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Table 1 Characteristics of subjects for
studies on lung tissue
concentration of 6315-S

Body BUN S-Cr . .
No Sex Age weight (/dl) (ng/dl) Diagnosis

1 M 66Y 58 138 08 Lung cancer
2 M7 48 15.1 1.l Lung cancer
3 M 65 48 144 1.0 Lung cancer
4 F 75 41 12.0 08 Lung cuncer
5 M 78 47 113 1.2 Lwng cancer
6 I 42 45 104 0.8 Lung cancer
7T M7 47 176 0.6 Lung cancer
8 M 53 54 8.6 1.8+ lLung cancer
9 M 7 61 13.7 1.1  Lung cancer
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Table 2 Concentration of 6316—8 in serum
and lung tissue after 1 g i.v.

Concentration of 6816-8(ug/ml/ or §) Ratio
No Serum Lung Lung % 100
1hr 2hr 8hr 1hr 2hr 8hr Serum
1 492 212 114 147 — @ — 209 %
2 82.2 14.0 5.6 10.2 6.0 - 81.7-86.7
8 28.2 18.4 — 18.4 —_ —_ 57.8
4 26.8 14.2 —_ — 7.1 — 60.0
[ 86.2 26.4 - - 14.9 —_ 58.7
6 88.8 88.6 bt - 18.0 — 53.6
7 28.6 9.4 4.6 —-— -_ 2.7 60.0
8 26.2 8.2 8.7 — -_ 4.6 68.7
9 82.0 17.8 12.0 — - 8.6 56.0

Table 3 Mean concentration of 6315—S after 1g i.v.

Serum(ug/ml)

Lung(ug/g)

Ratio(L/S)%

lhr 826+80(n=9) 128+28(n=8)
2hr 175%81(n=9) 118+62(n=4)
8hr 8.0+85(n=5) 46+20(n=8)

8981156
495+ 9.9
612+ 6.9
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Table 4 Clinical summary of 6315—S treatment
i i Organism 6815-S treatment Clinical
No Age Dugflou.s before Dose Days Total nical| Adverse
Sex (Complication) after (g%/day) (g) effect effect
71 Pneumonia H. influenzae
1 . 2x2 15 66 Good —
M (Bronchiectasia ) —_
88 Pneumonia
2 . 2x2 16 66 Good —
M (-)
738 Pneumonia
3 . 2Xx 2 4 16 Poor —
M (Iﬁtﬁ)g cancer )
78 Pncumonia Gort
4 . 2x2 15 56 Good
M (-) GPT 1
66 Pneumwonia
5 . 2Xx2 3 12 Poor -
M (Ch, pulmonary emphysema)
P. aeruginosa
78 Pneumonia E. aerogenes
6 ' P, aeruginosa 1x2 14 28 Good —
M (Lung cancer ) E. aerogenes
A. anitratus
59 Fusobacterium
Lung abscess B, fragilis
7 2x2 14 56 Good -
M (Lung cancer ) K. pneumoniae
65 Chronic bronchitis - GOT 1
8 . 1x2 15 29 Good )
M =) P, aeruginosa GPT 1
BHohiih-7- 1 Fli3E LT3 BB THhIEL, o
16113 5 BHICMERARLD /- HEC M &1 - 7, 4. AER
2. WEHERE RELVLEDRHERIZ 1A bR ONIEI) -1,
ERYRGERFR (W, BE, M S 5. EBKRRE

MBSERE), MBXEHSLCERREBK (K
&.CRP, B, MEFHFRELE) OHEBEZME
LTE2 A% 2PHEY. B0 4 BREGICHE LT,
3. R
BEER DMK Tabled icE EDTRL.
MREPTIIEYAH, Myp2ATHD, MILRES
LUBBIEIROE 1 ARVWThbEYEHES A,
BH8PITIIEY 6 F, |2 2 9, HHEIL 5% Th -

