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1. ZETEHREEEREL L UEHEIC ME 1207 200 mg # 81&% 30 o 0S5 L 725
o ME 1206 ) ift i & R BUNEE % @IE L 72, M iBE D peak (3 MR ENSEIZ L 2
ICOMGRIEEL, »OoEER L7z, MAPBENET L BHREREEN/ SIS 7 BICHEVIEIEL,
EERER CERO TRIRE & - 72, MPBELERE,»ZNL2EMTTEY), BREEERER
1. 13 B, rhS RS R T 2.06 B, MR EAE T 5.68 KR, SENTE AR T5.37HHTH -
72 R ENNE L BEEET IR T 2EME R, SEBEEH CHETH > 72,Cer 70 ml
/min Y EoE@$Eomb B, RpRIREIBERERLIIIEKTH - 72,

2. 3HIEHESRERYERF I ME 1207 200 mg % 8141 30 4 AR & w72 BEod il iR,
HEhBE L RIEL 72, MAPIBED peak Iz VTN L 4 BHBICELN, FHT2.65ug/ml
Th-12h% WEEPBEIZ 1HI T4~ 6 BRI%IC 0.02 ug/g DELTE L L AMISBRHRFLUT
TH -1,

3. MROR SRR 33 B AR & L 2BOAMHFUL 87.5 % Th - 72, BIFEM & L THE,
BALZFNEFNLBITHLN, BRERGELEGPT o A% 18l, GOT-GPT A% 28I, 7
OO EEENMET 2 1BITHEDA, WINLBELLNTH- T2,

Key words : ME 1207, B#acREE, KNEHHE, I1FREELE

ME 1207 (3 BHAMEHR A S THRE S N HED
Fi cephem #1 T, WAREBED LN S NHEEN T
AT 7—®IZ L - THEENE % FT % ME 1206 (270
KaRENs7a 5y 7 THbH, ME 1206 13 &5 8
-lactamase I2&ZETH N, 77 Lk, BELMLT
[LERRNIE 2 =7 F V&2 AL, FFiC Staphylococcus
aureus, Staphylococcus epidermidis (=%t L, HERNEE
O cephem Al L LIEN TV 30,

SH, bbiIBRIEREEE, SHEICAMNE
RORE L 2o R & R R, 18 RER
MMEBHICBIT M L UBERNBELZMEL, F
12 33 Bl IPIR SR fE IC AR 2 T 2SR
NTEDHEERET B,

. EHEEERE ESBECsUsnhmE, R
ch[@UN%E(Tables 1 ~6, Fig.1, 2)

1. K/ &

BREH,LEET TRAOEREBEEEErEENE
AR [ B 7T F=> 70T 7 2 (L
F Cer)51~70 ml/min, I1# Ccr 30~50 ml/min, 1I&f
Cer 30 ml/min it TIE M ALENTE AR, [VEEMALE
Mg AB, *72, S#b#13 65 &LIE T Cer 70 ml/min
Lltoggs L, TE3H (Cer66.6, 60.8, 52.4ml
/min), I1E 4% (Ccr48.5, 34.1, 33.5, 32.3ml/
min), [1#E 2 % (Ccr 16.8, 8.3 ml/min), IVEE 1 (3E
BN A), SER3H (Cer100.9, 75.6, 73.3ml/
min) 28T ME 1207 200 mg % A &1EELL 30 47ic
B G L oBom P BEZBIEL, MBHENTE AR
B LB, IIE, LB, S-SR CIERPBEON

*T 950-21 H7is i 75 A7 HAMT 1-27
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Table 1. Background of patients with various degrees of renal impairment
Mean value of group
Group Case Age BW CcrA Underlying disease
no. Sex (kg) (ml/min) Age BWi(kg) Cer(ml/min)
58 ..
1 F 63 66.6 chr.bronchitis
64 -
I 2 M 41 60.8 chr.bronchitis 67.7 49.7 59.9
81 bronchial asthma
3 M s 52.4 old pulmonary tbc
4 67 60 185 diabetes rflellltus
F hypertension
73 .
5 M 34 34.1 old pulmonary tuberculosis
I 75.3 46.8 37.1
6 ?\2 43 33.5 bronchiectasis
71 . .
7 F 50 32.3 diabetic nephropathy
78 cerebral infarction
8 M 52 16.8 chr.bronchitis
11 73.0 515 12.6
9 iﬁ 51 8.3 chr.glomerulonephritis
7 chr. renal failure
\Y% 10 62 <5.0 (chr. glomerulonephritis) 77 62 <5.0
F . .
off hemodialysis
Table 2. Serum levels of ME1206 after oral administration of 200mg ME1207 to patients
with various degrees of renal impairment (non-fasting)
—Bioassay—
Time after
administration (h) Before ! 2 4 6 8 12 u
group 1 ND 0.82 2.32 1.77 0.73 0.34 ND ND
Mean serum group II ND ND 0.47 2.17 1.95 1.54 0.53 ND
concentration group lII ND ND 0.24 0.30 2.86 3.70 2.60 1.04
(zg/ml) group IV ND ND ND 3.00 4.60 3.45 2.03 0.39

