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EH, BLURRKERST v b (2 Aldose reductase (AR) PEEA| (M-79175) % REROREREA~BATX
5L, Bk, K&F, OE~OFFOBTHELRTTL 2. EBH  ZARSABNEK~ORABITRER
155 #?M3.312 6ug/ml THS 2 BMBCIEFORBEED shun o1z, REFSMOKRE~DRK
F44TE (20.59+10.42ug/g of lens wet weight Ti%5 4 BER & T WMB LS B 0RE I BRa iz, FEx
SREOEK, KSGE~DOEHOBITIEOAL, st MFPICERRRERT S HEL NERFHRHE 1,
bR T BB AN, HEBE  BHESABOEKPOEFBIT A2 - REELEERKRT
Hotzh', BABTERERERROZIF2E4RLE. BEHRSMBROKSFE~DERORABITE NS
KL, 5% 6BM T ERORBENVERE S AL FESAEROEK KEFCIEAHOBITEEOOALL -
t=. MEPOEROBTEREIERE FERABETH 1. (BB 92:57—62, 1988)
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Abstract

We compared the intraocular penetration of aldose reductase inhibitor (M-79175, Eisai Tokyo)
into the ocular tissues of diabetic and normal rats. Two groups of Sprague-Dawley male rats weighing
150g were used. Experimental diabetic cataracts were induced through i.v. injection of Streptozotocin
in the diabetic group. Controls consisted of normal rats . Doses of 101 of a 0.05% solution of M-79175
were administered 5 times into the cul de sacs of the rat’s eyes at intervals of five minutes. The
M-79175 concentration was measured in the aqueous humor, crystalline lens and serum. We measured
these materials 15 min., 30 min., 1 hour, 2, 3, 4, 5 and 6 hours after the final instillation. The highest
concentration of M-79175 in the aqueous humor was 3.3xg/ml 15 minutes after the final instillation in
the normal group. After 2 hours no drug was detectable in the aqueous humor. In the diabetic group
the pattern of drug penetration was the same as the normal group but the highest concentration of
M-79175 was twice that in the normal group. The highest concentration of M-79175 in the crystalline
lens was 0.59:g/g of the lens wet weight one hour after the final instillation in the normal group.
After 5 hours no drug was detectable in the normal crystalline lenses. In the diabetic group, the
pattern of drug penetration showed a two-phase peak at one hour and 5 hours after the final
instillation. After 6 hours the drug was detectable in the crystalline lenses of the diabetic group.
Serum levels were detected from 5 minutes after the final instillation to 6 hours. The drug penetration
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pattern was the same in the normal and diabetic groups. These results suggest that the pattern of
intraocular penetration was different normal and diabetic rats. (Acta Soc Ophthalmol Jpn 92 : 57—62,

1988)
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FEEREIHI (L SD REEME S » b ((KTE150g) 7208 2 ff
HL7z., B =843, Streptozotocin % 70mg/
kg #R#EIR X b —EH S L€, #BRIT T CR A&
RFEEAAEOMBAE L ED b b DX ERE
B BLBOLORMNBRLE L1,

AR PAEFIEE H %

AR BHEH & L10.05% M-791755 % (pH 7.0,
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whHSESE, <47 r ey b CEHICHEERIEN
HEA LS o R 50, LRA2IEHRGMREL
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fT-7, BKE0.01ml #5308 & L, K& onTi
PBS1.5ml (pH 7.0) % hn% T homogenize L 72,
3 RefliRERhH L€, @O Ui B lml %, Mmigx0.5
ml ¥ T hEFRRAEE Lic, ChicEEnE L LT
Sorbinil 50ug/ml #0.1ml nx, =iz CH,OH 0.4
ml, ¥ & 1N HCl #0.5ml fnz fe# = C,H;0C,H; :
CH.Cl,=3 : 2 (F#&i) (LUFHiH®E &) olRK
dml Nz tz, ZOBRE 105 HIER U TR 2 A
B, 100REOS#E (2,800rpm.) &fT\s,
FEOG#HELHRL A, CoFKBI20.1N NaOH
Z2ml iz CL04 iR R E 24T - 7o B, /O
B (2,800rp.m.) 1T\, ZhXbh FRBOKEYE:,
Ebiz, CoKBE TR Lml iz, &8, w0
RKICT-T, BOTEBOKEB® &b, ZhRIN
HCl 1ml &g A 4ml Iz, REEORE, mOo8
BT TERAZHERBICHEL, coFBBL 3.5
ml R L, 304 FoRAEE Lo, Zhic
Mobile phase & L T CH;CN: 20mM CH,
COONH,;=21:7T9(HF R IZHB L =4 0% 10041 i1
Z, #D55D80ul # HPLCEA LY (H1),

M-79175R BRI E B &

ERtofk T3k HPLC (& C-R3A) ¥ H
W, LIFo&E#HT (EL1) ceEv{T-7. 28
Z Al Zorbax-CoZFH L, BE4 & L € CH,CN:
20mM CH,COONH,=21:79 (F&EI) A, #HE
0.7~1.0ml/min @ 4 ¢ F © UV  285nm (0.005
AUFS) THiE L7, B0 RER L BLED 5 »
P& BRERHC B E & L C Sorbinil, ¥ X
O, BEAEE O M-T9175% 2 €, ThEXhEK, K
dhfl, MEORERAERLL, BHY - 27oRE:
BELAGHLEEY R B, trace RAEBRRORINER
RO Ing (Mt &) ZRAL, Ty, EHERELHE
L,
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BA (10p1) K@ ERUE MR 5ml
=31 PBS (pH7.0) 1.5mI (£m)
RESFA zlig«‘;ﬁs ‘n-w:
3.000E1% 104 3.000 @ 104
| RESR— b 1m|I |mm 0.5m||
1 N HCI 0.5ml Sorbinil (50g/ml) 0.1ml

