdWprekedves neurovascular
LV VSHFL,;HG DV PDPPDOLDQ 725 RKQFETRBLREPWV2E MWKH $32( WUDQVJHQLF
the serine/threonine kinase that is the regulatory nexus results may provide the basis for future AD prevention
in the response of eukaryote cells to nutrients, growth WULDOV LQ KXPDQ $32( FDUULHUV
IDFWRUV DQG FHOOXODU HQHUJ\ VWDWXV 5DSDP\FLQ LV D P725
LQKLELWRU $ PDMRU EUHDNWKURX&KingRir FXUUHG LQ ZKHQ
LW zZDV VKRZQ WKDW UDSDP\FLQ ZKLFK UHGXFHG P725
signaling, increased the lifespan of mice (see review in
> @ ,Q DGGLWLRQ UDSDP\FLQ KDV EHHQ VKRZQ WR UHGXFH
a variety of cancers in mice as well as atherosclerosis
in mouse models fed high fat diets as well as improve
LPPXQLW\ LQ HOGHUO\ KXPDQV > @ $V UHIJDUG WR WKH KXPDQ
central nervous system, several studies have shown that
LQKLELWLRQ RI P725 E\ UDSDP\FLQ WUHDWPHQW LPSURYHYV
cognition, slows brain aging, and impedes the progress of
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