CHEMOTHERAPY

Sultamicillin tosilate » 7+ + 4= JE Bk

WA Bk KB Bk
GHET 7 AR RHIER R 5 — KB

Sprague-Dawley 27 = M2 sultamicillin tosilate(SBTPC) 600mg/kg, 300mg/kg 100mg
/kg #REOES- L, EREICRITTEEBA R,

DHEZ » Mz SBTPC % 63HMH, M7 ~ M3 14ARHEMILE L 72 Al X8, B 3R OBGET
T, MHZISHIRT H 3 TR 2L 72, WIS BTLRRE T &R SR
BEIPETE, LR OIS IHAE 2 212133 & 2828330 L » 72, %72, WaiFOst
B OERIC LRSS BE L 2 BEIEED SN h -~ 72,

QMR » 12 SBTPC %448 7 H2 65 17H F TRIES L 72 ATIEREIHA TORREL, BHEL
MFFET a7 SIS GBE & RHREE TR % <, HURAIIIA T Tl 5 - R 2 25U 2 S 1
w7z, HAIFI3600mg/ kg BETH: 14 4 H % FHENBAMET L 7275, 300mg/kg LA FOHTIZH
SRR R U H A3 2 §28 33800 S N d - 72,

VAR T v M= SBTPC ##T#R17HA 55054218 F TIY5 L 72, WFNOMS5BET L IT-IREAR,
TR VTHEREIZ EEID 5 Nhh -1, WEFOEREBICBOT LRS- L 2828133

JUN. 1985

HuNTh 712,

PLEsia#n 5, SBTPCIZIZEFIAERIZE2H 5N T, Bk MmeZB G A HTARAT R UHTURAIHAIL 5
HBR BB R TSR B Tl2600mg/ kg, MO 2¥ETFZBUME 5088 Tl1300me/ kg & &5

ns,

Sultamicillin tosilate (SBTPC) (319794F, 4 [F Pfizer
HTHIFEE 7z, #2113 E 8 g-lactam &I T, ampicillin
(ABPC) & sulbactam (SBT) # = 2 F LS4 L, 3o
WMEEL72LnTH B (Fig. 1),

SBTPC (3, #5125 ) BEH & UL X 1L A1RIN
T2 %50 SBT & ABPCIZfBEL, N FN L HMT
BOBRESL2ZEELYL, SOmdBE»Bons,

4[al, F7lE SBTPC %7 v MIKOES L, 1R
RUHEIRMIIR SR B, 6108 S I 53 8, 14
PESAR UV FLHIR 5B % £ L 72 TE Dl v s
T2,

[. EBRMERUHESE

5~ 9857 Sprague-Dawley %7 - b % &R E
SEEEREEAS S DBAL, LirT MM
LIzOBAER L 72, BIREERIMET -~ M 21 OA-2, 1
7 MZIZZECAE U OA-2, ZDfthniililiz CE-
2, HAEZLTH) RUEFOKIZ HHIC BRS¢/,
HEIIRE23+ 2°C, LS5+ 5%t~ 72,

HART o b 25D 7200, AGLpEDME X A T3 112 L,
A FILIOHERTD) [alhs X072, REH, Wakeh sy i i1
L, F7:LI A B, K a5l iz L% s

Fig. 1 Chemical structure of Sultamicillin tosilate
(&9—{m—%%p CHs
NH: 0L /A CHiQ /!\,CH:« .
P “N1§7<CH3 DN TR
<:>yc—coxﬂ»- S H-— $=0 S03
lil H H HH O

RBL72VDEALL, ZORXEEOH & L7,

LA BER FosE R bk & L7, SBT
PCI37KIZiEIT 70 7265 0.15% sodium carboxyme-
thylcellulose i&i (CMC) (Z¥iB L 7214 &BWEY
STEBCTH L EEEE ks L e, SHRECiR
0.15% CMC i %455 L 72,

SBTPC DG innEsEiZiy, iz EML 727~ ME
116 7% BEERBR 1% FI\ s 72 THRHT R ORI 5
REROBAE %# 5F L 12, ZiRBRT13300mg/kg LA
L OBETIHEUELLH A 5 13R 12 00T TRHAD ST HIH %
FEL 72 G GEasiz L BET AR ), Lo L, #071%300
mg/kg ML 724558, ZORETOET )35 588

T B 1 BIDETH - 72728, Al R TI R
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L LT600mg (Fil) /kg %:%0, SR HEIZI2300mg
/kg, IEAHEIZI3100mg/kg @ 3ERPE & BoE L 72,

