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Upregulation of cAMP is a new functional signal pathway of Klotho
in endothelial cells

(ARMRTD Klotho BAIZ & HHIFIA cAMP FTHEIE. FHDOBEEMNTE
BIZERTHD)
MOX ¥ E £ B (F#&)
B £ KR #5B

(B1E)
¥ 8 A0 BEZ # & & &

(B#Y)

klotho Bz TE R~ U A IBHRELCBHMBRE, MEER L, b FOBBICHEHELHERMBEINDIET L TH
%, BIAREE{L & BE L T, klotho BETFER~ Y TR O MENKMIAMENBEIN IS, AR RED
ARG L 2R FOMARRICE VEERENRET LI ENHLN. TOMONBBEREEEET M LT
% in vivo T klotho G TFHAI & » THEMEESEET S Z L RSN TS, 0L 52, Klotho & MLtk
HFEUTHERBLTWAZLBARBEINS, L2L, Klotho &HADKEEIL., MaNEREELSORIEHAIN
Ty, —% . Klotho BHiL. AL alternative splicing (2 L 35 OEESMON DN, TRFROBEEIC
DVTHHLNZEIN TR, AFETIE, Klotho EHNOEIREMEL . WEMBEBED VL STHDT A
Ty o EHEER (ACE) BB~ORETRD L L HIC. FORBGREHEEORI) S Klotho & H OMANIE RIS
EEEOMAL BN L Lz,

(Fik)

< 7 ZER Klotho EA® ¢cDNA % pCAGGS OF X 3-T 7/ F o orune—4F—L Iy hg-Zua bR AR
T FAORICHEEA L Klotho 3B~ ¥ —&ER LT, B2 ¥ —i3, VR Y — L3EICT COS1 MRICEA L7,
pCAGGS X7 # —DHEA L7- COS1 #ifa% 2 hu—L & Lz, COS1 MR/ b NZF DEE#E LiF~? Klotho &
HOFEBL, Hi Klotho € / 7 7 —FAHKTH 5 KM2076 (HFfnREETE LY 735) & T Western blot (2 &
D M L7,

MR HIFLIZ %45 Klotho A DIEA % Ratd 2 BAI T, klotho #{xFE A COS1 MR #E EIE4 AV T M
HEARN MR (HUVEC) %5#+55ikE . @& % double chamber CHIERT 2 H AR L, ThTho
ZMTo HUVEC 22\ T, NEHIREEED —~>TH 5 ACE IEHARIE L, ZORBERADICR L EEOTEV-MAA
FHEERT E LT cAMP #8IE L7Z, cAMP ¥EMERATHD Z L OMERIZ. cAMP-dependent PKA FHEH]

(Rp-cAMP) TFETF COERLEB I Lo 7z,
AT % — kO ACE &M hippuryl-His-Leu # A THEZ & U CEA SN 3 His-Leu 2 E0HHEIC X D AIE
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L. HMilaZE BB THIIE L7z, cAMP I, HiR¥ v MITIET B FAALEIC L D E Lz, —HOER L. REL M
L &E 572912 IBMX (phosphodiesterase FRESE) % Bi4LIE L 7=,
(hRA&)

~ U AEH Klotho EET4#EA L= COS1 MlADFE VR — MM HONCEEE FEICHE VT, KM2076 % B -
Western f#HTIC & D BRI T& 249 130 Kda /3 RFAMEE ST, pCAGGS DAREA L= hu— Lol L
TOBEEFTIE, Nr Nl anieholz, ZOBAYA X3, ~ 7 AJER Klotho BEHICIZIFET L=,

COS1 #ifaniE#E Lg% AW o ER 2 b NI HIERERO VLTI W T, HUVEC @ ACE EHEIE 1.9~2.1 {5
WZTOHE U7 53 1A V2 ER T 2> b e — A0 COS1 Ak DiE% 1iE L OFEEIE CORAHEIEY .
Klotho EHE 5% EIFIZ L5 ACE EMTTESARKTEN TH S Z L 2R L, =0 ACE IEHELHIZ cAMP &
D PKA BEEA] (Rp-cAMP, 10 umol/L) 124 ¥ EBED L~ F T S,

HUVEC ® cAMP BEEAIZ DWW Tid, Klotho EH % &8 LR EIBIC X AHIBIC L0 10 S B AEE 45 —@k
DEREBDI, IBMX FET T, 60 25 F THh4 12 cAMP §808 L7, =22 ha—/L0> COS1 Ml Sk DEE
® EBEZAWHE L OET, klotho #{mF# A COS1 Ml kDR LIFHIIKIZ X Y 49 2.35 (5D cAMP BEEA T
EEFED, HEETHLRBED AMP EATELZRDT,

(ka+E)

BERMARIZI WV THRE Klotho HEAA, MM TREE EBEICLRBINIRAITUD TH Lz, 5% EiE
FIZHWSN-BEABBERICHEE TS 130 kDa DEATH -7, £7-. Klotho & H7 HUVEC & ACE 7L E
MEATD L. TOEREAIC, MIaRN cAMP BEATUENES 5 Z L &R LK, L EX Y, Klotho B HEDM
PIEFRRIEIZ, PEHEIRIZ IV Tid cAMP-PRA K IFEEE DS TEFE T D AIREM A1 U T L N TX 72,

RMXEBEEORROES

Klotho BIATER~ U AT ELIRHE R T L, NEMEERE T 7 VIZxT 3 in vivo T klotho &5 T8 A I P9 R
BEUEBT D LPRESN TS, L L., Klotho B HOMEIIMIENIEREEY SHOREFEB SN TLARL, &
FFETIX, Klotho EH & NEMMMEEDBIRIZ OWT, T V4T v o BHiEER (ACE) BB &+ DORBEHEIZ
2307 % cAMP IEHD Ah HIRET LT,

ABFFETIL, BRI THR Klotho EH2S, MRS TRIEELBICLREBRINAREZIZIUH TR L
7o, BREFEFICHOWENLRABERICHEYT S 130kDa DEATH -7, Klotho BEE#RH4 5 COS Mg s M
KAR DL, ZOME LEE AV CREMI~OFEx R-ERC LY, Klotho & HIZMAMIAD ACE EH:
EIOESEDZLEPMALNE R0, Eie. TOEMAMFIC, MNP cAMP EATTHENBE 5 2 L ARENT, LU
£ &Y. Klotho BB DMIINIFRIGIEIL, NAEMIAIZE Tt cAMP-PRA KIEMRIENEET 5 2 & 213 L TH
LNZTER,

AHFEIL. Klotho & AMIIENESRIZERBE L MAT 5 ECEELHMRTHY . 5% 0 Klotho HFIEE~DEMIL A X
<, HUREIET 2D EEZBNB,
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