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TSR C KX ZIENA ST, ERRCERML CHEL
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% Table 2, Fig. 2WCR LTz RRERITZ S ZITDODWTE
L7288, 5B 28I Dw» TIXEHRIESRATEER 72 H#l
ERRTPHEBEDORFALUT &R LT,

200mg ARFE, 49 HICEELE iz BB 1213 0.66
ug/g DBITEELTD STz, 72 3HDOERITIX0.44
ug/g LR 5H, 49 5 72 DEOEOBITERE X
0.44~1.13ug/g ThH oz, FRFICHRM L THE L 720
BRI, 49 2% 0.89ug/ml, 72 313 0.72xg/ml
ThoTlz, BRI MmN 0.62~1.42 ThH o720

Table 1. Aqueous humor and plasma levels of NM394
. Aqueous
Case Age - Sex Time Plasma
. humor A/P
no. (yr) (min) | (ug/ml)
(ng/ml)
1 70 - M 134 0.26 7.8 0.03
2 72+« F 78 0.043 2.54 0.06
3 62+ F 117 1.29 96.56 0.07
4 72-M 97 0.34 12.96 0.04
5 76+ F 58 0.043 1.73 0.04
6 65+ F 123 0.33 9.39 0.03
7 67+ F 105 0.036 18.19 0.51
8 65+ F 60 0.37 11.32 0.03
9 53+ M 81 1.05 52.56 0.05
10 85+ F 67 1.59 <200 —
11 82-F 78 <0.05 <250 —
12 43+ M 91 0.28 <200 —
13 71+ F 109 0.52 <250 —
A/P: Agqueous humor/Plasma
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Fig. 1. Aqueous humor and plasma concentration

(NM441 200mg single dose)

¥72, 4B OVTRELEEETBEORES
Table 3 iR L7zo 3B DWW TIXEHEST R T
DHEFZEREFHEBEORAUT & Lz, 1ERDHE
ERIZ, RERA ST 8k, REEHREDS 2.55ug/g, I
HErh R 53 0.39ug/ml THotz, NI IZ6.54 ¢
Ho1z,

2 . EEREAE
FEROWRIZEIRIRE 361, ABREE 56, REEX1
B, REL 1B TH-o7 (Table 4),

Table 2. Meibomian and plasma levels of NM394
Case Age * Sex Time Plasma | Meibomian M/P
no. (yr) (min) | (ug/ml) (ug/g)
1 18- F 61 0.67 0.728 1.09
2 18- F 68 1.25 1.02 0.82
3 21-M 49 0.89 0.661 0.74
4 23+ F 72 0.72 0.443 0.62
5 22+ F 58 0.78 1.11 1.42
6 43+ F 63 1.26 1.13 0.90
7 25+ F 112 0.97 <2.5 -
8 40-M 101 0.014 <1.25 -
M/P: Meibomian/Plasma
(zg/ml or g)
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Fig. 2. Ocular tissue and plasma concentration

(NM441 200mg single dose)

Table 3. Conjunctiva and plasma levels of NM394
Case Age * Sex Time Plasma Conjunctiva c/p
no. (yr) (min) (ug/ml) (ug/g)
1 64 « M 57 0.39 2.55 6.54
2 70+ F 71 0.83 <0.65 —
3 58+ M 73 0.17 <1.25 —
4 56 + M 75 0.031 <0.125 —

C/P: Conjunctiva/Plasma
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Table 4. Therapeutic effect of NM441
Case Age . ' Administration Organism Effect Side
o Name S;x Diagnosis daily dose | duration | total dose before linical |bacteriological effect
’ (mg X times) (days) (g) after chimica 2 e

22 o

1| LA M Meibomitis 100 x 2 4 0.8 _S,epz(d-_—er)w excellent eradicated -
46 . L.

2 | MK F Meibomitis 100x 2 4 0.8 _S.e—pz(a’fr)m_uizs_ excellent eradicated =

S. aureus

63 S. pyogenes .

3| ss | - | Meibomitis 100 % 2 5 1.0 E. faecalis good partially -
M S aurens eradicated

S. pyogenes

[ (=)

4| TK F Corneal ulcer 100x2 6 1.2 = good unknown -
St (=)

51 LA. F Corneal ulcer 200x2 4 1.6 = excellent unknown -
75 S. marcescens .

6 | KM F Corneal ulcer 200x2 5 2.0 ) excellent eradicated -
58 (-)

71 SW. F Corneal ulcer 200x2 7 2.8 = excellent unknown -
62 (=)

8| LY. F Corneal ulcer 200x2 7 2.8 = good unknown -
43 x ; idie

9| NK. | | Blepharitis igg Xi 3 5.0 i‘—p—’(df#d“— poor eradicated -
85 s S. aureus .