1. VEHRATR MRS 538k

SBTPC * 6 ;84N 7 » } AEE28ICiZ63H [k 0
B5L, SEBENIGASOMET » M2 1 H 1[E14H &
BORE L L0k, EUHWESOMRES 151 T8
RIEERA$ T, FoidiR14U MERE 2472, %5
I3HETIIRIEDORIL F T, METISAENR 7 H £ TS L 72,
RRFER VMR &) Red 72,
LR
AL

P
ZhaE = TR X 100

RRH = X 100

W7 b T, —AEEREEOBEL, RERUER
FEIR G OBIE & 3SR 1I1308 2 ), ZZAMLL 72 L i
DVTIIEHR0, 3.5, 7,9,12,15, 18K U21H 24T
=712,
HEAR21 H IS PHR e 4 SAMER - & ) IERBERE L, &
gL EREL TR IR R N, s
BERABE L, AURIAI OO TIIKRE - (K - R
ROBE, MEOIHSE, NEBE -7,

1 D% IG5 & £2/313 95% ethanol T
EL T, Dawson F212# 1 T alizarinred S 1%
IEUUEARAERIL, ARG - & ) B, {LEE
1% GRS M5, ME), AaZe i (Salg A,
S Es W) 28~ Y DAL Bouin il T
BIE L, WiLson¥ JLUNTEFT O Jis 2 L T NGB 2
BB,

2. NI ETBamL 58k

16ESD 7 - | # IR X4, 48£37~38Liz SBTPC
CHERT B2 S 17HE T H 1SS L 72,

FHAIZ DO TSR OVHE AR 258 U T, —Hieik
FHRHBEEL, RERUMEHERRIZITIEO0, 3,5, 7,
9,12,15,17,19,21H - 5% 1, 3,6, 9,12, 15,
L8R U 21HIZHBE L 72,

a) HARAKEATF (F)

EHAZBE7~380C0) 5 22~ 241 4 #4521 H 12 1% &%
BB, HTAUZ HE U R AR B O CRIUIA % B L
72o HAPREIF O BRE U PR B SE L RITEN - el T SEMGL 72

bR (F)

HIR21 B IBAZ L 709 - 72 BHA & 14~ 150813 [4 555>
MRS, MR LI AT R USSR T % 304k L
MAEFORERE, MHIHE SR (NN E 2 )
10, Z0% $IMKIZE L THE X472,

HAEFIIES 4 DIZEREZAEL 720b, 184720
UL (FHIE L THERE4 T 25U, fioaTs
KL 120 ZOM%IL, #1411 8;H% T, 41 [k
BRAGEALT) L 2 bI2, B4 EETE B4 B0E
TR/ AR (X 100), BEFLER (B %21 04 1
TR/ TR 100) RUSHE£56 0 A 175 (421456
HOETHFHL /BIRIEOITEX 1000 2L 72, KES
fbfatfis U TH B, TYIshadie, HERE, G
BR%L, FSYTR% MEAOOIKIEx HHEEEL 72,

WA A% 352 AL 32, BEFUHIZ(3 Preyer H
RSN & DV IERER T, LIRS AR T % 578
L CEFHL, FHRIIBA ORI FCEAL, 7=
DERIEE A FAND L & LI hElGEes 2 B L 72,

At 4~ 5MIC13 1 BEL 72 0 MEHE 2 TC DT 4%
U, open field 212 £ D IEEHEZ AN, 2512 118
720 1 HAEATFIZ 20T water T-maze :RE® (2 &
DYk VAN

A% 8 ~ QMIZIZETERE I A AN D72, 1054720
HERE 2 I DA s8A TRALR 272, KR 72 (F) 13
SPNTH21IH 2R L, Wik, EREL EFEIT(F,)
b AN Al R & aNAR

RO DHAEIAIA %10~ 128 HIZ S L, HHol
B2 SR B L 72, Tods, TRBRERERRIIC RIS M &

1R D2 %Y, Bk X M3E5E (Softex CMBHY) (2
L) ERREDOHEL TN,

3. TSERA L USRI 5k

1OEBDIHIRT - + 48822~ 2482, SBTPC %41k
17072555 0%%21H £ T1 H 1 BEED%S L, 26158
I 2272,

BHARIZATAR, WE AR % 8 U C— Ak 2 B L,
K& L ORI = (24782 0, 3,5, 7, 9,12, 15,
17,19, 21H &% 1, 3.6, 9,12, 15, 18% Uf21H
IZHEGE L 720 BATHIRPEHIC L T, KE, BERUYE
GERES) 7 K1z DL TH~N T,

