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1) OEARFMRMETE 11 EFICHTENC FK037 1.0g % 60 2 SfE&RE L, & b OREEBEA
OBITEREILIcEZ A, REBNBE L, BN 1.26~77.3 ug/g, FTEFIRE9.33~51.8 ug/g,
3 1.23~72.5 ug/g, LB, TFREDZOMOMMERS5.79~22.7 ug/g TH> 7o

2) KEFEBEDNRIOBFNICH S » L H FK037 0.5g # 30 2fH 50 1.0g % 60 534
ATEEE L, KERICB Y 2EIMECN T 2 FHRORE 21To7 L 25, 1HIICFRES
7 LGHRRE &, Eubacterium sp. #3, %72 1BZ Prevotella intermedia DSREH S iz h3, %
Dt 28 FICEHMAE IZFEH SNk o7z,

3) OIS RISEISRME 35 Blicxtd % FK037 DEERZIR IFFALHE T, BRTIIER4
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2B, B 89.5%, FEHIEETIIERS B, BZ27 6, |36, BRI A% TH>7,
¥ 1z, HIEZEHRNERZ 20 Flh o 55 kvt &, BAEBIHEEAL 2o 32KV TL
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39~62 kg TH %, firH1IC FK037 KN RICRER = E i
LEMTHD Z L 2HER LI, FKO037 1.0g /XA 7
V% 100 ml DEBRIERICIERE L T 60 7SR
HL, B5HE 60~320 S OREEBS & U]EEk
FEGITIXFRRFIC M 2RI L 72, 286, BEAERZ=
FMIb Y — ¥ — X WIZ BT Bacillus subtilis ATCC
6633 % 72 1& Morganella morganii IFO 3848 % A B
B L THOLERFIRILEZE (Paper disk &) I &
% Bioassay th T1To 1z, EEHEW 1T OREHRA IR E #I
ETIEM/15 ) VEEEEER (pH7.0) %2, MEKD
Wit MBS 2 s, BREOEERWICBL T
1, OFEESIIRNGEEERBERYB LI —ETE
Q¥ L7ch &, £-MmEImEs58L, —200C T
B L THIERE TRIFEL

2. % B

OREARIEATRE ISR & h - S OEHEE S £ U
B O FK037 DK % Table 1 10K, AW, &
AR 60~320 517 1.26~77.3 ug/g, BHIEEIZ I
65~140 2312 9.33~51.8 ug/g, AZFIZIX 70 &I
1.23 $ 3\ 1% 72.5 ug/g DBELTD &1, HEE,

&, BTIRED % O OFEARSIC X 65~320 12
5.79~22.7 ug/g DBEHTAD blz, BB
g LI, B§A 1.7~103.6%, BEFTEE 38.7~49.8%,
M3 97.2%, LEE, &, BFREFOZ O OREHS
13.0~56.1%TH > 7z,
II. EMENFHBRICHT D5

1. ¥RBLUHE

MREFN 1993 F 1 ~ 6 BCRBRAEEETTRE
RBEOMESELB X U RFIFR+FREREI OEARN B
WT, FEBRSBINC OV TOHBEERIC L RESX
B RO TESN, KED 2 VIZERETIR
FMCATIIKE EHBET 2)DFEBREONIFIT,
FEWpIT 21~79 5%, MRNEM 21 B, &9 B, BE
IX 44~70 kg TH %, KHHTIC FK037 RARIGHER %
LM THS 2 L RHERL 7%, FK037 0.5g %
30 0EHBWIX1.0g % 60 FFEATERREL, AEK
TD5053FTH» S 30 FEICKEEERL, FDERI
FHelR & b ¥ 2 $7B L, BACTEC® (NR16A :
SMEA, NR17 A | SKEER) CHEAR, =2t
E—y—IVIZEMFL, BB THEDOSEE - [

Table 1. Concentration of FK037 in serum and oral tissue

(1.0g, 60min D.IV.)

