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Abstract

The accumulation of AA-673 in ocular tissues in rabbit after consecutive instillation (7, 14 and 21
times) of 1.0% AA-673 ophthalmic solution once daily and the elimination of AA-673 in the ocular
tissues after single or 21 times instillation of the solution were investigated. The concentration of
AA-673 in the tissues at 24 hr after final instillation increased with the frequency of instillation, that
is, the concentration in the conjunctiva, aqueous humor and lens reached a plateau after 14 instilla-
tions, and the concentration in other tissues increased with further instillations, reaching a maximum
after 21 instillations. The maximal concentration of each tissue at 24 hr after multiple instillations was
compared to the concentration at 24 hr after a single instillation. The ratios of accumulation between
multiple instillations and single instillation were 8.4 in the anterior sclera, the largest ratio of
accumulation of all the tissues measured, 5.6 in the conjunctiva, 5.5 in the lens, 5.1 in serum, 3.9 in the
cornea and in the iris with cilliary bodies, and 3.1 in the aqueous humor. The elimination rate constant
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of AA-673in the tissues after 21 instillations was 1.45 day~' in the cornea, 0.32 day ' in the conjunctiva
and 0.32 day ' in the lens. These values were roughly similar to the elimination rate constant of
these tissues after a single instillation. These results suggested that AA-673 accumulated in the
ocular tissues by consecutive instillation of 1.0% AA-673 ophthalmic solution, but that it did not
remain in the ocular tissues after the cessation of instillation. (Acta Soc Ophthalmol Jpn 92:
1190—1195, 1988)
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Table 1 Tissue concentrations at 24 hr after single or consecutive instillation
of 1.0% AA-673 ophthalmic solution to rabbit’s eyes

Concentration of AA-673 (ng/100mg tissue)
Tissue |
Single 7 times 14 times 21 times
; 5.71+1.01 5.30+0.46 | 14.19+1.76 | 22.44+6.96
Comea (1.00) (0.94) (2.49) (3.93)
FIm, 4.90+1.69 | 27.50+11.21| 11.77+3.43 | 13.44+4.17
Corjunctiva (1.00 (5.61) (2.40) (2.70)
e 1.2640.60 0.97+0.44 | 2.9240.22 | 10.61+4.06
Sclera (1.00 0.77) (2.32) (8.42)
i P i , 1.25+0.58 | 3.13%0.56 4.86+1.02
Iris & Cilliary body N.D (1.00) (2.50) (3.89)

. 0.15+0.05 0.2140.04 | 0.46+0.04 0.40%0.10
Aqueous humor (1.00) (1.40) (3.07 (2.67)
P 0.35+0.09 0.86+0.07 1.94+0.25 1.60+0.26

(1.00) (2.46) (5.54) (4.57)
Vitreous body N.D. N.D. N.D. 0.02+0.02
Retina & Choroid N.D. N.D. N.D. 9.82+6.35
0.13+0.01 0.35+0.08 | 0.33£0.05 0.66+0.17

Serum (1.00) (2.69) (2.54) (5.08)

Each value represents the mean+S.E. of 5to 6 eyes. Figures in parentheses are

expressed as the ratio to tissue concentration after a single application.

N.D.: not detected.
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Fig. 2 Tissue concentrations in the cornea (@),
conjunctiva (Q), sclera (M), iris & cilliary body
(), aqueous humor (A) and lens (&) at 24 hr
after single or consecutive instillation of 1.0%
AA-673 ophthalmic solution to rabbit’s eyes.
Each value represents the mean of 5 to 6 eyes. B :
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Fig. 3 Tissue concentrations in the cornea (@),
conjunctiva (), sclera (M), aqueous humor (&)
and lens (A) at various hours after single instilla-
tion of 1.0% AA-673 ophthalmic solution to rab-
bit’s eyes. Each value represents the mean of 5 to
12 eyes. ¥ : not detected

Table 2 Tissue concentrations at various hours after single instillation of
1.094 AA-673 ophthalmic solution to rabbit’s eyes

Concentration of AA 673 (ng/100mg tissue)
Tissue

24 hr 48 hr 72 hr 168 hr
Cornea ¥ .T}i(](l)m Zz(lli:%g):}l O?ﬁg)ﬁ N.D.
Conjunctiva 4..‘()(1)%[1),]69 %E)(])ili_; .Jl.'i 3{%%7?133 ()5511!1.‘!]%
Iris & Cilliary body N.D. N.D. N.D. N.D.
Aqueous humor 0,15+0.5 N.D N.D. N.D.
Lens 0. :.i? j]:;,}l)g 0. T)f; .i'[_g‘][lﬁ N.D. N.D
Vitreous body N.D. N.D N.D. N.D
Retina & Choroid N.D. N.D. N.D. N.D.
Serum 0. rl]; %S}m 0. ”3 ng “03 . N.D. N.D.