ND: not detected

Table3. Cumulative urinary recovery rate of ME1206 after oral administration of 200mg ME1207 to patients
with various degrees of renal impairment (non-fasting)

—Bioassay—
Time after
24
administration (h) 4 8 12

group I 5.931 9.940 10.684 10.921
Mean cumulative group II 1.067 9.025 14.711 15.942
urinary recovery rate

group Il 0.016 0.681 2.161 3.054

(%) group IV
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Table4. Pharmacokinetic parameters of ME1206 after oral administration of 200mg ME1207
to patients with various degrees of renal impairment

—Bioassay —
Cmﬂx Tmnx lelﬂ AUC
(ug/ml) (h) (h) (ug - h/ml)
Gmlip I 2.32 2 1.13 10.2
n=3
11
Groip 2.17 4 2.06 16.4
n=4
n=2
Group v 460 6 5.37 50.2
n=1
Table5. Serum levels of ME1206 in elderly patients after oral administration of 200mg ME1207 (non-fasting)
—Bioassay —
Case | Age | BW Clreati"i”e Serum level (ug/ml)
Sex (kg) clearance Note
no. (ml/min) | before | 1h 2h 4h 6h 8h 12h 24h
1 éljv6[ 55 100.9 ND ND ND 1.78 0.51 ND ND ND chr.bronchitis
2 7!? 57 75.6 ND 0.63 1.27 1.79 1.25 0.32 ND ND chr.bronchitis
3 ?\2 46 73.3 ND 0.37 1.26 2.23 0.71 0.24 ND ND chr.bronchitis
Mean 70.0 52.7 83.3 ND 0.33 0.84 1.93 0.82 0.19 ND ND

ND: not detected

Urinary excretion of ME1206 in elderly patients after oral administration of 200mg ME1207 (non-fasting)

~ 4~ R~ 19 I~
Case 0~4h 4~8h 8~12h 12~24h 0~24h
Urine | Urine |Recovery| Urine | Urine |Recovery| Urine | Urine |Recovery| Urine | Urine |Recovery |Recovery
no. | level |volume rate level |volume rate level |volume rate level |volume rate rate
(ug/mb) | (ml) (%) (ug/ml)| (ml) (%) | (ug/mh| (ml) (%) | (ug/mh| (ml) (%)
1 24.7 350 4.323 474 450 10.665 11.8 200 1.180 0.98 600 0.294 16.462
2 28.9 330 4.769 59.7 300 8.955 7.76 360 1.397 0 760 0 15.120
3 69.7 400 13.940 57.1 500 14.275 0.96 395 0.190 0 760 0 28.405
Mean 41.1 7.677 54.7 11.298 6.84 1.256 0.33 0.098 19.995
Table 6. Pharmacokinetic parameters of ME1206 in elderly patients after oral administration of 200mg ME1207
—Bioassay-
Case Cmnx Tma\ Tl‘zﬂ AUC
no. (ug/ml) (h) (h) (zg - h/ml)
1 1.78 4.0
2 1.79 4.0 1.66 9.70
3 2.23 4.0 1.35 8.85
Mean 1.93 4.0 151 9.28
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ELIT- 72, b, KRS, RBSMOREEY
572,

Rz #5581, %51, 2, 4, 6, 8, 12, 24 BEfE%
AT, RIRIEES50~4, 4~8, 8~12, 12~
24 BERRI£12AT - 72,

HKEBEDREIL Escherichia coli NIH] %% B5%E
WET 55 7B L0 HPLC (5 TT % v, BERD
M BEME% L X IC two compartment model (2 FEVs
HEN ¥R EB ® EH L 72, (Table, Fig. |3 bioassay
CEBLDERLR),

2. #H R

AREN B E#D P IEE D peak B3 1 BE 2 BRRI1%,

!\ *—*Group I : CCr 50~70ml/min
s—aGroupll : CCr 30~50ml/min
+— Grouplll : CCr <30ml/min
o--oGrouplV : dialyzed patients
(day with no dialysis)

Serum concentration (gg/ml)
e

0o 4 8 12 16 20 24
Time after administration (h)

Fig. 1. Serum levels of ME1206 after oral admin-
istration of 200mg MEI1207 to patients with
various degrees of renal impairment (non-
fasting) —Bioassay—.