Tissue Tirpe Serum Tissue |Tissue/Serum| Hospital

(min) |(ug/ml)| (ug/g) (%) code no.
60 —_— 7.40 — 2
60 130 2.19 1.7 2
60 42.8 1.26 2.9 2
L 65 104 74.1 71.3 1
Gingiva 65 74.6* | 77.3 103.6 1
85 74.6* 53.3 71.4 1
105 e 4.23 —_— 2
320 22.1 15.7 71.0 1
65 104 51.8 49.8 1
Cyst-wall 85 56.1 21.7 38.7 1
90 — 9.33 —_— 2
140 44 .4 19.7 44 .4 1
ati . 70 74.6 72.5 97.2 1
Granulation tissue 70 o 1.23 o 9
Maxilla 65 104 17.7 17.0 1
Liparoid tissue 70 74.6 9.69 13.0 1
Lymphonodus 112 46.0 12.0 26.1 1
Skin tissue 112 46.0 22.7 49.3 1
Muscle 320 22.1** 5.79 26.2 1
Tongue 320 22.1** 9.87 4.7 1
Submandibular gland 320 22.1** 12.4 56.1 1

Hospital code No.:

*: 70 min,

1.

2.

University

Cross Hospital

**+ 300 min

Department of Oral Surgery, School of Medicine, Tokai

Department of Dentistry and Oral Surgery, Ashikaga Red
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BB L VHRCFEREFEREHERY 12T MIC DRIE
BITo T2, %7z, WIREARERITI3 IR HIE A MK %
BHL, HROAFETEREAEE2T- 7,

2. % B

KEBROMBHOEDREK B & O, MEHO FK037
DEE % Table 2 WZRT, 30 Fld 2 FlCEHRRH X
h, TOEBER, 18T, RS 7 L,BHEEE
(MIC : 0.05 ug/ml) & Eubacterium sp. (MIC : 0.05
wug/ml), E72 161Ti& Prevotella intermedia (MIC :
0.78 ug/ml) THYH, % DEFD FK037 O & F e
i, TNZ46.1 ug/ml, 39.2 ug/ml THotz, *
OO 28 FITIREIIBEH S hz s -T2,

LSRRI 315 5 FK037 M 3ERER) - BRARAIRRET 411
. BB &K & & &
1. M&RE L UGk

1) MREHE

1992 £ 12 A~1993 % 12 H £ TR 5 MR = R
ZL, BHCERBRONE, HFSn2EFIR, T
HAN2EWEAZC DL THBEE2RY, HEE RS
ZERERADHDLOIREBEASNECCRAEL OB
RIS E B 38 Bl 2R L L7,

WtRgERIE, 1B A, IVE BEALOBER
L, BYYEE L COER - FRROIAREL BE Z TR
b U7z, 8T 15 B LA L 80 Bk, A& U CHRIE-
hEFEDARRBRE L L, HilikMbrnl izl
%E, TLEBEZYTI2BEIHS» UDERIATS

Table 2. Prophylactic efficacy of FK037 against post-extration bacteremia
(0.5g 30min D.IV.)
Age B(?dy Isolated organism Concent‘ration of
No. (yr) Sex w(el:g]t MIC: 10¢ CFU/gml (ug/ml) FKO(SZgl/nms]e)rum
1* 64 M 55 no growth 83.3
2% 46 M 61 no growth
3 79 M 45 no growth
4* 64 F 67.5 no growth
5* 60 M 70 no growth 65.6
6*" 67 M 55 no growth
7 44 F 58 no growth 75.8
8 34 M 55 no growth 107
9*n 67 M 55 no growth
10* 58 M 49 no growth
11 53 M 63 Aerobic gram-positive rod (0.05) 46.1
Eubacterium sp. (0.05)
12 23 M 68 Prevotella intermedia (0.78) 39.2
13 69 F 54 no growth
14 49 F 4 no growth 48.8
15 61 M 63 no growth 36.9
16 43 M 50 no growth 62.1
17* 49 M 62 no growth 54.6
18 66 M 65 no growth 34.3
19 76 M 68 no growth 120
20* 54 F 53 no growth
21* 22 F 44 no growth
22* 57 M 51 no growth 93.5
23 29 F 50 no growth 97.0
24 21 M 57 no growth
25 51 M 56 no growth
26 48 M 55 no growth
27 30 M 63 no growth 33.3
28 73 F  Unknown no growth 161
29 33 F 64 no growth 47.0
30 47 M 61 no growth 50.2

*+ 1.0g 60min D.IV., VI same patient
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¥ Lo BE

2) &5HE

KR SHEIICEARICHAREERL, BETH
52 L 2R LI, FK037 0.5g (JIffi), 1.0g (F3
) NATNBHBIE1.0g (Sff) v & (100 ml
EERIBHRET) 2Hv, 1[E0.5g (Jifll) »2wi
1.0 g (J3fff)) % 100 ml 5 500 ml DAEERIERICE
L, 1H8H - 490 2[E6043HEHITCTEEEREL:.
BREHAEIEERIE LT3 ~14 HE (BE 3 HRE) L
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B S BIEE L M LIS E
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BT
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(A RD SERI T R E RS FERICHIBAL 7
BE
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BE
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4) PERFEE

