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Cefotiam hexetil DR I XT3
EEIRIGFE D 72 & O B, EERATRRET

RAEK-REELHE - KLEHF
AHBEF - HIR - EERN
FRAZEFIRERE"

FEOM Y 7 L% cefotiam hexetil (CTM-HE) (2, £{&A T2 cefotiam (CTM)

L WREN R RET 5,

BEPR 2 BED Staphylococcus aureus 20 #RiZ CTM @ 0.39~ =100 xg/ml 12 EZ M2 %
~L, 0.78 ug/ml iSO UMD - 7z, BEEHEKRIZ CTM-HE % 50 mg/kg RO 5
LT, BIEARAIZ 2 B4 0.37 ug/ml O ¥ — 7 ERELED 51, Bt 5.12% T
Holz, LABITERL T 6 Bf%IZ 0.13 ug/ml TH o 72, %5 2 BB ORMEBNERE
V¥, SHRERT 1.95~7.55 ug/g, BRERAIHET 0.45~3.30 ug/gorml TH o7z,

IRERZ, FHIfE, BRIRARA, SRR, SHREER, BHEER, AERX, AREEOD
594 Flizxf LT, %% 1[E 100 mg 7212 200 mg, 1 B 3EROKESL T, BREZ
REtL7:, Z%186I, BRh68Hl, LLBER1046, EHFIOERMIBSN, 80.9%DFE

hEMNB/ SNz,

BIfEFRIZ 4 B, 4.26%CHEBERDAED SN, WThLBETHY, ARPILE

TR TRERBEEL 720
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Cefotiam hexetil (CTM-HE, SCE-2174) iz RHZE
I¥K K PRIFRFATHRBAR S NIHLOEOR L
770ARY YEITHD, KENIZEHABL7 72 AKY
¥ cefotiam (CTM) DL A7 M b L7z 4 OT, BOKS
LTHEEE L DBINEA T, mHPTiz CTM & L THE
EHAREET LY,

AEIOIREIERIGE D 72 012, EREIRE 21TV, BR1E
REBZCHEAL TEMMEL S5 IR LMICD ERETL
R RET %,

. 8& # &

1. BRRTBER IS 5 BRI
IRRPFEBE X D B L 7z Staphylococcus au-
reus 200RIZXT ¥ 5 BE MR, BRLEREFESTE
B OMICKTHREL, BEEHEE R
Tryptosoy broth (2 18~24 B E O HEHEK %
W7z, [FR%C cephalexin (CEX), cefaclor (CCL)

B & U cefroxadine (CXD) DWW T HEBRICKRE
L7z,

2. R B 1T

BHERARRE ((KE 2.5~3.0kg) AV T, KA
DIRNBITOERE I DV TRETL 72,

CTM-HE % 0.004 N HCl iz#&## L T, 50 mg/kg
EAT AT —TLVEROTEERRBENCK
57, O5RENCETEAKZ S I MK %= R L
T, ThFhO CTMBELZHIEL /2,

72, BIEANEBED Y — 7 BHIZIREREH{H L T,
IRMEBNBE = RIE L 7,

BEFAIE X, RMEEE B L UHIE K T Providen-
cia rettgeriATCC 9250, IMiE L Proteus mirabilis
ATCC21100 2BREBE & LIz 7 =7 2 VEEICE D
1T 1z, BEFRE L > ICREOFRICIZ, MiF
TRERIMME, RESS L UFIEBEKTIZ0.IMY ~
BiEGER pH7.0) AV,

*T 951 ¥FnRTERTE—%HE] 754
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0.1 ) ) ) U_‘.’y ]1 _l» l’“ ug/g or ml
Lid ] 1.95
Bulbar conjunctiva ] 245
Extraocular muscle ] 2.30
Cornea ] 3.10
Sclera ] 7.5
Aqueous humor [ ] 5
Ins and ciliary body ] 1.5
Lens
Vitreous body
Retina and choroid ] 1.85
Optic nerve ] 3.30
Serum ] 170
Fig. 3 Ocular tissue cefotiam concentration after oral administra-
tion of cefotiam hexetil (Rabbit eye, 50 mg/kg, p.o. n=2,2 hour
Table 1 Distribution of sex and age Table 2 Dosage and duration

