CHEMOTHERAPY

Oxacephem F#Hi4EHK 6315-S (Flomoxef) D
Sy MTHBITS 6 » ARBEER

IR « RIR B - A1 - SRR - RE RS
b Lig 3 T

6315-S (Flomoxef) o 200, 400, 800 & 1,600 mg/kg % SD %Mt > ~ i1 81 B8
6 » AMIMAEANRS L TUT ORR%E B

1) REBFSBICBEOKRE - MBOKM, HLURSHOMBOWERMIELRRS NI, 400
mg/kg U LD S TEEOEKMMIDHNE SN, 6315-S S5 BRIRELNL
Mhote

2) BRORKMEEE L THIRLAEWAM 6315-S 5 eBTHRaIh, ERNMNHLH,H-T
Hot, WROBEOHERMMALE 400 mg/kg L EOEEH, T{BELUNCMERELSIIC
Bovont, @3vic, AROGERRNN (2RERS5E. M 1, 600 mg/kg 58). WKL
JUKKROBEEEERD (HLREZSH), IIRoBERRED (1,600 mg/keg B 58) KHoH -
hit,

3) 1,600 mg/kg S TR ICHELZBHLOVALMML, HLROMEHNHEE L THES
Nrc, £DEH, MBHEL REEHBEOHIIAIK & 5MMBEM 6 L OCHEAZHROHMPLR
EHEAANBELSABEINBEARKICOIPRBEDOHAD X UALROMERNH S > 12,

4) ARREHET TD 6315-S DRAELERIL, REFRSHICAOSNIERNLEBEEIRAT
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5&, 400 mg/kg/BEHERBENT,

6315—S (Flomoxef : FMOX) i3, S #MKHFE
AR EN/AH L\ oxacephem LRIEME TH 5,

Sy bilBrsaEBLVOERMHEBHERR, Sy b
B35 3 » ABHERY, 1 2B 3RBLUE
SHBERRY, 1 BT 53 5 ABERKRY IKBW
TREZXMLT, ReMoFV I LrPSHhIcIhTY
25, 4B, X5i26315-S DEMEGREKOR
LHAFMTLENT, 5 v MckiFs6 » ABEER
BEICL28UBHRREEB L LD TETORRERE
T 5,

1. EBHHELUERS E
1. ERBMH L URHFRYE

4 ;@ # D Sprague—Dawley %5 v b (Jcl : SD, H
AI2V7) #MAL, 2BEOFHKETNK 6 ABTR
RICH\ 7o, RRBILEOAE (L, 1 146~184g, #E 118
~160g Th -7,

B, 2HRHMh, BE 23+1°C, @E55+10%,
BMIEEFEES 150, /B, 51 8 B S 12 B
BICREREININNY T JHEETTSSAF v 75—
T () —=vh—v, W262x D425 xH150mm, HA 7

L7) sk 2EFH>NBELTHE L. BESELL
EXEE (CA-1, BAZ L 7) LRBERATKEKE
Henclma ¢,

2. & &

6315-S (H1fET&R) DLot Na3801 & T 3X01 %
Ao FIREEAEE (Lot N 3 F720, KIFRE) ©
0.25g (N4f)/ml DREICER LT,

3. BRIV SHE

b FOEREHES IPRABRSTH B, 6 » AN
DMEBRARS IR ICEHEEBbhiiow, Th
KRb2ERE L THENESSRA L, #5R0%
BILHD, 65 AMORMKSEERLT, LI
L7:3 » BEIBRAKSRRY icb(F 5 ARBRECRE
A& 200 mg/kg ZiE@ML, 200, 400, 800, 1,600 mg/
kg D 4 5 RBZ/E LA (Table 1 ),

MIBBEB LT 1,600 mg/ke S B IIMIHES WL
T DO SRS 20 ICTHR L7,

IhSo#Yc LIRS R%E, BiEA 1/3 AR
O%EF) 2FAVWT1H 10, #66 » A (HREOD
BAGRTHEIL 182 $ 7213 183 HAS, Ml 184 £7-13 185 H
M) 5 Lo NEBRBICIR 0. 9K AHEERERERE
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Table 1 *Intraperitoneal chronic toxicity
study of 6315-S in rats

Dose Na of rats
Drug (ng/kg) Male Female
Control — | 80 10> | 80 (10D
6315—S 200 20 20
6315— S 400 20 20
6315—S 800 20 20
6315— S 1600 30 (10) 80 (10)