(ML DTLEYE X FFR L v,

QFEAlE LTAT a4 FAl, JEXT oA NN
REFRE, HABEERA, y-7 07V V8|, G-CSF %
E FK037 DEFMIcHEE G5 2 2 EHIOHF 1L 8
i, PE2BTINSOEFEHELILEER, %
DOEHIL, Bk AR, &5PM2E&H T L
72

QR)7ut s FrEor—7FIRAIZE 7  AR54E
VMEOBEMEEET 2 B8ZN8H 50 THARET
720

(4)Z R, YIBE, IRENE & ¥ DIERBITEALES 217>
1258, TOREREHFET Ll

5) BEHEEB L URE

(1R E RN

AJEER R D 5 PR CEE T 548, R’56%A
(Be5q1), #E3HRBRZBLIBELL, ssks
RSt 2B IXTTEERIR D 5 B, BRERTHIC
bEETLZZELELT,

(QBEZEEE B L IEROF R HAE

Table 3 Rd [F} - ORESNRISESIC BT 2514
MEOHRHEELEY] v, FSEEKEC OO THE
L, EEROBE * S CREL 720

QHIEEHIRE

REMEHIFER E UTHEROA L L, FRIICLD
BEEHET 5 2Lk Lic, REFAIZBFIBL U
aeEz ol FAZBRBEOBERSHNIE) BEKTR
WHEBTIZEE LT,

72, HERIEREEY — N F 2 — 7OCKFHMLERK
Aett) KHAK, EPLXEZFBLE—y —z 1
EfFL, EFRBLTHFRMEE, BREEOTEE, R
E & & U° 12 FK037, cefpirome(CPR), flomoxef
(FMOX), ceftazidime(CAZ) X4 % MIC O#IE
AR CEREFZ SRR [ TEML T2, 72, BER
EMPFFEATIC T MBC O#llE % NCCLS®IC# U TE
L7z,

6) BhRHE

(DEGIRZN SR

Table 3 WRd (8%l - OREARMERIC B 2504
VB ORIRHIEEAES | 128 U mfie & 2 ¥IE (FER
HHE) 2EHEE L, &5 3 BEZOEHAEER
5B HOFAETCRL TES TR » 5 &R
(£0.3), B#(>0.3~<0.7), R (20.7) DI
FETOHIERITo 720

¥/, HYEOHMWZLD [FER], [BR], [P
%), [ERY) D 4EBREE 2 [FBE] COHIEZEIT-
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Table 3. Criteria for evaluation of clinical efficacy by the Japanese Society of Oral and Maxillo-
Facial Surgeons
Grades of symptoms and numerical points
1 Body temperature 0 : less than 37°C
1 from 37°C to 37.5°C
2 from 37.6°C to 37.9°C
3 > more than 38°C
2 Fatigue 1: absent, 2 : present
3 Anorexia 1: absent, 2 : present
4 Redness(local fever)
a . Intraoral 0 : absent, 2 : gingival redness over the area of one or two teeth

4 : gingival redness over an area of more than three teeth, or redness
of adjacent tissue (buccal mucosa, mouth floor, etc.)

b . Extraoral 0 : absent,

1 redness or local heat of extraoral area

2 I redness with local heat of extraoral area

5 Swelling

a . Intraoral : absent,

L=

2 : gingival swelling over the area of one or two teeth
. gingival swelling over an area of more than three teeth, or

swelling of adjacent tissue (buccal mucosa, mouth floor, etc.)

b . Extraoral 0 : absent, 1:swelling of an extraoral area
2 . swelling more than the size of a hen’s egg in an extraoral area
6 Induration 0 : absent, 1 :induration to touch on the face
2 © induration with skin tonus
7 Pain
a . Spontaneous pain 0 - absent, 1: moderate pain, 2 : severe pain
b . Swallowing pain 0 : absent, 1 : present
¢ . Oppressive pain 0 - absent, 1 : present
8 Trismus 0 : more than 30mm, 1 :from 20mm to 29mm
(limitation of jaw 2 from 10mm to 19mm, 3 : less than 10mm
movement)
9 Lymphnode findings 0 : no findings or swelling without tenderness