26 (fEPNo.4, 8) ICHFHEERZAEEM Shic (Table
5) Nod i385, 18% 28&koD@L GOT i}
33—+83—55, GPT {3 327450 L BEEIC LR LA
BE4T 1AMEKTRENEN 38, 32 SEWRICHEL
Tz, 1> 1 HINe 8 (2 Table 6 icidd &0 GOT,
GPT & bICESRIN S PPEMN - 1K ED LR
LBESPERICROBBEETVEEETHL » BRICE
HEREET -1,
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Table 5 Laboratory findings before and after administration of 6315—S
4 4 3
No |Age Sex RI?"C (Xlon) lI:lb (Wdl: th (%). Pll,t (XIO.) ‘:BC (xto.)
1|71 M 487 464 127 140 89.6 48.0 262 279 8100 6400
2 (88 'M 451 488 168 162 46.6 480 19.0 217 26,700 8500
4 |78 M 421 411 14.0 188 416 4156 88.0 226 12100 4400
6|66 M 425 466 148 169 440 485 221 289 12500 10800
6 |78 M 801 861 111 129 80.6 8756 8.9 168 4000 8800
7169‘M 826 860 1.7 1286 826 81756 889 226 9800 4800
8 |66 M 887 890 12,0 122 86.0 87.0 25.2 189 10400 3100
N | GOT () GPT (U) ALP(KAU) | T-bil(me/d/) | BUN(sg/dl) S—-Cr (m/d!)
b a b a b a b a b s b a
1 20 20 17 19 4.8 5.7 — -_ 222 129 1.2 11
2 20 27 18 838 5.0 5.2 0.7 0.2 138 122 1.0 08
4 33 55 32 50 8.5 89 04 0.2 105 18.1 1.1 1.0
5 16 24 14 24 49 6.0 0.6 04 1238 124 08 13
6 26 39 24 31 4.7 5.8 0.8 0.6 250 244 08 09"
7 31 29 30 27 10.0 75 0.5 0.3 148 104 06 0.7
8 54 418 58 259 71 9.7 05 06 216 224 1.0 1.0
b : before treatment
a : after treatment
Table 6 Abnormal changes in liver
functional test of case No. 8
During therapy Follow up
Before
lwcek 2weeks -5‘:‘;' l1weck 2weeks 4 weeks
GOT 54 143 418 802 416 110 33
GPT 53 98 259 638 450 122 22
Al-p 7.1 7.7 9.7 - 11.9 15.0 6.3
Bil 0.5 0.3 0.6 0.2 04 23 0.7
m * " TIIRP R 12 KT 80~90% & LMOX ki
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#difluoromethylthio Zic@B AN LD TH %,
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Tid LMOX tRF0HVREAEEL, & 5, G(+)
ot AIRENERENICEDCETHD, £
CEZ Wt 7 FuBEIcH L Cldfht 7 = LRER L0
bROIRENERTZETHB" .. —H, EKAHEDE

BELLR, NPRELHETSE, AARERD
peak it OERMIEVWIN S LMOX 0 1/2 BE
Tha",

4 B VIR # 4 BT L 7= 9 B4 B\ T one shot #
AW QM BRES L CHERNRELME L, OPR
BEDO Tl i3 185/t 32.6 v g/ml, 2 B5MEt% 17.5u8/
ml, 3E5MI% 8.0ug/ml THH, B L MHRNEE
dEheh 12.8ug/ml, 11.3xg/ml, 4.6pg/mhiT
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Hoto COMBVTNLBL D G(+),G(-)Micxt
32 MIC 2#BAA/VMETH D, HRIGBRIE IS L
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LS PITERYBRERN LAY, E0HEHRI 5
KTHH, AIROMHLEMOBRET NERRTSH - 16
LTSV TR, BRNINERZLIALREALR
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BASIC AND CLINICAL STUDIES ON 6315-S,
A NEW OXACEPHEM

TsucusH! Iton
Division of Respiratory Diseases, Takeda Soogo Hospital

Distribution of 6315—S, a new oxacephem, in humans was studied by measuring its levels
in serum and lung tissue of nine patients after a single 1g i.v. injection. The penetration
rate from blood into lung tissue was measured, and average ratios of tissue vs. blood level
were 39.8% at 1h, 40.5% at 2h, and 61.2% at 3h after i.v. administration.

6315-S was also given by drip infusion (2—4g b.i.d. for 2 weeks) to 8 patients : 6 with
pneumonia, 1 each with pulmonary suppuration and chronic bronchitis. Clinical effects were
evaluated as good in 6 and poor in 2 patients. No side—effects occurred during treatment,
but abnormal values in hepatic function tests were observed in 2 patients, which returned to

normalafter cessation of therapy.