( ) M of rats used for recovery study

FEREARB LB —BRD 6.4 ml/kg DHAETHS
Lo Be5#TH, HREEE 1,600 mg/kg BOMBES
104% 35 BRIOEIRERICH T,
4. BRERHE
1) —HBReE
BE5RAKALSHBKRTHET, DU<Eb1B1ME
—HKEE R L,
2) & &
BEERRPIBHREHUNE L TREAROBHICH
T, BERABRFEEHE | ERE L,
3) BER
HRRIERERLHE L BAEL,
Kbl
4) BRRE
BEbts 2 BAi, RS5HL%3 »AB (91 /13 92
HE), 6 HH (180 £/:i3 181HE) XU HERR
HTH (216 BB) KA b itk 5 PREYER Bt
RESREEREL 1,
5) RE
B5L6 270125 B, BRSHKL®3 » A8 (89%
iR EHE). 6»AH (16 AR ITTHHE) BLU
EBRBRATH (215 BE) KRBATH 105, &
W (Mydrin P®, B8X%K) £ABLT, RES X
7 (RC-2, B KL AMEREZTE 10
6) MmEsmeE
BE5ME®%3 » AE (01 £/ 928H) £6»AH
(1803 181 HE) KEROMIER 105 E TOR
MionT, EERRETE (216 HE) KRIEERR
BOMIELPIc> VT, MEEHRELER L. BX
REBUMNIC L b M A R L, BIERE, RIMEKE, ~
EfobE R A< b7 Yy ME FEmMERAERMCV),

1049 DiEfER%:

Py e X & (MCH), &Mk & X KE
(MCHC) (kAL 7 7B, Coulter Counter Model-S8),
M/ ME ¥ (Coulter Counter Model-ZB), B MMR5E,
MRIERFCAE, HHEMRMBYK (GIEMSA RBBHEME),
WIRARMDBRM (BRECHER i) 2HE Lo 1B 5K
MK THS L VENRRATHOHRIICR Y MILE
% — )l (Somnopentyl®, PITMAN~MOORE) BB T
THMLTHRAMIKRL ORIML, o bos N
(Clotek®, Hyland) % #I%E L 720
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BRERBRATHICEROHMAIOEYN, BERBERET
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HAIRR 500 Bic 2V THM L . FBRIC, HABEAH
i3, HARKEY O EEMRXOME (Thoma HHA)
HBEVIERKBKORAE (TEFLVIY VI RTT—¥
#ufs, FUCHS—-LOSENTHAL #1HM) it Tho 7272
L, BESBRETHOERRBOREZ, BoLEEL
7o
8) MidE(L¥RE
BEHRRTHICEBROMES 10 TOHMIC
WT, F£EERBRARTRICIZ2MIZOVWT, XU b3
WEZ— LB TS L, &ARKS, S~/ nE
SEEEVTRML, HRELAMBICS>WTUTOEE
ERMELI I NI—A(TNI—R  FF ¥ —¥iE),
REOR (Ev Ly bE), TLM73: v (BCGH), R
REXR (VTEFNVERI/IAFIVLE), JVLTF=V
(JAFFE i&), 8 £ Y L E ~ (JENDRASSIK—GROF #),
#3L x5 0o— ) (LIEBERMANN-BURCHARD &),
GOT-GPT-LDH(UV &), ALP(BESSEY-LOWRY
&), #Ht (FA o7 BREZKEE) DLLE 12
& Technicon Auto Analyzer, SMA PLUS MICRO
system 2HWVWTHIEL, &5icY v igH (Phospholi-
pids B-Test, Wako), b ) ') £ 5 4 F(FLETCHER
i#), CPK (CPK-UV Test, Wako) £ X U Na, K,
Ca, Mg, Fe (V1L 5THB BRFBALE) 2RE L,
9) RR&
BEmMsk 3 »AE (89%/1390BR) £61,AH
(176 X 177 BH) KRIESBOM#ES 10/ TD
BMicoWnT, FAEREREI 215 AR IOV
TRRELXERL -, REOREEKICT v M EESR
Br—JIRBELTHA, KT T4RMREERL 72
REFHIRE, KR pH (BB WARK), 7L
2—-X, EA"E, & EVLEY, #M, Yov
) =4 BLUHE (UL Multistix SG, Ames),
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wHl (FvEoy p®, FLE) Thot, LHIXLS
ml L ESERFIC W TR L 7o

10) FFRRLS DR

FROMBE/CERE AV EE CRIYOFMEM
Ko—8ERBML, -0 CicREHK F b2 o-LP-
450 . PLaF o) VIRT L EILIEKD, @R
BR(EYLy &), 2V R F o - (ZAK-HENLY
EOEE), V) VIR (GOMORI HOKE) LU MY
7)) #5414 F (Technicon AA-1, FLETCHER D&
) 2E L.