1 . mobile swelling with tenderness
2 fixed swelling with tenderness

Assessment of clinical efficacy
Excellent: R=0.3

_ Score (total number of points) on day 3

Good: 0.3<R<0.7
Poor: R=20.7

Score ratio (R)

(2HIAEFEIZNR
BABELHEESNIREBOHESE LS 12, T
o xn [HEEK], TERR]), [F6), [RE]) «©
HE LT,

BHEX | SR FERBEOBEENRD s h
T, LORSKRTERICHRSA SN WLIES
BRR RSP CHAERBEOBERSZD &
h, BEREORKR, BREHARKCKRE S EEY
TRTWEEL, FREESRLE X WER

A

i) BERTHRCHRSR S WES

i) RS AEREOEERSED SN, B
FREOESR, BERGEHCREIN:-EELR—0

~ Score (total number of points) on day 0

BERESY R b 1 EUERE S L EER)

iii) BEHETCHAEBEOBERLTAD sl
3, EERELZEREL L5 IES

iv) 5T HAERBEOEERIED S, B
BREOER, BERMETH > 1E

T By:

i) $BE5RRAERC FAZERIELFRY & s h o I iER

i) RESFREFICERE R ERL 20 - 1ZEH

iii) HEFBRCERESEB L PELIRE SN
7 o T FER

7) BfERA

AEIE SRR AE UBEHERIC DV TE, ER
HHKLT % £ TBIARL, oM, 28, X,
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SHEREE, EMEL&EL, EAFLZoERKEDRA
RER 2 BEBEORE, MEE, HHAKRE, RECRE

cORHrIBIR R EEBELT, 1. Y, 2 %5
HY, 3. WHEMEDY, 4 FHEL, 5. KLDS
BFETHIE L 12

B, 7ED1, 2, 3%8IfFRAE L TWO KD £ B
hgsiz,

* ! PEHHER BWER) ORE

B B ELETRSHKEARERREE

HERE D BED L0 S LOMEIC X D REHMEE

Bl Y

m EIREDIETREEE

8) ERARHRE

FAIE L TARIRERGE B L URERT - FILH
CTEEBORES*ERL /-, REKRSHBRICEE
fEsnHoh, ThBBRERIELD bBOERKH S
BECHELCHRELRTY, FHE LTEREEDS
WK ERIEICEIRY 5 2 TEMAE L, £, B
HEEH (Bb) BAHsNRBEICIE, BF L ORRHE
Rx BEDIRRE, BIERE, OtREE, RELREER
BeOREEFRL 2 BEDOL, 1 Y, 2 %
SHNH, 3. GgEEHY, 4 HHEL, 5 LD
5 BREICHIE LTz,

BB, 7801, 2, I rERREBEBREELRH L LT
BDFkS ERDEDI,

(D # : ARMERE, MERE, ~~ b2 Y v ME,
BBk, HmmBKSE, MIMRE, Yo bor e o
fizy

(2)FF#%8E - S-GOT, S-GPT, ALP, LAP, y-GTP,
EIrEY (B ) ¥

(3)E#HE - BUN, ME7/ v 7 F =il

WIRFFR - &A, ¥, oty /=¥, kR

(52 ofth : 7 — A ARG, CRP, #Ritflz &

2 ERRAKAR

1) EFIAER

BET L 7: 2BI0BIE % Table 4 R T . BREHIEK
38HID S H, No. 36 x4k THEEL, 3HEKRS L
BEZNLAEKGE L 385 3 HEOBENTE Lok
e, BRI - ZeEOFEE A, BERD D
1 HTEEd ke L7 No. 37 DB ZE DT %= 5
F, %72 No.38 i3 GMtEHFEA 15 ARl TH D&
HYE & U TOEK « FIRDBTEEETH 5 D TEMMED
A TR E LTz,

2) BEER

BRI 35 B 0 B EH 7K F R O E I &
Table 5IZRY . FEHIZ 40 5L (31.4%) »EZ b %<

20~59 M TRED 82.9% % 5 T MR TIRBM
PEBELD %L, KBEHINFELIVEIZZERT
bol, RBOEEE X, EEH (24 61 : 68.6%) »3
%<, %7, RHIEHOER (24 1 : 68.6%) »'%
Mmotz, BE5HMEBHOHEARELE X, Y OEFH
£ B EEBAFTASTHIIVTROKES 20 AL
DIEFINE M7, 1 HEREEIL, 0.5g % 1 H 2 [E#&
E»n18lT, zofizefll.0g® 1H2EEETH
D, TOR*y MATORII 4 BITHRES nizo K
SR 4 ~5 B 19 6l (54.3%) &b HL, &
w3 HMHE, ZR10BETH -7,