IL8¥ 4 B5[El1%, [ILB¥ 8 BEME4%, IVEEGBERILICH Y,

% NLZ 1 bioassay BT 2.32, 2.17, 3.70, 4.60 ug/ml
TH", BRERENSEIC LIS ONEEL 5iEs
ALz, MHBENMETIZERERENESEICL L)
DHUTLRZVICRIRE % ), bioassay #iC & 5 128
MgEoMmAPREIR T ERBRALUT. [1B0.53 45/
ml, [ 2.60 ug/ml, IVE2.03 ug/ml, 24 Bsf T
31, IBERRHBRLUT, & 1.04 gg/ml, IVE0.39
pug/ml ThH o7z, MABERBHE I BT 1.13 BR,

oe—e Group I : CCr 50~70ml/min
100, &= =—=a GrouplI : CCr 30~50ml/min 109
4—a Grouplll : CCr <30ml/min

50

Cumulative urinary recovery rate (%)

Urinary concentration (ug/ml)

1 & D2 24
Time after administration (h)

Fig. 2. Urinary concentration and cumulative
urinary recovery rate of ME1206 after oral
administration of 200mg ME1207 to patients
with various degrees of renal impairment

(non-fasting) —Bioassay—.

Table 7. Sputum and serum levels of ME1206 after oral administration of 200mg ME1207 (non-fasting)
Sputum level (ug/g)
Case Age BW 0~2h 2~4h 4~6h 6~8h Note
no. Sex (kg)
80 -
1 F 41 ND ND 0.02 ND chr.bronchitis
81 bronchial asthma
2 M 45 ND ND ND ND old pulmonary tuberculosis
3 15\/17 58 ND ND ND ND old pulmonary tuberculosis
ND : not detected (<0.02ug/g)
Serum level(gg/ml)
Case before lh 2h th 6h 8h
no.
1 ND 0.36 2.99 3.32 1.38 0.61
2 ND ND 1.34 2.55 1.06 0.47
3 ND 1.23 1.67 2.09 1.67 0.50

ND : not detected (<0.02xg/ml)
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Table 8-1. Clinical results of ME1207 treatment
Diagnosis Invalid
Case /S\egf E(\:zv) Underlying disease Isolated organism* preceding
no. & complication therapy
17 act.bronchitis ND
! F 49 ) ND ?
O S.pneumoniac ()
55 43 act.bronchitis @ B.catarrhalis (4#) _
2 F — © H.parainflucnzae () (=)
NF
23 pneumonia NF
3 M 70 br.asthma ND ?
. O H.influcnzae ()
44 . pneumonia
4 63 = S.aurcus (—)
M chr.hepatitis Siepidermidis
67 pneumonia DS preumoniac (H#) _
5 F 16 =) NF =
73 pneumonia OS. pneimoniac (H) _
6 F 36 = NE (—)
7 60 39 chr.bronchitis O H. influenzae (#) N
F - (— NF i
41 chr.bronchitis DS . pncumoniac () -
8 i 55 or = )
9 56 62 chr.bronchitis © B.catarrhalis (#) (—)
M S.aurcus (+)
chr.bronchitis . .
10 8]:4\1 40 chr.hepatitis © S.pneumoniac —rr (#) (—)
& cholelithiasis
11 61 38 chr.bronchitis © B.catarrhalis () (—)
F chr.hepatitis NFE
- O S.pneumoniae (#)
12 17\2 41 chr.bronchitis S.prncumoniac (#) (=)
) B.catarrhalis (1)
13 79 41 chr.bronchitis O H.influcnzae (#) (—)
F — NF
s K. preumoniac (4)
14 17\,} 61 chr[.)t]:er:l);li(;:’:Us H.parahacmolyticus (+) (—)
15 70 40 chr.bronchitis O S.preumoniae (#) ()
M — S.prcumoniac ()
chr.bronchitis .
16 SFS 41 chr.hepatitis I;Il:: (—)
& cholelithiasis
17 71 37 pulm.emphysema+RTI O S. pucurmoniac (#) (—)
M lung ca. (post ope) B.catarrhalis (i)
18 71 15 pulm.emphysema + RTI NF (—)
M - br.asthma NF
B.catarrhalis (#)
19 73 37 pulm.emphysema+ RTI P.acruginosa (+) (—)
M > br.asthma P.putida (4#)
Acinctobacter sp. (H#)
66 br.asthma + RTI NFE =
20 M 45 X NF (—)
N e S.prciononiac (#)
21 2 50 br.asthma+ RTI S H. inflicnza (#) (—)
NF
78 bronchiectasis+RTI NF
22 M 43 chr.glomerulonephritis ND OFLX
0 B.catarrhalis (#)
23 72 41 bronchiectasis + RTI DS aurcus (#) (—)
M — B.catarvhalis ()
S.aureus (t+)
24 53 75 bronchiectasis+ RTI P.acruginosa (+) (—)
M ) fatty liver P.acruginosa {(+)
O H. influenzac ()
25 64 bronchiectasis+ RT1 S.aurens. (#) (—)
) F 44 hypertension P.onirabilis (+)
NF
old tbc + RTI S ; o #
2% 7[\;4[ 47 brasthma & O S. prciononiac - () (—)
hypertension
27 56 53 old tbc +RTI NFE (—)
M o (—) NF -
. ¥
28 70 3 old the + RTI P E -
F heart failure S.epidermidis (+)
56 - old tbc + RTI NF B
29 F 33 ) NE (=)
57 old tbt + RTI1 S.milleri (#) —
30 M 55 =) Semilleri () (=
, . E.cloacac (+)
31 90 43 AM disease+ RTI H._parainflucnzace (+) (—)
M (=) Acinetobacter sp. (+)
> 64 . lung cancer +RTI NF -
32 M 43 4 = NE DR - 3355
64 lung cancer + RTI O S puciomoniac () B
33 42 = NE (e}