1) BEERS L CRBEREORE
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Ui L O MBS ¢, BRE - AREARNICHE
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BIRIR, B TEME, MM IR (M, PR,
FE HTR (FTRESL), 5B (AEAMEEL)
DERERAE L2 BEH, VERBAICOVTHEE
REOERAME L. ChoDBEICMA, Wt Lk,
e HTR & & B +2#E8 =B C85
B, AFE. SRR KWK (), U oE (B
BH L OB, B, 2, FLIR (Mod), KERE.
WREE, EREK, ~N— &R, B LEAE #H8E K
R (8, Bi) SLUELDS Shlthoif%: 10%
b RE ST JIRRICEE LT, BRIV -
TLFEFR k=l VBETEEL. ChoRE -
HMBEBECH-T/ Y57« VURENE Ne b+
Yy e xAUUBREERTE L HILBIE LT PAS
Bem M L CRFANICHEE L, REIZ, WHREEE 1,600
mg/kg FEBICOVTII2H], 800 mg/kg LTS
HIARNICREOAONAESBE - MBS LT 1,600
mg/kg BEHTREERAKLEZ SN IARNASH
- BE IOV TER L,

i, HREICEROBEAL LT RO IMIC
20T, FRHMED—8, EMOBRER, BLUE
BRORFEDLHERKBE, SBHMO—MBE TV T — L
TLAFER AR I LREEL, ®E&ICH > T Epon
L7, BETS I - 75 _EREARE LK,
BHEMICHEEL, BRIz FHREEL 1, 600 mg/kg
BEBIIOVLTITEY, REREEEEL SN AE(Lh
AoNlBEDA, 800 mg/kg LT OREFESEHIC-
WTHEETAE&E LT,

12) $ate9884y

ERE[EHOMBHICT I PHEOEZOREIC
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t: 14 1% Cochran—Cox DMEZITHA\V, XM A hi
Wil4& 1 Student D t REEFTL » 10

I % B B &

1. —iRm

6315-S 5 2HOMBITHENN L D BEOKREL
WEOWEHA SN, 50 %I HREELRK
e ChoERIEIES 3 » ABYA LY BROKR %
RLo2b, AEPMBERE LTHRSN, &1,
i 400 mg/kg LA L, M 800 mg/kg LI £ 6315-8 &
EBIcVWT, | » ABRX O BSHtic—8K DR
ME S NE, B ERMEE I LRI HE SN,

MR T30 Wb THAECL, | ANUERMR
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IKEB5®BE (1T BEKEL) THh, BH 3H (¢h
#h85 99, 180 HEKEL) 3, hEBDTL {54
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5mis% 110 BRI O BEEOKDVERI-L, BHLA
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- 1-BERNEFOFRREEL SN,
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17 4/ 8, 8 A

2. & &

iS5 2B AN OB E NG A, M 400 mg/
kg L EokERESBICEEN#HIS oM (Fig.1),
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3. Higm -
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2 ' '

R - &85 REHEOBEET £2n1 K, 25
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(Fig. 3)o "
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DI o1,
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Fig. 1| DBody weight changes in rats during 6-month intraperitoneal
administration of 6315-S and 35—day recovery period
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Fig. 3 Food efficiency in rats during 6—month intraperitoneal
administration of 6315—S and 35—day recovery period
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#TiR3» AEOREICSVT, 800 5 & T 1,600
mg/kg BEBICTLBELN LA I Y v MEDE
TAMS RIRBORBDEED, 2MEESEICHEREK
FoRVHNRMORDBARLZBS R, LML, 62
AEORAETRChSOBAMIIZA SHY, 800 LU
1,600 mg/kg ¥y 58 IR BRI B BE R /D % 1B
DI TH-T,

BTI23» AEHOREICE VT, 400 mg/kg LD
BEROFHRESNBERELERL DA TH -1,

EHRABRRTHORE T & b EMBRBA IR
CHUTBEE#ERL.,

FOMOPEIAF I, WThOBEBRICEWT D,
BETREL(LEZPDIEIMN -/ (Table 2, 8),

7. BHRA

BB ERY D OFHMARNL L CBRSEICE VD
T, 800 mg/kg AT D58 Ok ICHE U TREBK
BAPPETL, BTRIFEESAFRICOLBEEDOKE
Raoht, LML, ShoDZE i 1,600 mg/kg #
EBicR@vond, MoRAREKFEREOASKIEVLD
T, REHEFEMIC bFRE T REELRBD o) -
fz (Table 4, 5), BRiBAIER YO O BRI
ERBATHB L URIERRATH S b 1, 600 mg/kg
B5BICHE\WTHEMER %R L7 (Table 6 ),

