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ARUEAKLDYBANFAS UKIDNEIGYYSWI

uuatiGau (Mg?) Wuloaaudludans:udoumsddinidszauisadilazns
MVIVYDVS:UUDIYIKANES:UU  Ad=wsavluAalldouduwusaulsadiAtykaig
sla wu Ispdalswas Isans:gawsu ANuaulakagy wWIKkoU wazu=iso [1]
sz:auuat@auluwanaundvganduaulkagiuyoy 0.7-1.1 Daaluadoaas lag
91AgAIUAUQas:KkIWMSQaduMnaTE msazauluns:gauaznduiio ua:ms
guaannivla [1]

1. nalanmisqaBuuuaititdouluarld Uszuneusosa: 90 vavuunlilGougn
QaduR& &N Rikdanalusldlke) Wiuaavnalnkan TauA mMsqaduuuuriu
waa (transcellular) waznsqQaduuuuriubgavIvs:KIvIWBad (paracellular)
[2]

1.1 msQaduluunWiuLBad aFeyavieaau ldun TRPM6, TRPM7 ua:
Apauwansd TRPM6/7 lag TRPM6 tia: TRPM6/7 imistiaavaandiiwi: Iuwau
&lduakaaala msrviuvav TRPM6 ua: TRPM7 aadgudouuu negative (//
feedback lag Mg? ua: Mg-ATP meluwsad veuzi TRPM6/7 Iu'bcianalﬂd\) A //
nan mikmsiidn Mg? dududelduds:aumeluae :adu Mg? andudsv.
aanmu basolateral WwiulUsGuuuav CNNM4 U\)O']FIEJH:)”IUUU[U[OEJU[UUllS\),g, ‘
Julpdaundend (sUn 1) |
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suUn 1 mwuaavaalanmisaaduuualilBauniu
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uusaddoyld

1.2 msqaduyavivs:kivad nuAulaslustiu claudin Taglawa:
claudin-7 ua: claudin-12 awludrfmkuanduainisaiumswiuyay Mg
{uald lagnalas=aululanadodavamsnsAnuida

2. UadsnduaumsqaduuuntiGauiuald [2]

2.1. gasluu: wasilnsagdaasluu (PTH) uazlwlusuaadlasnuwn
nas-23 (FGF-23) ané’ﬁuﬁ\)msqoﬁuuuuwﬁuwaa’ lagns:=Audsyeyreu
PKC dowalknisuaaveanuav TRPM6 uuldaRulsadanay 3viwaaanis
fviugay TRPM6 ua: TRPM6/7 lun:unadoud PTH luidoav:twudu
as:dumsaalgns:qn (Foo:UaaUdasunaldoy woawa uazuuntideu) Wy
msqanaulnalBounla  uaznmsadv3odudiwowumsQaduludild  s:=au
woawaua: PTH Agvdus:ns:duaskav FGF-23 mans:qn Goazdudons
aswimiuduazwunmsguwaawanla JsvAund:waawaidu PTH uas
FGF-23 Advlnnsnanmsqadu Mg? WalavAund:uuali@ouiaumnms
aarwns:qn [2]1 WunalnUszanuWawus:autnadou  udlins:nudas:au
wuadildouuawoawa [1,2]

2.2 autunsaludlduazasuibdalusasu: M pH Ravdulnaaa
Jadhu Mg Razawwld Fvaamsqadu ad:asaludidividodonsqadu
uanmndiwadidoyasisulusasuniumsudrAey [2] Tdun OGR1 (GPRGS):
aans:Aul pH 6.8-7.2 TwawwumsQadu Mg® wWiudumv PLC/PKC
ASICla: as:Aui pH Us:uiau 6.2 Mik Ca®* Tkaldhisadua:ns:auniskaviu
msuawa aaanulunsa uaswumsanaznauyay Mg Fvnamisqadu
Mg?" P2Y2 purinoceptor: hdalUsaauuia: ATP misas:Guinumskaviu
AISUBLUQ doWaaansQadu

SOy AR e K
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2.3 wavaven Proton Pump Inhibitors (PPI): msid PPl szgzg1duwuss
Aumd:uunatiBoud laslnalndAey Taua e
e aomsuaavednuazmsiviugaw TRPM6/7 Wwiumswoalwsiagun T185
uazoandlagui M1755 wiautwus:au FGF-23 luidaa 7
o WWUMSUAQVaRAUDY ASICla ua: P2Y2 as:duaiskavlumsuatua IWuAs
ana:=nduUYaL Mg
o KlgothAURQUAGIUDYWILLNIBAE AoMsSdALauBasbuadadans Fvaa
WuhRRdQadu Mg”
3. m:sasvanqaunatildaulunaSvarldlkyuazldasv
meldnsauyavdsIsvauqaluntileuavaald AuRaUntuaw Mg gv
WWoulovauwesmidavavu:Svaldlkejuazldasy (colorectal cancer; CRC)
golukbviuaikamsidegdamnuziSvsududuvavlan snmsaautludiuazms
uwsns=ae Updekanus:mskivAomsdisvaguavisaddufutau:§y (cancer
stem cells; CSCs) @vlifngmwlunmsuuvmIusiaa GAnudakguidoamw az
nudamssavwiasgiu msmanudionalafnduAuAuaUUAUaY CSCs 3vi
UodAgydanmswauuinagnssaws:e:e1d [3]
KaNZIUMLS:U1a3NE1E31sIASU Mg? dduwusAuaduEeY CRC AW
Ju [4] vauzAMSIASUTUS:AUZVIAUDDIWUANUIEIVIWUAU  a:AduAUSUWUS
wuusUMes:k3ws:au Mg aumstaalsa [5] lus:auidatdio Aouuszi§v CRC i
s:du Mg msluwadavainibaidaundodwoidudAry [6] JUWuSAUASINU
AsUdn Mg® Wiu TRPM6 wa: TRPM7 waznmsaanisavaanniu CNNM4 [7,8]
mMd: Mg?* meluwadnavidaulovaumsdadasiiniinda wu doxorubicin ms
IWWUARUEUUE CSCs uazAngmwaIsuwsns=1g [9]
‘ 1AAUAAUATYDIVAIIESISLAUQATIVAU AFUIVYUDVNITEUDVIGLEad
Q8o lEtkey HT-29 wn=@ovuvuaesasd (3D) Go@suuuulasvadvuas
wlastoubsauwuduavAsuu:iSvlalndlAgvamwasvuInndis:uu - 2D o
cUszliuunuinuav Mg** donsuauu@ CSCs uazmsagsaauavisad [10,11]
4. unuinuav TRPM6 ua: TRPM6/7 dafauw:iSv CRC [10]
_ Anvimavovnsgugdvyoo TRPM6 wa: TRPM6/7 domswsaytdulauazns
bs uwsas=agvavisadu=iSvlusluvvawesosd lagldansgugo 3 wda  ldud
“Co(llhhexamine (a1sgugv Mg? channel), 2-APB (ansgug® TRPM6/7) ua