Each value represents the mean+S.E. of 5 to 12 eyes. Figures in parentheses are
expressed as the ratio to tissue concentration at 24 hr. N.D.: not detected.
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Table 3 Tissue concentrations at various hours after consecutive instillation

of 1.0% AA-673 ophthalmic solution for 21 days to rabbit's eyes

P
IS e

Concentration of AA-673 (ng/100mg tissue)
Tissue
24 hr 48 hr 72 hr 168 hr
22.4416.96 3.42%0.89 1.24+0.05 0.27+£0.27
Cornea (1.00) (0.15) (0.06) .01

: : 13.44%+4.17 2.88+0.54 2.29%0.67 1.24%0.61
Corjunctive (1.00) (0.21) (0.17) (0.09)
: 10.61£4.06 1.07x0.37
Sclera 1.00) 0109 N.D. N.D

’ - 5 +0.55 : .
Iris & Cilliary body 4.(86%)’01), 02 UI?%]Q:!SJ N.D. N.D.
Aqueous humor 0.40+0.10 N.D. N.D. N.D.

. 1.60£0.26 1.16%0.03 0.91£0.06 0.54+0.04
Lema (1.00) 0.73) (0.57) (0.34)
Vitreous body 0.02+0.02 N.D, N.D N.D.
Retina & Choroid 9.82+6.35 N.D. N.D N.D.

0.66+0.17 0.38%0,18 0.11£0.06
S (100 (0.35) ©.175 ML

Each value represents the mean+S.E. of 5 to 6 eves. Figures in parentheses are

expressed as the ratio to tissue concentration at 24 hr, N.D.: not detected
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Fig. 4 Tissue concentrations in the cornea (@),
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hours after consecutive instillation of 1.0% AA-
673 ophthalmic solution for 21 days to rabbits
eyes. Each value represents the mean of 5 to 6
eyes. # : not detected.

(24~48F5 ) T 120.32day ' WL+ h F h
0.48, 2.17, 2.1THTH » 1=, M5 TIL16885z
bhie e h, MEEEEHIZ1.05day" (24~ 4855
) CHEBERIE0.66HTH -7,



FEAI634F 7 A10H

v % #

1.0%AA-6T3SBEAFRRC 1SS X1 HL
BT 7, 14, 21E 05 R Y 7 BEE~ OB
R COWTER L, o~ EREY
Aotz 1EESHEOABABRELRIEL TR
BB BRI - R TR T 5 DB R VW L &
NTWBY, 0.25%AA-673 5O 1 BEARIC L 5
O Lo RO RBHER & T H R4 TH 5
rEz LR, 1EH 5\ HER S REUREOETE
Wtkoa 2T -1,

FOER, SRYEDES IS SREURE oED
mEIh Ao Thofick e CHEETENL
fo. LanLieaih, W, fTHEK, K& E14EO A
RCEAR N RE N ERINBIC oo e E L b, &
A REARBMOERNRE CREERTRLICEOL
1 (6] S AR 24R R D AL R P TR & bbBE T B &, EW
Hiz3~8fFTHoT,

ki, FhoERLRLER VT~
DX H 5 VIR ENE A i 21 BEE
AR OWESEE L 1 B SREOHEAER > BT h
X, 21EEESRIC T, RESIRAT 168
BERIC AA-BTINERD b e DIRAME, FES L UK

H7 v F —FIAA-673 ARG D BN BIREICBT 5 BES - Ml

115—(1195)

SARECH Y, FhLUSOEME TR AR TR
ToREM & T e Tl AL A B iz, 168KFRHIIC
AA-GTINGES bh -, HEk L CKafEoHAE
EEfE 1BSEEOBEAREER L ¥ EX S50
Fh0.7, 1.3BX00.95THY, REELLTREAK
v botEXHRS,

BLEo#ER, AA-673 AR ER L TERLCHER
BRI OMEICEBILERED, FOBRERLT S
TH D, ERILEOREETVbDLELLNRD,

x #®

1) STE®, KFERE, MRFEIM . F17 v aF -l
AA-673 SR OERP B AR BT B BE (B 1
), FRRMB~00.25%AA-673 SRHHE S5
ORINE U LIz 2T, BIE 39 633—637,
1988,

2) EBE=, MEEE, A= 7 v ¥ R
B 50.25%AA-673 AR W o e R %) &
—Disodium Cromoglycate & HR# & o H#2E K
SE—, 42 38:1108—1119, 1987

3) TR, AIAF, BHREM A7 vaF—F
AA-6T3 SR BEOFRRICE T AIRR AT EERR.
L aEE 16 39913999, 1987.

4) EfRMGRRE . EREREER, FoATAV T
i ERR ., B, 1981, #AL, 387394