M
before therapy
after therapy
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Table 8-2. Clinical results of ME1207 treatment
. Administration .. . . Evaluation
L:(?e (ngillt?;;zes) d;x(;*:)t/isn td(:i%] 1(3%) (Emi’nR/h) CRP* (\;Vn?rg’) bacteriological | clinical Remarks
1 2003 7 42 | =801 48 1+ o0 unknown good
2 100 % 3 7 21 -2 = 2+ i:ggg eradicated good
3 200 %3 7 42 5 = 2 unknown good | GPT t
4 200 %<3 7 4.2 12225 5,+ 2388 eradicated good PT act |
5 200% 3 7 42 140 b 153)1,20000 eradicated good
6 100 <3 7 2.1 ?j 51— ::E 83 eradicated good
7 100 <3 11 3.3 :1;;’ f S:ggc eradicated good
8 200x3 4 2.4 380 4j ;:ggc eradicated good
9 200 x 3 7 4.2 fg 2+ Z:?gg eradicated good
10 200%3 7 4.2 %3 1_+ %888 eradicated good
11 2003 7 4.2 g E 2‘888 eradicated good
12 200 <3 7 4.2 gg 3; %‘% unchanged good
13 100 % 3 7 21 2 o | B8 | eradicated good
14 200x3 7 4.2 g 2; g:ggg eradicated good
15 200x3 7 4.2 ¢(75 g I gggg unchanged poor
16 100 %3 7 2.1 1 = g:i‘gg unknown good
17 2002 7 2.8 Lo 2300 replaced good | fever
18 2003 7 4.2 ;g {::: 2’.388 unknown fair
19 100 %3 7 21 % ot 2358 | eradicated good
100 %3 3 . 2+ 7,700
20 3003 1 3.3 | +) | (10200 unknown good
35 2+ 6,700
21 200 % 3 7 4.2 i’g 3+ ‘}288 eradicated good
22 2003 7 4.2 17481 ‘i: g:ggg unknown good GOT - GPT!t
23 200 % 3 7 42 378 = S 245 decreased good
24 100 <3 9 2.7 = g;g 195 3:— 17:%5700000 unknown good
25 200 <3 7 4.2 = g;g ;2 2:» (752(0)8 eradicated poor g:’)]oodxacin
26 200 <3 7 4.2 = ggg 411; 5_+ 2288 eradicated good
27 200 <3 7 4.2 = %;g gg 2; gj?gg unknown good
28 200 % 3 7 4.2 —Ar 3 1+ 2'288 unknown good
nausea
29 200 <3 3 1.8 z;g 170 : g"ggg unknown u;zﬂire‘tee(il'- ;ie\,f;;{]am
good
30 200 % 3 7 42 L0 2o g:ggg unknown good
31 100 < 3 7 2.1 Z%;g 170 2; 3;88 unknown good |GOT-GPT!
32 200 <3 7 4.2 g;g ‘:2 ?I g:ggg unknown fair
33 200 % 3 7 42 —Bl S >t 170"110000 eradicated good

NF :normal flora
pulm : pulmonary

ND :not detected
the : tuberculosis

T act : prothrombin activity

:causative organism ¢
Al :aortic insufficiency RTI: respiratory tract in fection AM : atypica

. before therapy
after therapy

br : bronchial

act :acute chr:chronic ca:cancer,

I mycobacteriosis
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12 2.06 B[, IIAES.68 WM, IVEES.37 R &, III
B, IVETEHRICIEERL, AUCTL ZNEhN 10.2,
16.4, 53.5, 50.2 xg + h/ml X 1ll, IVE:THi» TAE
EERL 2. 24 FEf F TR EIUEE L bioassay
FTIR10.9%, 1I#15.9%, NEE3.1% BT
28K T L 72

Cer 70ml/min U LD Sl ERIC BT 2 M B RE
o peak EIZ 3BT 4 BEREIRICH Y, 12 REETE
oA EEIIRHIERLUT T 1) A S 13
#)71.51 B8, AUCIZ9.28 ug-h/ml Th -7z, 24
B TR RINERIZ S T 20.0 % & BERA &
ERldr o 727,

0. ERERARE, DRBERAE (Table 7)

1. /¥

Frhe, BREICHICRE2AODTATENE 2K
WA bR MO R B 3 B, ZAAI 200 mg % BH
H1BEUE 30 ROk E L2 BoRT, 1, 2, 4, 6, 8
BREgoOmFEELRE L2, T/, B5%2BME
CER LBRFRELEL 72, ERBRENAIEILE
BEEEEIC BT 5 BERAIE & @D HETIT- 72,
37, RERBICH72-> TLEEEICIT-S 72,