Age Male Female Total Daily Duration

13~19 5 9 14 dosage 1~7 | s~ |

20~29 3 10 13 100 mg x 3 58 1 59

30~39 5 1 6 200 mg X 3 27 8 35

40~49 11 3 14 Total 85 9 94

50~59 2 11 13

60~69 3 9 12

70~79 8 5 13 L% &% & &

80~ 84 4 5 9 1. BRSBEICNT 2 &2 (Fig. 1)

Total a1 53 o4 S. aureus 20 B DREZ M54 % Fig. 1 IT/RL 72,
CTM @ 0.39~=2100 pg/ml iZ[EX 3L T, 0.78
pg/mliZ 8k, 40%23% > THMDOWEL LT,

3.E K B B o 3K LT 5 £, CTM I3 BB SR M

fEFIZ, BBFI61E 7 B £ hIGFI 62 & 8 B D HAR
LA RBETHL, WRIZ, R
bak 22 ), ZHikE 24 B, BRARARK 18 I, FEREARAG
16, 2HEEX 1A, SHEEREERX I,
By & VEEEE 130T UBITHE, Thoic
L TAK % 18 100mg £7213200mg$Ex 1 B
SEEOZEL T, BRUR L ELMII D EMETL

EN
22

IR R &

726

Blich->T, MEHDESIZF CTM>CCL>CEX >
CXDDIETH > 72, 2100 ug/ml OCTM FEM M
D 1HRIZ, D 3FNC & BEMHE TR XMMEH & 5
niz,

2.IR W B 17

BB, 2T 2420 L 3BOEIHETH S LT,

1) RIBKNEE (Fig.2)

BOKRE®, @B KRNI 305%120.07 ug/
ml, 1BFRI#%IC0.11 ug/ml O CTM BELTD 5
NnT, 2EM%IC0.37 ug/ml O — 7 {BISEL 12,

AL 6
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Table 4 Clinical effects of cefotiam hexetil
Diagnosis No. Effect Efficacy
Excellent | Good | Fair Poor | rate( %)
Blepharitis 22 1 15 5 1 72.7
External hordeolum 24 2 20 1 1 91.7
Meibomianitis 18 1 13 2 2 77.8
Conjunctival pustula 1 1 0
Acute dacryocystitis 1 1 0
Chronic dacryocystitis 9 1 7 1 88.9
Keratitis 6 1 5 100
Corneal ulcer 13 2 8 1 2 76.9
Total 94 8 68 10 8 80.9
LA 3B U T 4 BRI 0.27 wg/ml, 6 BRI ASht,
0.13 ug/ml DBATEE R R LT, FER 23~46 DERE L, S.aureus, S. epidermidis,
FRFCEIE L - MERNO CTM BE 1, 1% Coagulase negative staphylococci (CNS) St

129 ug/mlDE— 7 BN/ OSNT, 6FFHEKIZ
0.23 pg/ml TH > 72, BA/ MFELIEATEKRBRE
DE—J8, TabbL 2ETIZS.12%TH > 12,

2) REBNEBE

p#& it Fig. 31CR L 726

BOK%E 265/ T, SHERERIC 1.95~7.55 ug/g D
CTM BEMSBITL TR o, 8EEICT7.55 ug/g
TRLBEBELT L, ROTAE, BREE, SR
#, RBOETH >7:, RERAE~IE, 0.45~3.30
ug/gorml DWE T, Kéulk, HFERICIBITRE
RO, oI,