8. MMEALFRE

MITYESA FORD, A/GHRHELU Na DBEEL
EFrMgiticELCHONI B RTRTLT I
KiloBERETHRESL LT 400 mg/kg LI LS
BaMShi, ChonZbizbLTFhd, AKEickD
B Ltzo ZDMOERIcOWTHEEEZNDSE SN b
DB 1285, VTR LERNEHFERADOETH - /-
(Table 7 ),

9. RR&

BEDOXRIERSBICHHBELT, 3+ AHBLTG
REORA TR pH ORARKEFENET M SNt i
TRERGEEHRTI s ABICREED, 6 »AHICIE
o BREGOKMAZH, MTiE3 4 ABICZ 800
mg/kg DL L0 ER, 64 AHicid 400 mg/kg LI ED
BERTHONIREQOEMAZE DL, ChoDE(L
RAKICLDEME LA (Table 8, 9),

10, FFRRALS 347
ENAMBEROL(LE LT, Hic, FRE#HIDF
Fro—LP-450 BRBELVZ <) VBT L+ MALIE
EomBREEEMAS S, BT, 22U VBT
MEVLEE OBEERMMAS 6315-S 52 BICA SN
L8, ARERMEIZFHERTS - 720 TDIED, ik

D 6315-S |EBTY VIRKOMMMAE A oh, 800
mg/kg LLOBERTIR MY ) €54 FORERD
baohk, ChonTLRVIFNRLARICKHEML
7: (Table 10).

1. BEXR
BERRETIHOHRICEVWT, O 2RERSH
KEBDIEENS S, KRIIHREOMN 2,5~ 3 Hic
BLTW, BT 400 mg/kg LA LORE RIS
WHEEROHMM SMRERSEICTIWREOBEMNH
A oht, MTIILMRIEREHICHMERDBEMNN
s L O EROBEE KD, 1,600 mg/kg 5H
CEHWEROBEMM, PREROBER LML SN,
BB T2, SRERGETIDTNCESN -
1o, MTRMNBPLEIBEICE TRML . B
TR EROMI, HTIRES L CIHYEROGE
wmAtA St (Tablell,12)0

12, HREFNERFT R

1) BPELCH
EHBECOARKINLRIFEC THADS S, B
BAKERDOKRNUBSEIC K 2 WEMIUAAD 3 AR IEiD
Wi, 5 -d 5\ IdKENEH N, KksEmLT
Wice EMIC, BT HIm, BtHm, SEMmite
EKOR@ENRENEN L FICAH SN, Thoid, vehicle
BEHICRES@RIC L OMEROEBSEOME L E® L
folEICk BN, HAVWRRENETEIIDICES
rEREEICLAE(LERDNS, VIEERRD 1 FITI3
ELWHEMEH->7-BERNAONI,

2) RERBRE T

6315-S 582 Mic, SROBRABTMESELT
LR LICEBEEN ., HBRBLEHTERNERE
W WRLECHEBEOHM, BVBELV LEREOE
BENHARKEEE RS THL DEETEH Snp
NS RESFSORIERIAIC & 5 YRR #IMAREE
LEZONT,

3) ERRBRK T

6315-S 5RO ERI:, BEIRKBRETHOLMNRBEL
DRRRED-THN, ABPOMIRIE, EBTH- 1o
1, EBEOHMS S VWEER HELAREOLE
PMERH E S L OBFRAMEORE L, 22 BHAIC
BELTV,