2. & %

mABE D peak fEix 3BT L ARA% 4 BRI
AbLN, FNFHN3.32, 2.55, 2.09ug/ml Th -7z
B, WEERABRE 16 (FEBI 1 T4 ~ 6 BERIT£IC 0.02
ug/g DIENTE L NIz DA T, Mt 4 CRIERRLT
Th-12,

. BERERAL#K (Tables 8 ~10)

1. NgEH®*

D 3 %

BERI63E 11 AL N FEk 2411 A £ TORICER
BBERICB TS 5 I3 ABSIEFR 24T - 72 33 41
(B 20 B, 200 13 1, 17 w&p & 90 e % T, ¥ 62.3

%) DRBBMOEE N S 17 1TIR 28R AE 1=
L7z, RENNRIIBERE L 26, Wik 46, 12
PERE RO BIEREE 10 B, filiSE k&Y 3 4, R
Per o 2 RELRE 26, [EXILSELE 4 61, BEIA
PERTREARSE —REYs 5 6, FEE T RS B fiE | OB IR
FELLIZLNLIE, M@ KRER2BITH D, R
B 32060 T HBA L, ¥R Tl Streptococcus
pneumoniae ° 9 B, Haemophilus influenzae 3 1,
Branhamella catarrhalis 3 %), Klebsiella pneumoniae
HIBIE DB E N, EEE L LT, S prewmoniae+
H. influenzae, S. aureus + B. catarrhalis, S. aureus +
H. influenzae, S. pneumoniae + B. catarrhalis +
Haemophilus parainfluenzae H* &= 155 &5 BES L
72,

2) fEHZE, FHE

JRB) & L TAEENRE L, 100mg 2w L 200 mg %
1B %KE 1 H3EERLZ, 100mg 3 1 8%, 200
mg 3 [[] 23 5, 200 mg 2 [@ 1%, 100 mg #»* % 200 mg
SENCHEEL LD 1BITH - 72, BRI ER] 29 7 3
HREAEE, fE6 70 11 B> &RE T, BEHAEITE
129 1.8ghged, EB 1% EEF21HD4.2gh
®EThH- 12,

3) #hRHEEE, BIERORET

BEIRZN R 0 HIE (ZERIRGEIR, BAHGE, WHLY >+
rUMRONEE, BERENEELZEZL LICREeH
I24T7% v, EH (excellent), A% (good), XA
(fair), #%h(poor), H|ZEAEE (undetermined) 7 5
BPesifii & L 72, BIFERIC DWW TIZEREAR h o F#,
95, Bl WEH, TH, TMm, HFE, TeRAL
FORBUCEEL, AFMERART®RIC BT 5 EHE (N
ER#FZ=EFH  BUN, 7v7F=> Cr), FF#EE (I
HrFZ7>2T7 :1+—+ GOT-GPT, TAn) 71 A
75 5—+Al—P, ) e T.Bil), Btk