3) ERIREHE

BRIEOFHMLSAIEET H - 72 35 BIDEERZIE (FEA
HHE) 3, MEETIIER 46, B 114, E2h14
THERE 93.8%, IVEETI3EZ) 1 B, B3 16 B, EX
2 BITHERE 89.5%, EETOEREIZ 91.4%ThH-
7z (Table 6), HUEHEXINETIIER 3 H, BX
12 6, #E%h 1 BITERNE 93.8%, IVEETIIER 2 B,
BE115 61, LB 16, E31HITEE89.5%,
SETOHEMEIZ91.4% TH -7z (Table 7),

4) WMEFHR

BAZEIEE » & SRR & iz 20 BlOHIE RN R
X, BIHK 1761, 5 3BT, BIHAEK . 0% ThH-
720 20 EEFID MR, BMERY 5 Fl, BEERSE 15
Bl (2EMESH), 3HEME4H, 440, S5HEME]
Bl, TEE1H) THD, G555 HKBRE I,

BRI DR EEEE & Streptococcus spp. 36.4% (20
k), Prevotella spp. 25.5% (14 #k), Peptostreptococ-
cus spp.21.8% (12#k) DIECEL, Zhos 3HEET
SEDUBULEEED T, BAEINDOHEE %
Table 8 iZ/R L7243, Streptococcus spp. ¥ 20 £k 19
BRIER (HKE 95.0%), Prevotella spp. 13 14 k2T
K (HKE 100%), Peptostreptococcus spp. W& 12 Bk
11 Bk JHEEK 91.7%) ik LTz, Zh & DBk
Xt 9 % FK037 O MIC 43#fi % Table 9 27~ L 72,
MICs, 1% 0.2 gg/ml, MICs, 1% 3.13 wg/ml TH =72,
¥7z, X&ID MBC 1 MIC &£ R IZRIBEDOKRBETH->
726

5) BEAHER - ERRREERE

BIfER 3 L& MFHES) 37 Bl 261 (5.4%) WHFHR
L, WA 1Al o TR ESHRERICEL LBEE
DMEET (92/52 mmHg) BSFIR L 1228, #5FIEE
BREBROWFIC LD 10 SEBICITERE L - IEEE
(112/76 mmHg) L7z, RRERIEH Y LHE S LTz,

72 1B D» TIRRER 3 BRICEE O THIH
I LIz h8, BBEAREIC L VEXFOBRE 2 HIET 2
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Table 5. Background data of patients
No. of No. of
Item patients Item patients
Age 15~19 3 Surgical treatment no 13
(yr) 20~29 5 (day 0) yes 22
30~39 6 Score osteitis of jaw 16~19 4
40~49 11 (day 0) 20~26| 12
50~59 7 cellulitis of 15~19 6
38~69 f perimandibular space 20~25 13
Daily dosage 0.5gx 2 1
Sex male 23 1.0g¥ 2 34
female 12
- - - Duration 3 2
Diagnosis osteitis of jaw 16 (day) 4~5 19
cellulitis of 19 6~ 7 8
perimandibular space 8~10 6
Severity mild 0
moderate 11
severe 24
Stage progression 11
maximum 24
remission 0
Table 6. Clinical efficacy judged by the comparative score
. . No. of Clinical efficacy Efficacy*
Diagnosis o
cases excellent good poor rate(%)
Osteitis of jaw 16 4 11 1 93.8
Cellulitis of
eruihs © 19 1 16 2 89.5
perimandibular space
Total 35 5 27 3 91.4
* . Excellent+Good/Total
Table 7. Clinical efficacy judged by doctor
. . No. of Clinical efficacy Efficacy*
Diagnosis - o
cases | excellent good fair poor rate (%)
Osteitis of jaw 16 3 12 1 93.8
Cellulitis of
eruitis 0 19 2 15 1 1 89.5
perimandibular space
Total 35 5 27 1 2 91.4

i<, BRICIERHEEL ., AEBERIEATEESE
by LHES NI,

BERREEREE I, RSB CRESERI N 32
BlD>H 36(9.4%) B s htz, WEIRIEZ GPT (29
—-51) ®+H (No.22), GOT (18— 39), GPT (12

* . Excellent +Good/Total

> 41), y-GTP(72 —119) ®_ E& (No.15), GPT(37
—179), ALP(296 — 419), LAP(113 — 134), y-GTP
(121 = 177) ® £H (No. 32) & 1#ITH Y, No.32 D
GPT LERRRBRESH Y, Z DI TREMD Y &
¥lEEI NI E72, No.22DGPT £EF & No. 15D
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Table 8.