.5 8 X &

1. THRHT R UM URRI S 5 iR 8k

a) BHK (F,)

AR A L T, SRGB KHRREE LISt
TRl ounuhr -7z, —HEEK X L TS BEO—
DI TIIF G FtGE B £ & ) H5 R 2@ L T, w
IZHIE~THIZ 5235 LD LD L2, THRERIHT
T HOBTLHRCTNE LD SN h 5 72,

FHANDR & 2:(kiL, 600mg/kg BETIZMR0 H L ) 15
HE F TEIEDO RN 2 5 41, 300mg/ kg BETI34%
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5108 (A5 HAD BL NERI2BIZAT T, 8EN
RERNMG DA STz, Lo L ZD%IZIER L%
ML, WENOBLTIRKRIAICIS, MEEEE FELER
LN h -1z,

FRHEI S I SBT3 5 BG5S ), %5 7 H (R
BC8 HAY HEF THEBBHZ AN TEEIZRL L2, Ly
L, WENOBEBEL ERARIAI I REE L B E I
L oY2F (R/Q oV AN

ZR#I1600mg/ kg B (80.8%) K 1*300mg/kg B
(89.3%) TIIAHHBEN96. 4% HATXRAKA 5 7297,
AELEII L, 100mg/kg B (100%) Tlaxtipes =
1FRBD s Neh 72,

ZREELIR5EE (95.2~100%) & ~HEREE (88.9%)
THELEIIZH SUch 72 (Tablel).

HHR21H BOBHANERR Tl3, MIgsEREH- REFATR
I3EEI N1z,

b) HRFKIAEIF (F)

1472 ) DRt FERERER T4 1R
4 BIPECE, FPHRSRERIT, KSR ENBET
FELZERZD LN H 512,

EFBIFOTEHAEIL, 300mg/kg B (4.96g) Tt
*THABE (4.87g) ICHANTED - 7255 600mg/ kg B
(4.91g) BUF100mg/kg BF (4.84g) TIHIELA X EIL
BHLN LD T, FERRRUVBRULKENE D -7
300mg/kg BETHEBEEL ) bThickEh 7205 fthod
BTRREREZDH S 12,

NEEEIIB~IL=TH600mg/kg BEIC 1 FIZ2& 5
NENATHY), NBEE L L TUIH RIS EILED
100mg/ kg FER URBBERIZ % 34, 600mg/kg BEIZ 2
B, 300mg/kg B 1 PIBKR & N7z, BFEEEIIEE
& BHEOHS OIRA R UME 3 EROAE D &5,
BB 16, BRI E R UM RIEA300mg/ kg BEIZ
#1632 6072 (Tablel),

{LBEEITIKED ) b, LSRN ET L% R IEF
13, TR LD LNT, BSHWEIEDOKRILE
LUHEBER L2 R YREIFOHBUAEIZ 58 (4.5~
10.5%) TIIxEBEE (19.6%) L) LK<, Zoftindk
BEITER VU BREROBIVREIC 58 & NIREET
EI338H L h » 72 (Tablel),

2. WEHFOBE TN S R gk

a) BHK (F,)

o5 B0 FHAK R I I AH B - e T, $HZE 3 A LR
ehr o tz, BRHIENR 38 SR THEGE b R - I
NTEEAC L7,

RHADGFAECTEL 2 H -8, AHEEE LIZEEH L NT,
—HEIKIC VRSB bREH s o 72,

HAEARIAR LT (F) BEFLIEORHK (F,) ik
Ti3, 600mg/kg BER1r300mg/ kg BETIE, *THRBHC 1L
NTEWOEBRER DA S N3OS e h
72,

b) AR ERIETT (F)

18847: ) OFEEERES, FKE BIBECE ¥y
TR R UTe S E i L 58 & MR TEIIED
NWigh -7z,

EFEITFOEYHEE, ARRURER D E58 L MR
L DN EILERD SN - 72,

NERE X L TIE600mg/ kg BHZ 54 % 1 9 PATHE
ZEK 100mg/kg Bz e iFELY & 1 FIREH7:, WK
RE L L T3100mg/ kg B TH MR Z315E 2 51, i
PEEERREREE 115, ATESBETIImEIME S HER 1 Blh<a s
nidy, BREEI1IHLEDLNLS -T2,

