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Effects of a novel compound MCC257 for diabetic peripheral

neuropathy in streptozotocin-induced diabetic rats.
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BEER 973 & BHAE D — D T d % B BRI M AR R PR PR O e BB VT VR /) i 8 P bolyol KR
W MERIIROT R R =S A, ERER T OREREOMEL ORBAFET 205, REDL '
T HEDFIEMMIIRIERATH 5, ‘ '
THEREET 7 7 I U—DOND—D Nerve growth factor (NGF) i, BRFEHES LUK
R DIRR L2 DRI TEE SN, WSRO NGF receptor ICHE L, MfTHEIhH %
IZ& D, Dorsal root ganglia (DRG) i?‘:ii\ LGRS E N, EICHEHBORE. # :

DETFIREESNTBY, TN5icks NGF AIERAQETFAMRMSIERSE, BERES
KT ZEARRENTNDS, F/= NGF [ IHELCEWE THS, substance P (SP) DELEZH|
HILTWBEFTHSZ EMFEINTNS, SP ILRMAREICBNT C-fiber IR L. 8|
MR OMFF, FRHBMOBMEREWETT 5ET & L TOHESTNTNS,
NGF DERX sphingolipid D—DTH5. ganglioside GM1 IZX D{EE I ND T &M
HEN, ZOMEAREMFE LT NGF O high affinity receptor T3 TrkA @ thyrosine
phosphorylation & dimerization Z&&3 % EAFETNTNS 29, MCC257 I3=%
U7 7 —<Hk & DR E N O EAR GML mimic THD, £ OKES)
R BRFERMEREOREICBT S NGF EROEEMEEH ST 5720 F R
Z2{To7k, ‘ '
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A8 TEOKEM Cri-Wistar T b 1T Streptozosine (STZ) & ##kVES (50mg/BWkg) L,
STZ FERFERW T v b &{ER. STZ 5L, 1EKRICHERMEE 400mg/dl 2 L2b > THER
FOREE L. £% 8B LD MCC257 2N TN 0.3mg/BWkg. 1.0mg/BWkg.
3.0mg/BWkg IZT4MMEAROKRE 21T o/, JEMRFI > bOo—)RELT, 2hth
BEREEBRI =Ty FERAWE,

MCC257 % 4 #R#% O# 5%, radiant heat IZX DN (0.9 CT/sec) 2Ty kD]
tail IZH5XBI&EITED. Ty bOEMMRERMETDH S Cfiber ZREIITHBL. Sv b
ANBRHTEI 2R S £ TOMME LT S taik flick test (TFT) 4T, TFT #. T v hOHKE,
%, HbAlc ZHIE L. _
MCC257 54, BBICHBITS L4~L6 level M DRG. soleus muscle ZEHML, TNETND
BA D SP i & NGF iR % ELISA IS THIE L 7z,

Rt

@ v hOKE, Mk HbAlc

BERRBEE MCC257 BOBEHTIII L ho— VB LB LABEREERROERDE
(p<0.001). BERREBEE MCC257 #EO#GRHT. MBHHE. HbAlc BV Ta>r ho—)L#Es
g LA R LR 2880 72(0<0.001), BEREEEE MCC257 ROBREFHOMICIIAE, MH,
HbAlc KBWTHREIZRD 5hish o iz,

@ TFT

3> FO—VEEOBEE 123 £ 0.9 sec. BHRFBICHBIT BT 194 + 0.8 sec.
MCC257 O 5 L= & TIZENEN 14.2 + 0.7 sec (0.3 mg/BWkg), 13.7 * 0.4 sec
(1.0 mg/BWkg), 13.6 £ 0.5 sec (3.0 mg/BWkg) Thorz. HERFIIL. I ho—)LEE&|
HE L THERBROEEZRD 2 (0<0.001). MCC257 ROBEHIIVWTNOAERS. O
hO—VBEEOMICEREERD T, EMRRREEOLBETRERICEEOET2RDE
(p<0.001),

® NGF contents in DRG
a2 bhO—)VEETIE 12.7 £ 1.1 ng/g wet tissue. BERFEETIE 7.7 + 0.3 ng/g wet
tissue. MCC257 O 5 L=&H TIIEFNEN 104 = 1.7 ng/g wet tissue (0.3 mg/Bw




kg), 11.4 = 1.3 ng/g wet tissue (1.0 mg/Bw kg), 13.8 £ 1.3 ng/g wet tissue(3.0
mg/Bw kg) THo/z. BERFEHTIE DRG IZBWT, 2> hO—)V#IC L AR NGF
DR ERDI=(0<0.001). MCC257 #FEOIXEHTIZ DRG KBNT, MIRFHICLBRLAR
75 NGF 0¥z zRDH 77z, (p<0.05 0.3and 1.0mg/BWkg vs DM ; p<0.001 3.0mg/BWkg vs
DM)E7z, O3 NO—)VBE SHBREZRBOEM 2. MCC257 R ERMTIE. AEEIIR
Bizmoiens, HAEKEFEEICHENT 5 EmERL .