Bacteriological effects of FK037

No. of
strains

Isolated organisms

Bacteriological effects Eradication

rate* (%)

eradicated persisted

Aerobes
Streptococcus anginosus
Streptococcus constellatus
Streptococcus intermedius
Streptococcus mitis
Streptococcus salivarius
Streptococcus sanguis
Lactococcus cremoris
Eikenella corrodens
Klebsiella pneumoniae
Haemophilus influenzae
Haemophilus haemolyticus

e L S - S I

W S O

™
wn

Sub total

88.0

Anaerobes
Peptostreptococcus anaerobius
Peptostreptococcus micros 1
Gemella haemolysans
Propionibacterium acnes
Clostridium hastiforme
Prevotella buccae
Prevotella corporis
Prevotella intermedia
Prevotella oralis
Prevotella sp.
Fusobacterium nucleatum

e L U S S Uy G

—_ = O N

w
(=1

Sub total

27 3 90.0

wn
a

Total

49 6 89.1

GOT, GPT L&iZ2Ww T3, Z DHICIEEE £ CEIE
L7cEoERR & iz,
v. % =

BRI OMEA RIS RE I B VL 2 EWE X, Ok
AEHER CERRE SN2 EEKREL2 I Lo T2
7 LBYEEREE & Prevotella, Peptostreptococcus % D
SUFECHL, BLL L ORFEREN2RK>Tw3
Z&, ELOBEBANDORFLBITHENEETH 3,
FKO037 i3 F5 M8 L VEKMED 7 7 LBHE» S
77 LEME E TLEAREAR PLERL, &8
B-7787—XR LT RETHIEHA L7 =
LBRMAEMETH D, £, HFMEE L TLH
BHEEL, ¥ H-MRSA KX L TBED -5 7 %
LEFBELBENLTBENRE T2 LI BHEELT
VB0,

SE, FHIOORESNEISISRETE 2 BT 2 HHEH -
BEREE A2 RETT 200, SHRARIRER 2 i

Eradication rate* =Eradicated X 100/ Total

L7z,

t MBI AOBESENOBITERE LI LIS,
21 MM, BRERTEBROERN 2 HZEHEESRKRT 10
SEONFE 1 HEBO 3 EZ LR 18 ks, 5E
DEKRBRANCTHER I VRE S A ERSEEKOD
MICq, (3.13 ug/ml) 28 % 5 HHBMANBEER LT, T
DZELDHFKO7D1E1 g5z & v OREHEZEH
THENEZRET 20+ 2EHBESESLTY
rrEzZonl,

REHEITRE W BT % BILED FHIR ORI,
DRI0FIF 28 (6.7%) BV THMBP I EHLRE
Ehizds, 28 BITIREMEIRSED S otz, EBE
S ITEMBE DO FIRS % EMY T ICRE 21T o 7235
BOWEMEEBBE L3, 69.2% (39 FIH 278 L&
WREERERLEY, 20X 3 IRERFICBIT2HEM
EDORERIIFL, BRAECAETEZOHEBELRA R
BLTWwaBEYL, REMEHE, BIBRKEAT7 o4 K
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Table 9. MIC distribution of FK037 against isolated organisms
MIC (xg/ml) (10¢ CFU/ml)
Isolated organisms Total
=0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
Streptococcus anginosus 1 1
Streptococcus constellatus 1 2 2 5
Streptococcus intermedius 1 3 4
Streptococcus mitis 1 2 1 4
Streptococcus salivarius 1 1 2
Aerobes |Streptococcus sanguis 1 1 2 4
Lactococcus cremoris 1 1
Eikenella corrodens 1 1
Klebsiella pneumoniae 1 1
Haemophilus influenzae 1 1
Haemophilus haemolyticus 1 1
Sub total 1 4 2 9 5 3 1 25
Peptostreptococcus anaerobius 1 1
Peptostreptococcus micros 1 2 6 1 1 11
Gemella haemolysans 1 1
Propionibacterium acnes 1 1
Clostridium hastiforme 1 1
Anaerobes Prevotella buccae 2 2 4
Prevotella corporis 1 1 2
Prevotella intermedia 1 1 1 1 1 1 6
Prevotella oralis 1 1
Prevotella sp. 1 1
Fusobacterium nucleatum 1 1
Sub total 3 1 3 8 3 4 3 2 1 1 1 30
Total 4 5 5 17 8 4 3 5 1 2 1 55