3. K KR #&

EFIDERIT 13R~84Ricbich, B418l, %
53%1T»H ->1: (Tablel),

AR5 EB L UKS5BEEKIE, 100 mgXx 3 459
Bl,200mgx 32335/ TH D, BFIZ 1 ~7HMBK
AT 85, 8~14 H29BITH 7 (Table?2),

LRk = Table 3 X" L 72,

FER 1 ~22 12 IRER A T, IRBEORR, BREFV
REg, ®EFRMmMsASNT, S aureus, Staphy -
lococcus epidermidis, Streptococcus pneumoniae,
Klebsiella pneumoniae, Serratia marcescens & ¥ (D
Bk & Nz, K 100 mg X 3WAR, 7 HERS
D197 b TL6HNTER D EEH & S 1, 200 mg X
3, 5~7 BRIES L7z 3BT 2 BliTiER D& D

SNz, 196212 100 mg X 3,3~7 BRERS L T 2
Bliz &Ry, 16 BICEZNCIER L7z, 5 H1T i 200
mgX 3, 5~12 HE®S L T, 4BIcBZICERL
720

FEBI47T~64DIFIRBR A 13, IRBERE DTN, ERR
2H D RYZ, REEFKZ L, RIESWI»S, S
aureus, CNS, Micrococcus spp., Branhamella catar-
rhalis 72 £ BB H & L7z, 10 6142 12 100 mg X 3,
5~7 HEIT 8 Pz ER, 8Bz 200 mgx 3, 5~12
HEO®RET, 16IcER), 5PICEMDERIE
shiz,

fEBI65 D FE BB BT &> & 13 Acinetobacter calco-
aceticus DSRRE E 72,100 mg X 3, 7 HEAAR TR
REETORRIIE N T, ETH- 7,

FERY 66 X 2 MEIRBEA T CNS SRR & utz, 200
mgX 3, 5 HHEKRE L TRELEM ORI, BRI
BRYT, EHThol,

R 67~T75 (L 18MHIRBA T, BRES, FiR & PSR
22 5 B W DM R FRD T2, DUWHDOEEET,
S. epidermidis, CNS, S. pneumoniae, Streptococcus
sp.. S.marcescens, Acinetobacter sp., Aeromonas
sp. T EMRHE NIz, THNTIE 100 mgXx 3, 5~7
BEREG TE 16, BX5HI0BEISE SN, 2
BiC13 200 mgx 3, 7 HRIES THER 2 BlOZHEH
A ohtz,
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Table 5 Clinical effects of cefotiam hexetil classified by daily dose
Daily dose 100 mg 200 mg
Diagnosis Effect Efficacy Effect Efficacy
Excellent| Good | Fair | Poor | Tate (%) | Excellent| Good | Fair | Poor | Tate (%)
Blepharitis 1 13 5 14/19(73.7) 2 1 2/3 (66.7)
External hordeolum 2 16 1 18/19(94.7) 4 1 4/5 (80.0)
Meibomianitis 8 2 8/10(80.0) 1 5 2 6/8 (75.0)
Conjunctival pustula 1 0/1 (0 )
Acute dacryocystitis 1 0/1 (0 )
Chronic dacryocystitis 1 5 1 6/7 (85.7) 2 2/2 (100)
Keratitis 3 3/3 (100) 1 2 3/3 (100)
Corneal ulcer 2 8 1 2 |10/13(76.9)
Total 4 45 9 1 [49/59(83.1) 4 23 1 7 127/35(77.1)

ER 76~81 DABK L, RMB L ABEREDO U %
ABE % A L BTz, Streptococcus sanguis, CNS,
Acinetobacter sp., Aeromonas sp., NF-GNR 558k
Hanzdbo0T, 3HMI00mgXx 3, 3HHT 200
mgXx 3, 5~ 8 HEINARE LH T 6 Fl&Blic BRI
fERAL 72,