@ NGF contents in soleus muscle

I hO—)VEETIE 206 .12 pg/g wet tissue. HERMEIETIL 101 + 7 pe/g wet
tissue.MCC257 ﬁlﬂ?ﬁ%bt%ﬁ‘f“ﬁ%ﬂ%ﬂ 184 + 34 pg/g wet tissue (0.3 mg/BWkg),
216 + 14 pg/g wet tissue (1.0 mg/BWkg), 245 + 44 pg/g wet tissue (3.0 mg/BWke)
Tholz. BRFHTIL. soleus muscle, IZHBNWT, A2 MO—)LVEITLELARR NGF ©
A% B =(p<0.001). MCC257 REOHREHTIE soleus muscle IZHBWNT, BERIFHITLLEL
LAR’ NGF o¥mz@® 7%, (©<0.05 0.3 and 1.0mg/BWkeg vs DM ; p<0.001
3.0mg/BWkg vs DM)¥£7z, 3> NO—) VB IRE B EE RN o . MCC257 %55
T, AR N o TS, AREFEICHEINT BB ER UL,

® substance P contents in DRG

a2 hO—)VEETIE 17.5 £ 0.9 ng/g wet tissue. BERFEHTIE 7.7 £ 0.6 ng/g wet
tissue. MCC257 ROKE L &M TEZNEN 168 = 1.4 ng/g wet tissue (0.3
mg/BWkg), 18.3 + 1.7 ng/g wet tissue (1.0 mg/BWke), 18.7 £ 1.0 ng/g wet tissue
(3.0 mg/BWkg) THo7z. HRFEHTIE DRG IKBWT, I bO—)L#ITHEBLAERR SP
DD & BB (p<0.001), MCC257 HEOKEGHTIL DRG BT, HRFHITUHLRLAR
73 SP D% RS =(p<0.001). iz, I > bO— VB EIIERRELZRD RN D7z, MCC257
BRSBTS, AREEREOAN SN, AREELICHINT 3 BRER LT, o

® substance P contents in soleus muscle

I hO—)VBETIL 118 £ 7ng/g wet tissue. BERAHETIL 80 + 6.3 ng/g wet tissue,
MCC257 #O# 5 Lz &#TIdThEN 125 £ 7.2 ng/g wet tissue (0.3 mg/BWkg), 131
+ 8.9 ng/g wet tissue (1.0 mg/BWkg), 136 + 3.3 ng/g wet tissue (3.0 mg/BWkg) T
Holz. FRFETIE DRG IZBWT, a2 hO—)VEICHKELARR SP OED 2RO
(p<0.001), MCC257 R O#%E#TIX DRG IZBWT, FERMELICHIE LA R SP OHEinZR
BH7=(p<0.001), iz, A2 MO—)VELIIERREZRDRN > 2. MCC257 HEHETII.
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SEOERITBNT, FeiBRESNE ganglioside GM1 mimic TH% MCC257 1dBiF
57y FORE. MEFREICEEE5AT. HICHIER RO, MCC257 ZREMHR
5452 LickD. SHMICHBITS NGF SFEETIIMH N, ZRICHEVWEERENET
H% SP DEHRET bUMINZbOLEZ SNz, TFT I THHOEEA M ENTHE
M, MCC257 & NGF 2/ L T SP ##m&x®5 Z &, TrkA receptor % enhance S5 Z
EIT & D BERRPER RS AR R 1T 585 5115 small fiber neuropathy DFEAEZMIHIL 7z &%
ABNTz. MCC257 DREKEIEIC DV TIZBOR SIEITIAN 5 R E 2RO oW e
A, ARKEEICHMT2HEMERLZ. N5 ORIZ MCC257 MEARICBVW T4
CHREHT BT EATRENE, |
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Effects fo a novel compound MCC257 for diabetic peripheral neuropathy in
streptozotocin-induced diabetic rats.
(Streptozotocin FEFFERM 7 v MBiT D HERBIRAMHREE C T 5
MCC257 DRRIZEET 5 HF50)

ARG ST R MRS MR IEE 25 5 ganglioside GMI 4 {E % £
MCC257 DR EZB LI L L D ERBT-FITH D,
T E CHRERBHEICB O TITHRMEHEREIZ 331 5 Nerve growth factor (NGF) DpE
AET,. BLOZNZE 2B EGEWE Tbh 5 SubstanceP DEFBERIRMREIC
B DEAETICL WV REHREEDRENEASIND Z EPRENTWS, £
Z TAFILIE, NGF DIERZh R A R#T 5 sphingolipid D—2>Tdh % GM1 HEfE
M 2B OB 72 IZBRFE &7z MCC257 ASFERIRIEREMIREE IS L E D & 5 2%
RETTH, BHETLVEZRAOTHLMNILL Y ERBTZRLTH S,




EBRIZIL, Streptozotocin FHE T v b AV, BEBEAISEL LT, Fiym
FEEEICHT DR EMIT LT3, 72, MCC257 3 NGF EEAB L U7 h
(&% SubstanceP DEAZ N L TWE0EHALMNICT B720IC, KEHERS
L OFREZIBMEEIO NGF 3 X 1 SubstanceP D&% HIFE LT3,

/ONTRERITAL2T, MCC257 #EIC LV, BERKT v b OFEREEIE L
FIIHE LTz, 72, MCC257 HEIC LV, HERFE T v F TR T LTV /= NGF
B L T SubsutanceP O &I[EIE L7,

ZOZ ik, MCC257 13 ¥ % 5% 5 small fiber 123517 5 neuropathy
DHBIZANTHDLIZLEZRLTWVS, E-HmTHRHEZFLAHER LTS
MCC257 DIEREFRFS NGF EEA A/ L TV B FREMEZR LT 5, MCC257
IFEAREFRETH Y, SE%ROERFBIEREHREEREEL LCEATE
DI ENEZLN, ZOBEROESRICETHLEZANKTHD LBbh3,
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