FZEsf5 SNEEENNIPESH L TH» 2 8E T,
BUMAE~N L B1T T 2B H D, HIERFHT 5
CEREETH S50 2 FlCEMIELFED & hizs,
Zhid BACTEC®Z I3 &E R MV ORBEORER
REEVTEMEVBREEIND EVIBREEHDD, K
%Y <IN L T BACTEC®CEAT 3 &, IEY
BXEICERT 2R M»EC, BECETESkdo
RESEEERE SN EEZ oI, L L, FEF
WHEL 7 MES D FK037 DEERRE S AT
nOKDO MIC & EHE->TBYH, +oE5R58F T
greEZON:, ThoDHERIY, KBTI
FK037 0.5g 20wz 1.0g 2&535 2Lk,
BILEDFRHICBRTH S Z EWRBENT,
FRIRIRET T3, MR 5H1% 38 filth 35 Bl CHEEIMED
BRET 21T > 72, FEALHE, FHREHEDOVLTHOH
FRBWTHLETIZORUALEDOEEERL 12, 7
AHHIE BT B EHD 3FIDOANRIZ, No. 34 iZEHK
BRRHI T, BRI, Prevotella corporis (MIC : 0.39
ug/ml) & Fusobacterium nucleatum (MIC : 1.56
ug/ml) THole, K% 10 HEKRSE L, 3 BEOY

ETIENTH - e SR TRICIIREERIZIZ &
AEHRL THELZRD, TLREFELHEEL 2,
No. 16 iZ B B B & B T & & &, Streptococcus
salivarius (MIC : 0.20 ug/ml), Gemella haemolysans
(MIC : =0.025 ug/ml), Peptostreptococcus micros
(MIC :0.10 ug/ml), Clostridium hastiforme
(MIC : £0.025 ug/ml) THo7:, BERREKT 4,
BRAMECL A/ AEEE LY, EWEIET 2
B BBDERTH -7z, No. 35 IR ERBHICHE
REVSE/BS - ERIT, &% 8 HERS L
7o 08, RIEER, HHBROBELTED ST, FEKS
BRTHRE S IEEREEERLI:BENTHY, Z0
BH P IBHBR L OMENE RS hIEL,
TEEBREMNEERT I ICE > LEIBOERTH >
725

OIS RHESRRYE 2 X R & U iz[E UTHliE#E TR
Fan T B BRTERS N OEHKITOH
R L LE#K§ % &, cefpiramide & 38 Bl TRRET X 1,
B R ET6%'0, ceftriaxone X918 TH % X
86.8%'", panipenem/betamipron i¥ 57 #l TH #h K
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Table 10.

MIC distribution of antimicrobial agents against clinical isolated oral streptococci

Oral streptococci 20 strains

imi i MIC (ug/ml) (10° CFU/ml)
Antimicrobial HE MICs, MIC, MICy
agents =0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
FK037 1 2 1 8 5 2 1 0.2 0.39 3.13
Cefpirome 1 4 4 5 3 2 1 0.2 0.39 3.13
Flomoxef 1 5 7 2 2 2 1 0.78 3.13 12.5
Ceftazidime 1 2 7 6 1 2 1 3.13 6.25 50
78.9%'?, meropenem I 48 il TH N 83.3%¥ T 34 it

HY, FKO37 OBZNE (91.4%) 1d ikl & te& L CFE
Ebsr0RENULOBHELR L1,
HMEFHIZRISHAER L VEPRE S 20 FlT
BEtah, HHREIISS. 0% ERIFTH- T2, BEHE
Bel7z360d, BHMERE2H, EHRERY (4H
B 16ITHY, ZOBRBERBREIIERMESERL
HE S NHESI (No. 16) Th -7z STBERRIE, DS