Table 9. Overall clinical efficacy of ME1207

Global judgement Overall
No. of effectiveness
cases good fair poor undetermined (%)
Acute bronchitis 2 2 2/2
Pneumonia 4 4 44
Chronic obstructive pulmonary dis-
ease with 25 21 1 2 1 21/24 (87.5)
respiratory tract infection
Others 2 1 1 1/2
Total 33 28 2 2 1 28/32 (87.5)
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Table 10-1. Laboratory findings before and after therapy with ME1207
Case EZ‘;": BUN | Cr | GOT | GPT | AP | T.Bil | Ht |Platelet| WBC |Neutro|Eosino | Direct |PT act
no | ") (mg/dl) [(mg/dl)| (IU) (010)] (IU) [(mg/dD| (%) |(x10/mm’)| (/mm?)| (%) (%) |coombs| (%)
B| 12 0.6 19 7 205 03 | 376 | 168 | 6500| 83 0 (=) | >100
IR s e e [ | e [ [T [aseo | e | s TS T S
B| 12 038 19 13 198 03 | 392 | 184 | 3200| 54 0 (-)
PRI s o e e e | o [ars | oo [amee | w TS S
B| 13 0.9 36 42 108 05 | 469 | 254 | 9800 71 2 =) | >100
PRI 0 s e | e [ws | o [was |z 70| e S TS T S
B| 14 0.7 45 46 467 05 | 390 | 411 | 9900 74 2 (=) | >100
PRI s e e [Tee | o [Taea | s [ eano| s | s O T e
B| 11 1.0 41 16 196 05 | 397 | 132 | 13200| 78 0 (=) | >0
ST e T T e | os s s [saee| w1 TS T S
B| 13 0.6 28 20 212 04 | 407 | 147 | 5600 69 0 (-)
S T VR TS Y IR TR IV BV PR EPVRT RS S B B T
B| 24 0.7 18 11 207 360 | 165 | 6,200 64 1
TR s T e T | 31 | 139 | 3700] 61 | o | (» |
B| 14 0.6 14 14 169 432 | 170 | 7,400 | 54 1
SRR o T [T e | 22 | 252 | se0| 4 | 2 | |
B| 18 0.8 36 24 246 08 | 377 | 167 | 7200 75 2 (=)
UM s s T [ Tae | o [ses | 1n1 | amo| s | s O
B| 12 05 31 12 190 04 | 325 | 129 | 2,000 59 4 (=) | >100
ORI e s a0 T s | o Tats [Tizs | w22 | s O S
B| 18 05 27 18 321 03 | 429 | 200 | 8200| 54 2 (-)
TR e s [T s T o [aa [aas | eowo| 0 | s |0 | S
B| 22 11 24 31 398 03 | 453 | 361 | 14500 81 0 (=) | >100
S I R B B S "R P PP PP SV B P B [ESS
B| 21 06 16 7 179 04 | 368 | 401 | 12600 85 0 (-) )
BT s s T e | o s | aer [ om0 ws | a || S
B| 12 0.9 14 19 262 09 | 438 | 191 | 6200 62 2 |
T T o T e T e o e e e | et [ O Sw
B| 33 1.1 26 23 458 0.2 43.8 31.9 7900 | 64 0 (=) _2_1_99'
S B N S (YR I P E R VY S PSSR P IV PSR S T
B| 17 0.6 33 15 162 0.3 30.2 15.7 2,300 | 48 5 =) >100
T T T T T e T o e e e e [ s [ ] S
| oy |BLI L0 2 s | s ) 04 f a2 |2 | e300) 8L |0 | () | 210
Al 18 07 28 13 184 0.1 380 | 338 | 9700| 89 0 (=) | >100
o | ap [BLS Q0T | B 16 | 180 | 03 | 405 | 155 | s400) 62 4 0 1Nl
Al 11 0.7 22 11 168 0.4 395 | 12.8 | 4,400 53 1 (=) 100
B| 14 0.5 20 15 175 03 | 403 | 240 | 6900 75 o
AT s e T e o T s e[ e[S m
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Table 10-2. Laboratory findings before and after therapy with ME1207
Case Ez:] BUN Cr GOT GPT Al-P | T.BIl Ht | Platelet| WBC |Neutro| Eosino | Direct | PT act
no. ® (mg/dl)[(mg/dl)| (IU) (1U) (IU) |(mg/dD| (%) |10mm | (/mm?) | (%) (%) |coombs| (%)
B 17 0.7 15 16 161 0.4 433 22.8 7,700 90 0 (=)
PSR s e T T e e s s e | T 0TS T e
] B 6 0.5 14 10 196 0.6 36.8 18.4 8,000 | 65 3 (=)
S e N Y O P BT Y PV v e Pt (T AP o
B| 46 1.9 57 39 235 0.3 235 27.8 8,000 | 63 0 (+) 43
AR s e e e e e s e | e T 2
B 20 0.8 18 4 230 0.3 36.4 20.1 9,400 61 1 (+) >100
BRI T s e T e e e | e e | e ST 76
B 12 0.9 23 19 185 0.5 48.6 20.5 | 13,000 | 81 2 (=)
PETRT e o e e e | os | Tasr [ | aee | e TS T S
B 15 0.6 18 11 220 0.4 379 26.5 7,400 64 3 (—) >100
BRI o e T s | os | Tame [ ees | eeoo| s T T S0
B 11 0.4 13 10 138 41.6 16.6 9,300 79 7
BRI s s o s | oe [aee [aen s | re | T
B 10 0.5 22 11 195 0.3 39.9 11.9 5300 | 67 0 (=)

S e S T I T T S PO B T B 1) T R AU S
B 19 0.6 16 7 228 0.3 30.0 289 8,000 71 0 (=)
BRI [or e [ [ | oe [Teee | me | esw| e | 1| ) | S0
B 15 0.6 33 27 264 0.3 36.1 16.6 4,000 | 59 2 (=)
BT s e e s e e s s | e |0 O

B 8 0.6 16 10 241 0.2 40.5 19.3 6,000 | 57 4 (=) >100
T T s T e s e s [ | sa | w0 [ s G | S
B 13 0.8 32 18 217 0.5 43.7 19.0 6,700 56 2 (—) >100
AT T s T e T e e e e [ es [ sw | e | w0
g | g |BLM [0S QIS LI 1T 08 a0 ] B ] e e 0
A 16 0.6 15 10 166 0.5 39.6 432 8300 | 57 3 (—) >100
B | g B0 0T LIS 8 M 08 0L T ) s L
A 12 0.7 27 24 202 0.1 40.1 40.5 7,100 63 1 (—) >100

B : before therapy, A : after therapy

& CRfm~=F 7Y - } D Ht, /W% Platelet,
HIEH - WBC, #FhEkE45 It | Neutro), HKAHmif
B E 4 It Eosino, & # 7 — 4 Z # B : Direct
coombs DEFZ OV THKRIF L7z, To o ELiE
YR D PTact. b ATEEZ PR Y Ml L 72,

