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The pathogenic mechanism of tumor by the AGEs-RAGE axis
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Abstract: Advanced glycation end-products (AGEs) are formed by the Maillard reaction, a
non-enzymatic reaction between reducing sugar and the amino groups of proteins, which contribute to
the pathological complications of diabetes mellitus (nephropathy, retinopathy and neuropathy).
Diabetes mellitus has been identified as a risk factor for arteriosclerosis, opportunistic infection and
malignant tumor. A recent study suggests that receptor for AGEs (RAGE), which is a member of
immunoglobulin superfamily, is involved in underlying the cause of various types of tumors, in
addition to AGES-RAGE axis inducing pro-inflammatory reaction. Although RAGE is generally
found to express in various tissues at lower levels, it is highly expressed in a few tissue or many types
of tumors. Since AGEs-RAGE signal transduction cascade may be involved in the pathogenic
mechanism of malignant tumor, decreasing AGEs production and/or inhibiting RAGE stimulation is
expected to be a new therapeutic strategy in diabetic patients.
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i & LT, MBEERAFANCARNICER T DR
B PEY (Advanced glycation end-products, AGES)
&, TOZFEILTH S RAGE (Receptor for AGES)
OGN LTS, AGEs 1%, EhE (£7-
IBEREIY) & & 3 B DN ISR PR IR G I
Jin (AA T —FRUR) 23252 & THEELEWT
HV, ~ETBE ACEIZLD, XUy,
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(soluble RAGE) & L CuliEffEL, U A FZ&WRIN
THTaA L LT 72, RAGE IGMEEZ X 7T
« 7ICH g 5. RAGE 1%, AGEs 721} T2
<, BEIRIFOIRHE &I X EHZ AR O L HMGBL
(High mobility group box protein 1) <° S100 % >~
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#2 8100 Z "I BET7 7 Y =4 LHEAx DD & DR ENE
S100A4 AA W, flidA 12, AS5/—< W, EFENA 9
S100A6 A5/ == 13, EFHA 1D
S100A8 - S100A9 (hetero dimer) EEAA 19, BILRAA 17
S100A10 FARIRAA 19
S100A12 BEREAS A 19
S100A14 FFigAS A 20, BEMA 2
S100P FLAA 2, BEREMNA 29, FEBHA 20
IZHEGT o\ F — R HETCHDH V5. iz 9. X561z, S100 # >RV EE, ARICE -
TNV H U RDHH, S100 ¥ XU Hix, 18 TEMBEATEMEL LB oW S, = F ¥
PERIER BN AEDOREIZB T, BHRBLL T ATHT D RIEISE (TNF-o DIYIE) ARt L

WDHZENMBLNTEY, NAFIEME~Y —I—
ELTHEASATNS.

S100 # N7 B & S AMFSR
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WD ZERH SN TND (F£2). S100 ¥
ONTBX, BB AR DA MIE O X 5 7
KB ANZBWTHIE L TR Y, BEMER R S
TN D B,

F72, S100 ¥ X7 I, AR RAGE % 4p
L TRIEISEZIEMWLT 2 2 L AmEIhTW
%. S100 & 2] Tl b E RN R AR R i
HUVEC #lifu Z i35 &, 855K+ NF-xB D%
M1t %4 L, VCAM-1 (vascular cell adhesion
LWV I RIEINEICE 5T 2 BB T
IZOWT, FEICHRBEEN LA+ 2 Lnflgs

molecule-1)
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7o ZORRIZIE, BRIk E o245k TLR4 (Toll-like
receptor 4) &fEAT5Z LT, MyD88 (myeloid
differentiation primary response 88) % Ji- L 7= NF-xB
DOIEMALZSIERZ L, A— 7 T4 BN T
WHZ ERbirote 2. LinL, RIEMERIC
FBUWT S100 & v /37 B OFBLIN e ETLET 5 O
D, AB=ZALNIAABREETHD.
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EIFDRAEDOMABEDED X I, 1BMHERIE &2
ADFIEIZHOWTIL, BERERP L LEXD
NTWD. BERTIE, MEORASLHITLIES &
STRIENGIZEZ IND. JUR L 72 2 B D
BRAMHEDIUT, RIESTH LTI RS 5 28,
BT 2560 H 5. Fiii T 5 NLE 7R RIER
WL, —BEERSGOT V=TV HNEEEL,
HEfE 72 iR ki) DNA RG22 5 S 3. fik L
LT, DNA 5 LIZHifas2safkd 5 L A
N=ALTHLN(K2). ZNETORE LD,
S100 # /I EINRIENOG ZTLEL, S HITIE
DAFIE~ L ERIEDL0I1C, RKE<HFLELTW
Dl TE D, Bilf, S100 # /87 BHDOT
J BRBELBIH R O B K~ 7 F B RAP (RAGE
antagonist peptides) 7%, RAGE ¥ 7} /URIEIZ X
% NF-xB OIEMEALZHI$ 2 & & HIZ, FElED
ARERARE (MPanc96, MOH, KUY HPAFII) 0¥
WAEMEIT 52 ERbhotc. o, X—Rwy
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HMGB1 & 23 A W5

HMGBL1 (%, BHNIZJRIET D9 A F AL
NRIETHY, BERHEICADL EEZEXA N TE
72 P, HMGBL I, ML & & ISt~k
i &4 %5 DAMPs (Damage-associated molecular
patterns) 7 7 X U — 1 DO—D2ThH VU, ZHIK
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22
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