10| MM. | - Dacryocystitis 200%x2 5 2.0 = good eradicated -
F —
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58, [B%h]4 6, TEZH]1EIT, BREIZI.0%T
Holz,
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HEL,

nm. *# =

NM441 OIREHREIC 817 2 BEKICH O 72 ® 1 EREK
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NANDOBITEREE, 5% 1 FE TRKRR B
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Table 5. Efficacy of NM441 classified by clinical diagnosis
) ) No. of Clinical efficacy Efficacy
Diagnosis rate
€ases | excellent| good fair poor (%)
Meibomitis 3 2 1 3/3
Corneal ulcer 5 3 2 5/5
Blepharitis 1 1 0/1
Dacryocystitis 1 1 1/1
Total 10 5 4 1 9/10(90.0)
Table 6. Bacteriological response of NM441
Organisms No. _Of Eradicated | Persisted
strains
Staphylococcus aureus 2 1 1
Staphylococcus epidermidis 3 3
Streptococcus pyogenes 1 1
Enterococcus faecalis 1 1
Serratia marcescens 1 1
Total 8 6 2

0.44~1.13ug/g T, M4 & DLLIX0.62~1.42 2R L
720 o T, ZEOBITRRIFTHDEEZT,

t FROBIBAKRBITICOWVL T, REAZ 1E/ET
11.3ng/m]l DBATEESRD Slz, 77, BITEEC
BREEMEVWC ELH D RKERESTED SN, 28
FRCBOLTHBITIER SN T3, £, FRRCE
ML CTHZEL - MEEHBE L OB WTIE, 6047,
974y, NI TZEDHER3%, 4%, T%ThHo7z,
NM394 DRIEKRFNDOBITHHELHTHB I &, F7-
BRRTIENE2E TS 2L &0, KEZREER B
SREPFEEREL LTHIRTE 2 bDEEZ B,

ERRIGER CI134<ZE % 1@ 100~200mg, 1 H 2 [E, 4 ~
THHEgESL, R EBLMERST Uiz, S. aureus, S.
epidermidis, S. pyogemes, E. faecalis, S. marcescens
DM - IIERE TR S N AEEE, BIRRA,
IREE %, RBEROF 10 FEFIRER LT, [E%] 56,
[B%) 46, [Esh]) 1BI0EIBSNT, BRIEIL
90.0%THo7zo SEIDORBIFEY VRS TLVICE
JARBIBFEOBEERLC ThH > 72,

ORKDS 1 BB &>l ds, REFIIRELTHY) =
VA NO—FEABRERDELE AT, EHIL 85K
LEEBT, SEERBBEFLIZVIRVWIELHD, &
L OREBFRIEIRVWS LWL EHIEL 2, FEY VHY
7 LB BERMER TO NM441 B E5ERLSE0E:T
TiE, BWERIX 2,024 Bl 71 B1(3.5%) i iLEEIR,
TUNF—EREORENRD Sh, ERREEREE
B3 1,726 BIh 814 (4.7%) T, ¥k bDix GPT L&
(2.1%), GOT L& (1.6%) &THh-7,

LUEDfERE D, NM44l 375 ABHE, BEEI
X BRBIECH L CERASSF TE 2HEETH S
LEzHNB,
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Fundamental and clinical studies on NM441 in the field of ophthalmology

Akiko Suzuki
Department of Ophthalmology, Akita Red Cross Hospital
(Present address: Suzuki Ophthalmologic Clinic)
1-1-36 Niidashinden, Akita 010-14, Japan

Fundamental and clinical studies on NM441 were performed in the field of ophthalmology, and the
following results were obtained.

After the single oral administration of NM441 at 200mg to patients, the concentration into the aqueous
humor of anterior chamber reached 11.3ng/ml at 1 h after administration and 18.2ng/ml at 2 h, and the
concentration into the meibomian tissue were 0.44~1.13xg/g at about 1 h after administration.

In the clinical efficacy and safety study, NM441 was administered orally at 100~200mg twice a day to
10 patients with meibomitis, corneal ulcer, blepharitis and dacryocystitis. The clinical response was
excellent in 5 cases, good in 4 and poor in 1 patient, and the efficacy rate being 90%. In the bacteriological
efficacy, Staphylococcus epidermidis, Staphylococcus aureus, Streptococcus pyogemes, Enterococcus faecalis
and Serratia marcescens were isolated from patients, and the eradication rate was 6/8 after the administra-
tion of NM441.