2. B M
D) ERkh g

AR 28 BI, oAh 2 B, sh 2 B, HEAHE 1)
PHERT, HENHIL 87.5% Th - 12,

AMEREX RO, 21388 TH->12, FER 2
3B RE CEBAIFRT 21O ARE k-7
DT, WK 5 S pneumoniae, B. catarrhalis, H.
parainfluenzae 58S 1, A& 100 mg 3 @ 7 HH
AL, HEIHHLDMAL, 2 HERICIZBRMEE
DL LA, BEHELTLLWBEITH S, Miko 4
BILEPIENTH - 72, B3 IZERETHTS - 72
Y, 4E B 4 T H. influenzae, 5B 5, 6 » & S.
preumoniae DR S, TN LIEERE A1, IR
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LRI 10BITH B2, ARIIF, EH1HITH-
72, 9B TR ZHEAHBAL, S. prnewmoniae 7° 4 B, H.
influenzae * B. catarrhalis »* = 1L & 11 2 #l, K.
pneumoniae H* 1B & O S BES L7z, ERHORER) 15 13
SEBN 12 & Rl—BEH T, §Ef 12 T3 S. preumoniae 13
frfe L 7205, BRIKAEIK, M XAt RodeE+ 1572,
FER) 15132 D 3 5 ABICEEROIER & 2 L AR % 6
HL72LnT, R S pneumoniae |3 i§%e7, 1%
WK, BRPEBIIAEEL, MWERXRATROME L A7 20
e L7z, fiEf) 17, 18, 19 (3Bl AR — K T, i
W 17 > 513 S. pneumoniae, FEH 19 £ V13 B. catarr -
halis BB E N, TN LR LA TS - 72, iEH)
18 (3 hRed TEE LA AMIC & 2R ALH T, BAH
IIAHTH > 72, AFNZ LD RIERDERE AL D
DITCEDFEANDFHHRL, CRPLAETH-72728
XX & L7z, A S BB RER) 20, 21 13BN T
b1z, HEW) 21 b BEX LT S, prneumoniae & H.
influenzae |34 % AT 5, FEH) 22 55 25 D 4 #
3 AELISRIER TR B, fEP 22, 23, 24 13T,
SiE i) 23 B2 SRR E N7z S, aureus & B. catarrhalis |3
Bl X 47z, FEW) 25 13 A/ 600 mg 7 HRIOAER THE
B DR EID, IR AAET, CRP, W
XAr RO 72 L2728, ERhE L7z, oflox-
acin (OFLX) "7 T & - 72, MIAMENifEELHED 5 B
4B AER, 1BIHEARETH - 72, FEH)26 TS
pneumoniae HFEIH S MR REIIAH TH - 72,
SEW) 29 TIZEH 2 HE L DIERAHBLL, i6# % b
L7z 7zb HEAE & L 720 48 31 13 5 S kAL A
T T H D IENTEHEN TRAHIIAHTH - 72
B, BN TH - 72, 5l 32, 33 13 [a]— B ThHlE Kk
B Ta B, 4iEH) 32 13 DR 3355 (2 TRhEA A 45
TARBNZZE L 7270%, WK i eXeidd & Wb X #RAr
ROBRELELIG N2 F M E L 72, 5EH 33
13%45 & N S. pneumoniae HREH E N, FOWHIE &
LICEIRIGE OIS 215, A TH - 12,

PR DEEARN A B D &, MR T 4 Bk 4 5], W
PESGE YU T3 25 Bilvb 21 141 (87.5 %) - A#hLL -
ThY, &RTOAMEL 87.5% LR %1372,

EERHAHIW L 72 20 Bl M FAH9Rh R 1L, % 16
o, AR 1B, i 18, A 2 BT, BRA4E 85.0
% TH -1z, S. pneumoniae 9 ¥k (FEH 2, 5, 6, 8,
10, 17, 21, 26, 33), H. influenzae 5 ¥ (5 B 4,
7, 13, 21, 25), H. parainfluenzae 1%k (e 2), S.
aurens 1 ¥ (39 25), B. catarrhalis 4 ¥ (FEH) 2,
9, 11, 19), K. pneumoniae 1 ¥k (GEH 14) 231
Lid L 720, S puewmoniae 2 ¥k (GEH) 12, 15), S.

aureus 1 ¥k (#E6) 23), B. catarrhalis 1% (f£#)23)
3% L 72, 72, SEBI 17 D S. pneumoniae 11 B
catarrhalis |2 5ALL 72,

2)  EIVER

BRARAIIZIZEER) 17 TiEHE 7 ARIC BB, 55629 ¢
2 HBICIRAATHBLL 7295, FiEiBERHh IcdEzL 4
Twb, AR EERS 3 TGPT, fEFI22 31
GOT-GPT 0 k5., fE#l 4 T7 o b o ighEs
BKFZ2EDTEH, WTNILIBRENLDOTH- 1,
FEB 4 DR HERE R, FER 22 DB HEHE RH 13 BB R
&340 THY, FiEH 21 THBERH 355 13%
FERLTW 2, EBREBHIRELRETHY, ¥
B%i310~20% ThHEZ ELREEBLIZLY
o7z,