FEG] 82~94 |X ABIRTE Th 5 IR, M %\,
AECEZ OBEICEREE A L DT, BRBEROEE
BT, S. epidermidis, CNS, S. pneumoniae, S.
marcescens, A. calcoaceticus SRR & iz, 26
200 mg X 3R, 4~14 BREKZS L T, 1361410
Bl BRI DO/, HEBHA SN TERTH - 12,

EWERE LT1E200mg 5D 441 (4.26%) &
HLSEER (B, 8RR, @i, TH) »ak
Honlz, VFNLEETHD, ARPILE - IIK
THERKIZEEL TWw3,

AL, BRRBMER —HERRL7: b DS Tabled, 5
TH5,

£ 94 FEBIPEZN 8 B, B%h 68 B, *LHR 10 F1,
E|E8BIT, ERN-BRE LT 766, HZR80.9%
THol:, BEEAITIZ, 1[E 100 mg #5859 Fl
hEZN 4 Bl, AR 456, PRBERI B, EHM1HT
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245, BZ23 60, LBER 1, BT HTER
E171%Th 72,
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75 NBHERE, BEIC 81.0%DHEIR, B. catarr-
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coaceticus 2 ¥ D77 LEBHKE, BHEICIX 78.6%
DEMELBES Lz,

WICHEEARIZOWTIE Table 7 iCRT &
{TH?, 77 LBHEEDHEFIL80.0%, 77 L
MR D Z 41 94.1%, 21 T3 82.9% DEHKAR
BEsSNT,

II1. * -3

FLOWEOAL 770X ¥ ") > # CTM-HE ®
REHGERICA D Iz DT o 12, ERNERL S VI
ERIRIITRBRREIC D &, RERDZO CEPs Al & LR
BRITL THAIZW,

EFOHEERICTM & L TREE LB LD
T, H£WHLE b HERE LI CTM ORI L hid,
&L T LBHUEL S VICRBEER< 77 4E
MECLEEAE2HPObT Z LB ENTY
32,

WICEERBED S. aureus =ity 2 EHIRZMHE %
#3514z, CTM i2CCL, CEX, CXD & b $ERER =
ZHENCH > T, RFEOED CEPsHIOFTRLE
N-HEERAERLE, Zhid, SERERBEOSE
SR T 5V D TH - 1Y,

AHIOBRABITIEOWLWTRAN L EZAIZEN
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Table 6 Clinical effects of cefotiam hexetil classified by isolated organisms

Organism No. Effect Efficaoc Y
Excellent Good Fair Poor rate (%)
S. aureus 12 1 9 1 1 83.3
S. epidermidis 10 1 8 1 90.0
CNS 24 18 3 3 75.0
S. pneumoniae 3 1 1 1 66.7
S. sanguis 4 1 2 1 75.0
B-Streptococcus A 1 1
Micrococcus spp. 3 3 100
B. subtilis 1 1
Subtotal 58 4 43 6 5 81.0
K. pneumoniae 1 1
M. morganii 1 1
B. catarrhalis 1 1
S. marcescens 3 1 2 100
A. hydrophila 2 2 100
A. calcoaceticus 2 1 1 50.0
A. denitrificans 1 1
NF-GNR 2 2 100
M. osloensis 1 1
Subtotal 14 1 10 1 2 78.6
S. mitis ) 1 1
S. intermedius
S. sanguis 1 1
Micrococcus sp.
A. anitratus 1 1
S. epidermidis
S. sanguis 1 1
A. calcoaceticus
éN galcoacelitus 1 1
Subtotal 5 1 4 100
Total 77 6 57 7 7 81.8