13. REMHBFHRR
ERBAFTHARBERNOERE « A0 RE S L UE
FSRIABOMEBE M ICAFHBOMELF & 5 REE
HREN, LXICRYMEMIRLEEREZE ST, EHoh
feo ENRRBBALIHZESFHEM (Photo. 1), B
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Table 8 Megakaryocyte counts in bone marrow of rats administered
6315-8 intraperitoneally for 8 months
¢ t th
Drug Dose At the end of Lrealment period r‘:covciye;gr?:d
ke) No of No. of No of
(mg/kg) rats Male rols Temnle rals Female
Control - 8 | 2076+188™ 10 86851+ 485 6 30294401
63156-S 200 10 1986+ 886 10 89651+ 268
6815-8 400 10 21281164 10 4035+ 318
6815-S 800 10 2266+179 10 89261+ 416
6815-S 1600 10 2560+178* 9 6292+1127 5 5413+820*

a) : Mcan £ SE, ;: Megakaryocyle counts/mg bone marrow

Statistically significant againsl control : #

(Photo. 2), /B, $, WHIUEETHD, @h
IR, MEIC b RE L7, MEBE 6315-S BBk
S5RBMT, ChonMELE D FBEORMICENS
ShlEh -7, EBLEROS SN REFZRSHTRE
BOMENBVOIH LT, MBETRDLEL, #ICH
BUADBEDOME LGRS N7,
HBEICOLRONN, SHEERETREMEDOHMHAE
EAA oo Z{bid, 400 & & U 800 mg/kg B 5B D
BB H i AR, 800 &1, 600 mg/
kg #5Bick i 2EEDIHK (Photo. 3, 4), 1,600
mg/kg BEROKEHRMICEH oM LROME
(Photo. 5, 6). 1,600 mg/kg ¥ 58D T EEITFE
e s 5 W idBRERRORERICBIF AV
FHOHAGRNOHETHD, LROMENRHL SN
PO EAEN, BEDER%EHH > TV (Table 13),
BHTOMROE(LL LT, MFEROMBIH SR
FEl sPicaonidt, SHEIMIARMETHD,
fz, REME, BEORIICHRKEENALTVWI END
BRERELEL SN,
6315-S HEBMICHBB L %D 3\ IL LA BIEE
iKdonf-Etis, BB BANEYTY VLR, O
Bicb I 3RBHEOMRRMERBILEES LHEY
(Photo. 7)., K®B> KEDKRHL (Photo. 8), Bkt
LEOBREK, BILRME~OMFIEHE, FFakicsd
AIEEOLE, BFRRBEROEARL L TH -1,
B CE ARG EREROMIRERICET Y Uik
R ATERL (PAS BBk, Photo. 9) 4% 800 mg/kg
PtoERcBEINLY, BRoL S ICBENICR
BE (EERRF) < OEROFRENA SN,
EERRE THURA T, ANBHOMENEE
EETREBEALHEERLTWAR, BEBRERILHETS

; P<0.05

MENEREICIREN K> TV, REKDHLIL 1,600
mg/kg HEBITEVLTERABTAETH 1o, 1RO
B RSN TRICH L TBRL TV,

14, BFHRRVIBEE

6315—S o 800, 1,600 mg/kg HSHDE 1 AickL
TW ARG LRTias A L L, RRENICEDS~3 1D
osmiophilic dense body (Photo.10) A¢HBR L A4,
ERNRRIEOMNBEBICE VT b 2 HicH &/ (Photo.
1) COMGI, KEILBEHD,SAFHMICHES
Nie7Y U BENEE—RT 5, @M, RBECE
\VT mesangial matrix DAL L UCEEL - RER
DT, LRHEREREOBINN LS B VIZME, I
HRAE LEERICET 250V /- LOMMEEER
DEELL SN AR L 6315-S 58 LOMIK
ENotee ThORMBS v MIC—BRIBHATS
bo
FafaicbVWTREI bav RY 7, 54V -46
L UMEH M o BamAT 1, 600 mg/kg ¥ 58 & MHBRICE
BEEEILA NI,
BEMEKRICIEREHRIIS Shiih -/ (Pholo.
12)o