V. & #®

ME 1207 % BHEEEIEH ISR O S L 2B 24 8
Rl TORZE(LR (ME 1206) RRER S EIEITY
20% THNY, ZTORNENEII B EEEREC L) S
FZTLLDEEZ LS, R OBBREEREC
A#HI200mg ZE A% 30 TICRORE L TRIELE
Fr oM mEHEFS, IR HEMEEE O BT £ LR B
FT2LNThD, BrEeEEREER (R, BIFEA
BO(IVE) TIIBBEERERER (18), PSEEE
B (LB (oL, mamhlsEs&Es R, 20
FOIMPIEE LT 3B TR T, A RE RS
LILR L, AUC L kE i & 7 » 72, 24 B¥[E F TOR
rh AT T BE, BEZ A e h » 12hy, IBETIRE
AT % &, BHEEEIR T A& IS 7 212 HE - TRW
~DPEF A L 72, LLE X ) Cer 5720 KifindE
B (IEE 2 B3 Cer 16.8 & 8.3 ml/min) iz BTl
1 H3MOBEELETE, 1wl 2BTLWE
B, Cer %30 ml/min UG THIUTERE
DEHEMBOER A HZ b b, F72, Carll
ml/min Ll |- 65 Ll Lo iEweE 3 Ao h iR
F, bk, AUC, ZRUR NG 1R
[FRETHER AD L D & KED B LN >z 28 &),
RS B B ARINTYTE L BERE - OBLED K TH A
LBbphr,

M S Y E AT 3 ) TUE S I O IE R AT
7255, 1HIT 4 ~ 6 BERI#EIC 0.02 wg/g L BRHIEAR
NHT, MIE T~ THEREE 0.02 ug/g LT THY,
W PR ATIZ F VR R S 13V 2 D )

D S hidei 33 B A6 FE L 7o 12 A5 % 28 A, ©
SATA 2B, Ry 2 B, B AHE 1 1T, eRofR
AL 8T 5% Th ), MPELOERYSEIZ 50T 25
21 BI47% CHIEEASHE 1 1) 87.5 % & @ ATk m
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Lo, BUAERRIENDELHBRRETH LS. LBELLOTH-72, EBL LIS ALNTE
pneumoniae, S. aureus, H. influenzae, B. catarrhalis IR TEXLEEN =2 L5,
ZRL, BEIDENHENEALTEY, #OAT

b B 7o BB 28R L TR L 72 2 & 7 x &
L, BULEERTH A, BIEHE L TRA, BRH 1) Hidl _1@. ESH B 39 0] O AAL A8
A1PIC AL, BRAERKE, FHEAERE % 36, 7 2, BiEL KU MEL207, 45, 1991
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CLINICAL PHARMACOLOGY AND EFFICACY OF ME1207

Nobuki Aoki"” Yoshimaru Usuda®, Yutaka Koda",
Tetsuya Takasawa", Nobuto Wakabayashi?, Seiichi Hayashi?,
Isao Nitta?, Chizuko Honma?, Kyoko Watanabe®
YDepartment of Internal Medicine, Shinrakuen Hospital
1-27 Nishiariake-cho, Niigata 950-21, Japan
?Department of Pharmacy, Shinrakuen Hospital
¥Department of Clinical Laboratory, Shinrakuen Hospital

We studied ME1207 a new oral cephem, and obtained the following results.

1) Serum and urinary levels of ME1206 were determined after oral administration of ME1207
200mg to 10 patients with renal dysfunction and 3 elderly patients(Ccr 270ml/min). In the patients
with severe renal impairment, serum concentration decreased more slowly than in those with slight
and moderately renal impairment, and high serum levels lasted over a long period. Urinary excre-
tion of ME1206 diminished depend on the degree of renal function. In the elderly patients, serum
concentration and urinary excretion did not differ greatly from those in the patients with slightly
renal impairment .

2)  Serum and sputum levels of ME1206 were determined after oral administration of ME1207
200mg to 3 patients with chronic respiratory infection. The maximum serum concentrations of
MEI1206 were 3.32 ug/ml, 2.55 ug/ml and 2.09 gg/ml. The sputum levels of ME1206 was 0.02 xg/g in
one case and in the other two it was not detected.

3) Clinical results: Thirty three patients with respiratory tract infections were treated with
ME1207. The clinical response was good in 28, fair in 2, poor in 2 and undetermined in 1. As to
adverse reactions, fever and nausea were observed. Laboratory tests revealed elevated GPT in 1,
elevated GOT and GPT in 2 and a decline in prothrombin activity in 1. However, these abnormal
findings were slight and there were no severe side effects caused by the drug.