CNS ! Coagulase negative staphylococci

NF-GNR : Glucose nonfermentative gram-negative rods
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Table 7 Bacteriological effect
Organism No. | Eradicated Unchanged
S. aureus 12 8 4
S. epidermidis 11 9 2
CNS 25 21 4
S. pneumoniae 3 2 1
S. intermedius 1 1
S. mitis 1 1
S. sanguis 6 5 1
-Streptococcus A 1 1
Micrococcus spp. 4 3 1
B. subtilis 1 1
Subtotal 65 | 52(80.0%) 13
K. pneumoniae 1 1
M. morganii 1 1
B. catarrhalis 1 1
S. marcescens 3 3
A. hydrophila 2 2
A. calcoaceticus 4 3 1
A. anitratus 1 1
A. denitrificans 1 1
NF-GNR 2 2
M. osloensis 1 1
Subtotal 17 | 16(94.1%) 1
Total 82 | 68(82.9%) 14

CNS : Coagulase negative staphylococci
NF-GNR : Glucose nonfermentative gram-negative rods

Mk —27{E0.37ug/ml O CTMBENE S 1
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B 2BERME T 5. 12% ThH o 72, KICHE b oI
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THIBAKNBE L 1 BFE#%12 1.08 ug/ml D E—2
fEn@osn<T, BMLZ 6.97% ThH 7129, - T,
CTM-HE %#£0#%5 L 72D CTM O HIEANE
Bix, CCLIZtbkRTYEY—7EIZ BN THIEL, B
B RBitte bEEERL,

ARMHA B 12 CTM-HE 25 L T 2 BR%
T, S AR BB 13 1.95~7.55 ug/g, BB BK PN &8 12
0.45~3.30 ug/gorml ® CTM BEMNB N, Z

1id CCL 0 1 BB I LEN T2 MBI {BETH -
720
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THEERA2b5b L, RABITOENGEIZ CCL I
EFELLERZTLID, EITIX S aureus T
CCL & U edionzbDThH 3,

ARRE W03 S ERRARET T, SEMEMESR
EHACIBAE WX LT, 18100 mg % 721X 200 mg, 1
A 3@, 5300 mg ¥ 7213 600 mg PARE LT, B
KR e &2 E AT,

ZOFER, IRBRK, THilE, BIRIRA, EERE,
Al - BUHRER, AlEK, ARBREOSES,
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BASIC AND CLINICAL STUDIES ON
CEFOTIAM HEXETIL IN THE OPHTHALMOLOGY

Masao OoisHi, Fujio Sakaue, Mariko MoTtoyaMa, Akiko OoMoMo,

HirosHi Tazawa and Masuya Miyao
Department of Ophthalmology, School of Medicine, Niigata University,

754, Ichiban—cho, Asahimachi—dori, Niigata 951, Japan

Cefotiam hexetil (CTM-HE), a new oral cephem antibiotic, exerts its antibacterial activity in the
form of cefotiam (CTM) . The distribution of sensitivity of 20 strains of clinically isolated
Staphylococcus aureus ranged from 0.39~=100 xg/ml, with a peak at 0.78 xg/ml. Intraocular penetra-
tion was examined after oral administration of 50 mg/kg of CTM-HE in mature white rabbits. The
CTM levels in aqueous humor reached a peak of 0.73 xg/ml at 2 hours after dosing and the rate of
concentration in aqueous humor to serum was 5.12%. The aqueous levels of CTM then declined to 0.13
p#g/ml at 6 hours. The ocular tissue levels at 2 hours after dosing were 1.95~7.55 ug/g in the
extraocular tissues and 0.45~3.30 xg/g or ml in the intraocular tissues. In a clinical study, CTM-HE
was orally administered to a total of 94 patients with blepharitis, hordeolum, meibomianitis, conjun-
ctival pustula, acute dacryocystitis, chronic dacryocystitis, keratitis and corneal ulcer, at a dose of 100
mg or 200 mg three times a day. The clinical efficacy in these cases was assessed as excellent in 8, good
in 68, fair in 10 and poor in 8, the efficacy rate being 80.9%. Side effects were observed in 4 cases
(4.26%), all being gastrointestinal tract symptoms. In all cases administration could be continued, and
after the end of medication these symptoms disappeared.