m % =

6315-S @ 200, 400, 800 ¥ & T 1,600 mg/kg 7y
MCIE 1B, #56 » AM, WRERERELAEIST
BRARRELLEN -1, REBKSLHTEROLSE
KEZHBORESL L UBEOKENBEINLS
ChSRAERESS v hTL{HShTWIRETS
3, REFSHCEMgIES bicBEROBEMMS LT
ICEEMMOBEMSAED Shi, ChdORARE
6315-S DHEERICER L - BAMEEoLE I LS
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Table 10 Liver components in rats administered 6315—S intraperitoneally for 8 months
Abs. Choles— Phosph- Trigly- Cyt Coumsr. Coumar. Coumar.
Drug (:,""/1:) Nr“n"’: wi P(::/‘:')“ terol  olipid ceride P-450 DMase DEsse DPase
' (g) g/ g) (rg/g) (m/g) (nmol/g)(unit/g) (untt/g) (unit/g)
Maole rats killed at end of trestment period
Control| — 0 18.26" 208 4.94 87.8 20.0 40.6 64.8 81.1 - 906
ontr + 078 |+ 8 080 + 04 + 20 + 19 + 28 + 46 £ &1 .
6a16-5 | 200 10 18.00 207 820"  89.8* 179 11.2 80.5% 108.7%* 1159°.
: + 068 [+ 2 +040 08 + 16 +20 +22 % 62 + 65
6816-5 | 400 " 17.14 208 5.87 80.2° 178 40.2 84.0* 106.0** 118.0°
: +080 [+ 8 +049 + 0686 + 26 + 16 + 89 % 64 <+ 85
6815-5 | 800 10 17.98 208 6.20 88.0 128* 891 769  104.7% 1214%
: + 071 |+ 2 +068 + 06 + 1.8 + 20 + 19 + 88 i 63
10.14 206 4.85 B9.6*  10.9** 40.2 78.9* 100.5* 1076 »
6815-5 | 1600 0 147547 [+ 2 4048 07 + 1.6 + 17 +28 + 65 % 78 E
Male rats killed at the end of recovery period '
Controll — 5 20.15 200 4.56 85.8 18.1 88.6 645 764 86.8
-entro + 178 | £ 11 4048 + 08 + 86 + 24 61 £ 92 1185
20.01 217 4.20 85.0 12.8 34.9 69.0 867 1028
6815-5 ) 1600 10 14% 01 |+ 8 +0290 +o07 +17 +16 +385 + 68 + 97 .
Femaole rats killed at the end of Lrealment period o
Control| — 10 10.94 205 271 34.9 10.0 26.7 355 28.4 70 =
ontro + 047 |+ 4 006 F+ 05 + 14 09 10 + 06 t 02 -
_ 10.16 206 2.87 355 95 29.8%¢  39.6° 816 17 %
6315-S| 200 10 14+ 036 3 006 +06 + 18 +11 +16 + 14 + 03
_ 9.43*| 212 2.89*  36.7* 6.9 20.9%*  453%  369%  92%
6315-5( 400 10 |y 030 [+ 2 +o004 +05 +10 +10 +26 + 19 % 06 .
_ 9.82 209 2.86 36.6° 66° BLI* 47.0°  88.1%°  88%
6315-5| 800 10 14 029 |+ 2 4005 + 04 + 05 + 14 + 20 + 18 + 03
10.83 207 292*  3838* 67 34.0%* 484°  39.2°° 93%
6315-5 1600 10 [+ 046 [+ 2 4006 + 05 + 07 +06 + 18 + 12 + 04
Female rats killed at the end of recovery period
Controll — 10 10.55 213 2.99 34.5 9.6 23.8 34.4 26.7 83
" +027 |+ 7 +005 + 04 + 09 09 11 + 1.0 £ 08
_ 11.31 233 2.92 35.9 85 28.0%  38.6 28.9 78 ;
6315-5| 1600 10 | 7047 |+ 8 +004 +o06 +08 + 10 +18 + 13 + 04°
a) : Mcan+ SE,
Statistically significant agaificant against control : = ; P<0.05 »+ ;P<001

BHOHL - BRADETREREEL SN S, /-, M
HELERBETEZDONIZ MY XV S ALK, PLTS
¥, Na, KBEOBEEBET ORIBOFARICL 25X
Shb, BERETIE, 800 mg/kg UToRS5HTH
BB CHFEESREROBELRDOMNE S A,

1,600 mg/kg S BICERLT VI &, OB
R R M Mk &I ZEAEAIT W E DS 6315-S 5
ERLALEEZEAOSNKEL, RRETCEZD O
pH 0ETIX, FRicHiittahi- 6315-S ohgfEMic &
DROT »E=TRENIHINIIHEBDNhE, &

EERICHBVT, WRERN 6315-S it5HTHmL,
REAROMMA M > TV, MAEENIICH 800 mg/
kg U LD S B TR LRI REE T Y R
AHB L, MIAYIC I3 osmiophilic dense body &L
THRIh, AME&OHBIL, puromycin 2H5&
N7 M OMBS v b TRESh TV, BRHE
RAEORH L-REAE, BEREEIONHITE
B FR7ICE B & h 7 REIE A< 800 mg/kg L EORS
HTPPEMETH -, Choo% bz, REAKD
WMESHT, WFNLMET v MicRET S HOTH
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Photo. 1 Granulation tissue hyperplasia Photo. 4 Cystic follicles and absence of
in darmis and subcutis, and corpus luteum in ovary from a
crusta formation at injection female rat received ip 1800
site from a female control rat mg/kg/day of 6315-S for 8
received ip saline solution for months. H-E, x20