<Mesendogen (@sFUSOTRPM6 LLuuswiz) wanisnaaavindiAeywudn !
4.1 awegsasdunisudaavaanuav TRPM6, TRPM7 ua: TRPM6/7 uuléia

TRl i
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4.2 msgugv TRPM6 ua: TRPM6/7 dowalkaesoadgeyde ;s

Tasvasiv ua:wuwsadae lagaisgudvikartlilnacdanisidIauaviss .
Z

{,/'

>
1

i

wu 2D uaavliiRusiiAsuuzidoinnubdanisiasuudavauqa Mg? - '
4.3 msgudv TRPM6 ua: TRPM6/7 dowaaandiuaiuisaluaisiaa
secondary sphere formation ua:aanmsuaavaanuavlustiiu NANOG B0
1Du marker vav CSCs Uvginsaanruauva CSCs
4.4 msdgugo TRPM6 ta: TRPM6/7 dowaaa cancer migration
pgvivsdAy
5. mswWaguulavanwudaidauuay Mg? arguandauu:iSv CRC

[11]

Anvinalasasovavs:au Mg® uanwadnwasuulavlUdaanid:auqa
Mg* ua=msagsaauavisadawesasd laguuviduanid:=uia Mg* (0.2, 0.4,
0.6 mM) uazand: Mg® av (1.5, 2.5, 5.0 mM) atRsuauanid:una (1.0
mM) wamsnaaavid1AeywuI

5.1 Avamd: Mg? dhuazgo dowalklasvaswaiiesssdideiadosmw Diwsad
MYKANDANSIUAINESREd  LlazuuNauavalWesa8danavaginsdals ALY
Wuduuazar  vasandevAumsidiavevisadnacay lagwadalesosdi
aNubdamstwasuulavivinadwaduuu 2D

5.2 mswaguulavuay Mg as:AulkIA0MSMEUDIBAdWIUASIUIUMS
apoptosis lagtRuldonmsiwuiuvavluséiu p53, Bax, cleaved caspase-3
lazMsaaavuav Bcel-2 uanmnﬁﬁ\)wumsns:c‘}u autophagy »1aUsuieulusadiu
pS556-ULK1 ua: p62/SQSTM1 lagtawrzagwdviusadawesosd

5.3 mswasuulavyay Mg? dowalkisadaiiasosdgayidannuanuisalu
- msUsSuMasisvauaa Mg luvrusfsad 2D awsalsulWukdaaans
Laavaanuavduuay Mg* (1u TRPM6, TRPM7, CNNM4) Tdagwikuizau
udwadaWesosdnauuaaveanvavlustuikartianaviunnand:zAinavndlu

5.4 wadaweusagdluann:=uadimsiauwaawandukuvdrAgy (wu S141 KA}
_ ua: S1252 yav TRPMB) Boygiedviasunistil Mg™ whisad udwoagluanid: -/
- Mg®  mK3agy  msiiuwaawandiukuvikarikiell  uaznauwunsiau

g } waawanchukuvgugomsimu (T1851 vov TRPM6) unu
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5.5 an12: Mg? ARauad laglawizanidzuia Mg?* tWun1d:1ASeq
p9ndladu dvwalklAiaunnseraandladuvavasas=ilu Methionine/
(MetO) uulus@u TRPM6 ua: TRPM7 tWudu dviludnnalaktvarmii !
Jovikardidoaniwuazmviuldanav
, 5.6 wadalWesasdhagmeldanid: Mg?* ARauna Gasanavuavlusdu
Mrs2 Goilugavin Mg? ihlulnAsulass mangWihRdakuTulnAsUISEEU
uaaavagvsulsy thlugmsuiawdomuuazns:dumsmeyavisadluian

datauauus: 1ovmngaw TRPM6 ua: TRPMG/7 Gasuaavaansiaa
wrtuilaodld mswaurszuuthdy Mg?  KéaansgudouuuAIUAUMS
Jaog (controlled-release system) WWavAauu:iSviualaikeylasasy Fvo1d
Wuuudnmvmssasntaul  lagowinadviAgvdas:uudus  usiometios
n31 viudvedlawayuuavikulkAuunUINYaY Mg? lumsditdulsau:iSy CRC
uaztauathKueAssAVIATANUT WDV TUFIKSUR U 8u:1Sv N [ETKeY
{uaunna
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