C,H,0C,H,: CH,CI, (3:2)4ml | CH,0H 0.4mI

| b (R 3008 109)
fmcam 280088 109

TR
*n.l N NaOH 2ml

O ORBME 300EK 109)
RGO 2,800 109

X B
1 N HCI Tml ‘C,H,OC,H,: CH,CI, (3:2)4ml
M (ERmE 3008 109)
{cam 2,800m4 109
AR
{AREE (50C) 309

on 0100

Bl EEoaTa sk

#&1 HPLC NE&H

Column : Zorbax-C8(4.6mmx 15cm)
Column temp. : 40°C

Flow rate : 0.7~ 1.0ml/min.

Detection : UV 285nm

Sensitivity : 0.005AUFS

Sample size : 80pul

Mobile phase : CHaCN: 20mM CHsCOONHa=21:79

I #5 X

EFBHS I, ERFEELLCEK, K LF
Drze=tZF7 AR ATEEYECDHS Sor-
binil ¥ X Of, MIFEFEFI TH 5 M-TI1750H Z IHEF
LB, RS crse — 27 REELRh T
(B 2). # & f 0 M-T91755 & £ M-79175/internal
standard peak itk & OfEIcIng~100pug = TR
B (r=0.998) %" L, KébfE, MFCOWTLHE
BThotc (r=0.996, r=0.993).
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tR\ min. tR\ min.

H2 BERiIbhBbhicre=t+275A Eorzsr<
PG AREBALAED =z P e -0 O, HIIAE
Lich D,

ERIBRD 2 — v s LI R B T 155 Tl A BT
7.5+4 5pg/ml OFEFBTEE 2 L, &5 2 Kifelig
hESREOBT YRS, EEMOFKk~DIE
FloOBTIIEE, BRFHLIZEDBALIL -1 (K
B B2

K @A ERBE

EHWFCE T 2R EMKBE~OERHOBTIZ, &
AT 5 2 00.53+0.03ug/g of lens wet
weight, 6073 #OKABTEN.59+0.42ug/g of lens
wet weight & % — v ARL, 5 4B E T
HIRE OBITAMRE S, EHEoERRIEREMN
DKBE~DEROBTI RO -7, BRHFAF
THE G ARG E~OEFBTERIEERF & X <
fort g —vEIRL, RABAREIGEKABRE TS H
D0.89+0.62ug/g of wet weight ¢, o — B
L, #45 5 BRIBICEH0.60+0.61ug/g of lens wet
weight D@4 7R L7, #1456 Refdl#ic b E & HE7s
EOEROBEN RN (K4, £3)., EFFERE
AR T EFHOBTIIHRE S ik 5T,
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%3 KévfANBITERE

iy ] . : - ; , ; ; ; .
5 15 30 60 120 180 240 300 360
ik H B 531.3 309.4 150.5 588.1 110.9 79.5 17.7
ng/ml + & s 5 =5 i 2 — -
n=3 3.7 48.8 73.2 416.8 100.5 93.5 3.7
R AR 251.4 304 .4 892.4 291.0 B7.0 391.0 411.2 595.3 164.9
ng/ml % > + 2 +- <+ = 2 +
n=4~5 169.5 90.0 622.2 202.9 39.8 332.4 517.7 612.8 160.9
miKm BT Ak
300
mE @y
- erxm
E
\.
e
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c
£ [EhY
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515 30 60 T2 8 ' 0 '
0 Tf'mgo . 240 300 360
F5 MiEHBETERE
&4 MEHBITEE
Bl
o 5} 15 30 60 120° 180" 240° 300 360
IE % B 41.1 16.9 16.5 18.7 23.6 76.7 27.6 13.2 80.3
ng/ml = i &= + 2o = + = +
n=3 45.7 24.4 13.7 14.5 35.2 66.4 27.9 15.8 85.8
BEPR B 67.7 199.8 125.6 57.9 Ly | 41.1 40.3 524 55.0
ng/ml + * + b + =+ + + =
n=4~6 39.3 251.6 198.7 52.8 41.2 40.6 34.2 42.3 46.9
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FCICARA E L5 X i AR IHEH (M-79175)
DRABTHERFRRETHRAL, - OEFILBRERK
WTEBET»HA LA EEBE LA LTE
FeVB CRASERTIRRE, Tiebhh, BRBETIRES
T a0 a00, AME0EMETSED
ATH %, AR [REFIDOIRABITOBHTIZFER, i
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HHH, WERE S L RAbHB, HPLCImX 52
DEOBHTREIng BEVLEHW LERBARC
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BET TMmEH AT R E (trace) L REREH R/
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FERS S oK AR E 5 © Stage 1 DIKAEY, A1,
Streptozotocin 70mg/kg %5 @ =4 T R 5 7 610
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