6 months. H-E, x40

Photo. 2 Submucosal edema and Photo. 5 Excretory ducts filled with milk
hemosiderin deposition in cecum in mammary gland from a
from a male rat received ip female control rat recieved ip
1600 mg/kg/day of 6315-S for saline solution for 6 months.
6 months. H-E, x40 H-E, x40

Photo. 3 Cystic follicles and absence of Photo. 6 Alveolar hyperplasia in
corpus luteum in ovary from a mammary gland from a female
female control rat received ip rat received ip 1600 mg/kg/day
saline solution for 6 months. of 6315-S for 6 months. H-E,

H-E. x20 X 40




288 CHEMOTHERAPY MAY 1987
Table 13  Histological findings of rats administered 6315-S intraperitoneally for 6 months
6-month study Recovery study
Conlrol 8316-S Control {6315-8
Dose ("g/kR/dny) - 200 400 800 1600 — 1600
Finding Sex M F{M IFF|M FIM F|M ¥ M FIM ¥
No. of rals oxamined| 17 20} 20 20|20 20|20 20|20 20 5 10|10 10
Henrd
myocardial degencration wilth fibrosis 9 2| - = -7 0 1 0] 4 o
and mononuclenr cell infilitration
Spleen
hemosiderin deponition 17 20 — ol B - =120 20 5 10[10 10
Puncrenn
inaular fibrosia frequently with 6 0 — - 4 0 1 012 o
hemoasiderin deponition
Liver
hepatoceltular fatty deposition 2 0| - - — | 2 1 0 010 ¢
Kidney
appenrance of hyaline droplet in glomerulnr 0 0f - 0 —|6 —| 38 1 0 0f0 0
cpithelium
tubular epithetivm with basophilic eytoplasm 1 2] - - | -14 —| 5 1 1 0 6 1
tubnlar dilntnlion wilth hyaline cast | of— —| 1+ —|[4 —] 8 2 01 65 i
Urinary bladder
epithelinl hyperplasin 4 1 — | — - —12 0 1 1} 2 1
Prostate
interstitial inflammatory cell infillration 8 — = 2 1 3
Adrenal
hypertrophy of zona fasciculata cell ’ 6 4| — — —| 6 0| 9 5 2 411 5
Pituitary
inclnsion body~like slructure in anterior 0 12| — —|~- —|— 11| 0 18 0 9j0 9
cell cytoplasm
Ovary
absence of corpus luteum 5 2 4 7 11 1 3
cystlic follicle 3 4 6 8 2 6
Mammary gland
glandular hyperplasia 2 1 2 3 9 0 5
Testis
hypospermalogenesis 0 0 2 1 2 0 0
Ofthers
inflammatory lesions in skin |- —— —|— 6] 4 14 1 ol 0 1
pancreas 3 13 — —|— —|— — |10 13 1 6] 5 6
cecum 1 4 — —|— —|— 10 8 0 1|5 8
stomach 1 = |- — P2 1 6] 0 2
small intesline o 8 — —|— —|— —| 0 o0 0o 0[O0 O
colon o 6 — —|— —|— —| 8 0 0o o] 1 0
epididymis or utervs| 9 0f — —| — —| — —| 7 2 3 0|10 2
seminal vesicle 8 _ —— —|— —1 1 0 1

AP, 6315-SHEBICHVWTEEETH LA, &
HORIBETHNBEA~D overload £ 750, MEBHEZL
MREINbD LRSI N, EREMII overload i
T BREMOEILLBRENS, HIcEWTEEER
BODH SN RRES L BRI REE S B - i
BFENEESONT, HFICERENOS S NIEIE
113 1, 600 mg/kg HEBICHEWTHRRFORE %R
THN, BEZLEL, HRELOEMEIBESN
1-DATH-1, NG v b TR, IR L CHEED

RO o UICEISIRM OB, IS BRBEESL
IR EERE D AR AN O 1 O A%, Eh, M TOTY
FUROMMIC L 2HMOEEED 122, Bo5h5IL
PHONTVL S, ARRICEVT bEEDNK LIS
BorER, FUROREATRE LA THESIN,
1,600 mg/kg S HTOREERBLIEEOHKL
k3 EEbht, O TEERERE (FRtkr R
BRMER) ORIEKRIC LA U T DR A KERBED
IHoNfh, TOBERLLFEIPE HRICLE
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Photo. 10

Myocardial degeneration with
mononuclear cell infiltration in
heart from a male control rat
recieved ip saline solution for
6 months. H-E, X100

Photo. - 7

Photo. 11

Insular fibrosis with hemosiderin
deposition in pancreas from a
male control rat recieved 1p
saline solution for 6 months.