BleAE T% < St S 11 % Oral streptococci, Prevotel-

la sp., Peptostreptococcus sp. W5 EIDFRERIT BT
b 2SBEERRD 80% LA LR 8, I o EESEEKIZV
THOEBIIBWLTY 0% ENHEL, HEHEHIZ
REIBHFTH-7z, $5ERLEL B, /2
AREANEIREL O T B KB T H 2 Oral streptococci
WZXF 3 % FK037 @ MICqo 1 3.13 ug/ml THH, Z
NIIEER L L CHIE L 72 CPR & [H%Z%, FMOX,
CAZ L LERBIFLRBE TH -1 (Table 10), F 7
MBC & MIC L ERDOBEETH D, ZDIEHIIREW
ThHotz,

BIERIE, 37 EERID 2 Bl Bl « MEET & THibS
FHIF LY, Bl - MEEBTEEESTIEET < EIE
LTBY, i, TRLEET, REHREDIERN
KLTBY, RCEELR LD ko T, BRREM
BELEE, BEOHEEREEO LAV IFICEDS
nich, BEEEREFES Lo R b D kb ot £77,
4@ 1.0g (Jiffi) v MEaZEH 5 IR L7228,
cefazolin, ceftizoxime D F v b FHIZDOW TIZEREH
BTLAERINTEY, EHEMCL » b BEEICER
BIEVTIRETH 2%, AAMSHER SN TH D19, KA
DFy FabERAESEFEINS,

PLE, OFHEBMBITHEIENTEY, EHIMED T
MBLID SN, BRTH 0OBLULOBFHEHRIEHE
Sh, ZLMOET b R 2 0 - 72, FK037 13,
OFEABRERREICN L TERGERIE B2
DTHbBEEZ SN,
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HEAR—1#, NS, ex AKRES, SRS, LHE
1, FEME, BSEATH OEABEBCBT 3
Cefpiramide (SM-1652) D EBERY - B K A9 BT 2
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2 RRER, L (9 HEZ%) © Ceftriaxone O IESME
B BT 5 EABE. BEERE6(3): 141~165,
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ETFHE, it GER  OBEABERIIBY S
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Basic and clinical studies on FK037 in oral surgery

Jiro Sasaki, Akihiro Kaneko and Yoshihide Oota
Department of Oral Surgery, School of Medicine, Tokai University
143 Bouseidai, Isehara 259-11, Japan

Kazuo Shiiki, Haruo Sakamoto and Hiroyuki Naitoh
Department of Dentistry and Oral Surgery, Iwaki Kyoritsu General Hospital

Nobuo Yamane, Fumisada Tomita and Hisashi Katoh
Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital

Kiyomasa Nakagawa, Kouichi Okabe, Ryota Saeki,
Masayuki Fujii, Hiroki Harada and Etsuhide Yamamoto
Department of Oral Surgery, School of Medicine, Kanazawa University

Takashi Yoshii, Shinya Magara, Kouji Ichiki,
Yoshiki Ootsuka, Kouichi Nakanishi and Keikichi Shimada
Department of Oral Surgery, School of Medicine, Kobe University

Experimental and clinical studies on FK037, a new cephalosporin antibiotic, were made in the field
of oral surgery with the following results.

1) The concentration of FK037 in serum and oral tissues was measured in 11 patients after
intravenous drip-infusion of 1.0g during a period of 60min. The concentrations of gingiva, cyst-
wall, granulation and other oral tissues were 1.26~77.3 ug/g, 9.33~51.8 ug/g, 1.23~72.5 ug/g,
5.79~22.7 ug/g, respectivery.

2) Prophylactic efficacy of FK037 against post-extraction bacteremia was examined. Doses of
0.5g or 1.0 g were administered before tooth extraction in 30 patients. There were no bacteremia
after tooth extraction in 28 patients.

3) The clinical effect and safety of FK037 were evaluated in 35 patients with odontogenic
infection. The clinical effect was excellent in 4, good in 11, poor in 1, with an effectiveness rate of
93.8% in osteitis of jaw, and excellent in 1, good in 16, poor in 2, with an effectiveness rate of
89.5% in cellulitis of perimandibular space. The overall effect was excellent in 5, good in 27, poor
in 3, with an effectiveness rate of 91.4%. The bacteriological effect was eradicated in 17, persisted
in 3, with eradication rate of 85.0% in 20 patients. Adverse events were observed in one case of
diarrhoea, and in the other case of nausea and decrease in blood pressure. As to abnormal findings
in laboratory tests, an increase of transaminase was noted in 3 cases. No serious events were seen
in any of the patients.