Photo. 8

Photo. 9 PAS-positive granules in two
glomerular epithelia (arrows) of
kidney from a male rat recieved
ip 1600 mg/kg/day of 6315-S
for 6 months.

Photo. 12

H-E, x400

Appearance of osmiophilic dense
hodies in swollen glomerular

epithelia of kidney from a male
ral recieved in 1600 mg/kg/day
of 6315-S for 6 months, X2500

Appearance of osmiophilic dense

bodies in swollen glomerular

epithelia of kidney from a male

control rat provided for recovery
study. X3200

Electron micrograph of a mega-
karyocyte of bone marrow from
a male rat recieved ip 1600

mg/kg/day of 6315-S for 6

months, showing no abnormal
structures.

Well-developed demarcation

membrane and many specific
granules are seen. X3200
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OEALER LA EOMICHEMIZEL, £, TEEM
HROXIAHER T, 6315-S HEHICHTOR/LIZIR
Hohlih-7,

DEZbRVWFhbHRBICLEHONIZEIAD
S, 6315-S D—kEF & IREL SN WAL, Erythro-
mycin, Sekazin, Novobiocin 8 & D5 v b AD R
Btk h BB DMNE, MMM E L OH
LN HHB EMD, FAEPRICE D IRPIEMEH M
ah, MBEELOBITHREShIcbDLE bELGN
60

LEDHERNS, HENRIEHICH SN2 WL
REREERAT 2L, 6315-S DEKREGETTOR
KW 400 mg/kg/B RSN,

(AR HENAMN : 1983 11 A~19854E 4 A)

V. 5
ARRICABH LAV - TROBRICEMKILE T,
EHRSL, ES)CE, PH B TEFRT LH

E& 28 & RFEHk SHEE B 2 8N
RS, WD 3. MEREX, RBR— HEET XKE
BF AMBER, PEET BESTF. LBEF.

X L

1) #E%ME KE 3 &2 5h BHEE AKX
R PH B EFKRIT RREE FEEX
K HE S : Oxacephem ZHL LMK 6315-S
(Flomoxef) D5 v MIHBIFTAEML ST 4
AEat#EERR, Chemotherapy 35 (S-1) :
207~225, 1987

2) HE%E KK I, GEHESL PF K L
7, EEKRT, &0 3 HTEEEX PRXE,
FEESB :6315-SD5 v BT 53 5 AHER
MBS, EFENEHRASHE HAEH

3) =R M RKEELK &I 34 EHERZ, B
#3, BEAET, FHEA%Y THKk LA
xE, EH IE WEREE KREBESH : Oxace-
phem ZHiEME 6315—S (Flomoxef) D1 X
KB 2201 7VAERHBHRR,
Chemotherapy 35 (S—1) : 226~250, 1987

4) CHESTERMAN, H.; L. DONALD, R.
Heywoon, A. E. STREET, C. GOPINATH,

5)

6)

(D)

8)

9)

10)

1

12)

13)

S. K. MAJEED, B E% : Oxacephem %if
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CHRONIC TOXICITY OF 6315-S (FLOMOXEF) IN RATS

Fuminiko KoBavasHi, IsaAo YAHARA, YosHIHIRO MURAOKA,
TosHio YOsHIZAKI and YosHIO HARADA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

A chronic toxicity study of 6315-S (flomoxef), a new oxacephem antibiotic, was carried
out by administering the compound to rats i. p. once daily for six months at doses of 200,
400, 800 and 1,600 mg/kg/day. All rats showed abdominal enlargement and loose stools during
the administration period.

At autopsy, increased cecal size was ohserved in all 6315-S treated groups. Mechanical
damage in some organs and in the skin at the injection site was also seen in all groups,
in¢luding controls. A slight increase in renal and adrenal weight was observed, particularly
in the higher dosage groups. A slight decrease in ovarian weight was observed in the highest
dosage group.- Histologically, a number of female rats which had no corpora lutea and
hyperplasia of the mammary gland increased in comparison with the control group. In all
groups, no remarkable changes were found in hematological examination and urinalysis.

Apart from the increased cecal size and loose stools, the maximal no-—effect dose is con-
sidered to be 400 mg/kg/day.