{bBEEITER EIEERNHBAE L 5% 5-BF & i
TEIIZDH LN Hh -7 (Table?),

o) B&ESF (F)

FURHEEHA (F,) OFHEURIIENS, 58 L xR
BRI, 1472 ) DFSRERE, T4 (F)
#, HEBEEOFEYRE LGB L - DRI ER
B LN -1z, SEERET SERETORBSEREIL300
mg/kg BETI24.4%H Y, FHHREENI 8%IZINTEE
12D - 7205, ZOMOBETIIATIREEE NEIZEDH SN
ehrotz,

H %4 HOETFHIL, 600mg/ kg BETI383.6%Th
N, FHEEED 95 1% LN THIKF L 7245, 300mg/kg #¥
R Ur100mg/ kg BETIIAIBEE & DRIz ZZ32H LN
hrorz, HiR21H NEEIE R U 8 MNETEEIL &%
LRy UafiBEr i3 A LN Ah 72 (Tabled),

1% 8:MF THOKREHFEIL100mg/ kg BE T4 %358
F TIIAHHRER LRIl & 720, Z T4
L EBRZ L 72, 600mg/kg BE&X UF100mg/ kg BEIZ
XTHAHE X R OHERS 2 IR L 72,

AT (F) oxEMb, o, FHEBHKECD
WT LGB BB TRIIA SN o7,

HAELF (F) DHAEBERONEBETII &S5 8, 1
HEEE LWHEIZ 1B LD LN -7z, £H%108H S
UM RACIRERAL T RO EREIRR T, B R RY
600mg/ kg BEMR UATIGBECZ & 101, )5 S04 i etk ok
100mg/kg B2 16, RHRERZ 261, FrkEsy R S5Es°
600mg/kg #1R1F300mg/ kg #H2 & 111, Krikd:R 4K
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H1H°600mg/ kg 2 2 Bladan L7z, 2o ds, Bidk X 5
Pz & BTRSA W TIR e - Wi 2 3ah e h ~ 72 (Ta-
ble 3).

AT (F) Otk 8 MO ZALER T, &R g
R 3% 5 & B TR ELEIZD SN h - 72,
1152872 ) DL EAEL OCFEIREU 3 4% 58 & G
BEE DR ZE S h - 7o, I8 ERI3600mg/ kg BETI3

397mg/kg T, *$H4#E386mg/ kg | Z A~ TH G L
7205, ZFOEIEETHY, 300mg/ kg LT OBETII AT
MR BEEIIZD LN h - 12, B5tF (F,) ETES
FEPERET (F) Budfle iRt e sBiBE e Oz &3 A
SN -1z,

iﬁﬂfﬁﬂ (Fp) tK&E(L, 600mg/kg (5.20g) TI3xtlg
B (4.94g) IZHNRTHEIZGE » 1205, HIOBETIZZEIZ
LN -1z, TG (F) Okk, RBEiIZOwW
Tid, 300mg/kg BETOAIIHEE A TR S B
7205 RREOREMNEL 24, ZOMDILSBETIHE
BEE B w1, BT (F) OER#I3300mg/ kg
FHIHE~L =T, 100mg/kg BHZHEA & 1 flaled 0
12NHTH-72 (Table3),

3. BEEEAR PR 5Bk

a) tHA

58, AR S LARBRIN % d U THHADRE R U
FECI3ALNT, — AR L FHI B bidilend Sk
o7z, PRERIIIHSE, SERBETUIFEBOLE S 72
E o tz, SRHERNGN 8- BE O G At i & ) ITRER
HUZ AT TH B L7297, ikl hHIEE X 237
Hrofz, FEMRTHRIIR, 10472 ) OFERGIKE, BT
Ratf - FERETFOOHBURIEIY, Heb-B & A HIBRECTIE 22332
HHNh 72 (Tabled), %JLfﬁmemmﬁt’Clﬁ“
SBETERHYERIZIS AL T 26K LILLIN, $%
BT NELTAGIZBD S~ 72,

b) A F

11g:2572 ) O HAAT (F) Bu3te!iB & tfiafe -
DIZFEELZD ST, I EEEO LK EIZ600

mg/kg Bf (5.44g) Tid, HHEEE (5.27g) L) L&EH
- 727% 300mg/kg BEMUF100mg/ kg BETII A Y H
Y AN

1% 4 HOETES 14210 OBEFLA UL 4 8 HD
EUHRSEGHEANRE: TERED SN L - 72
(Table4).

1% 8 M F TOKRGHERSI3600mg/ kg BET %4 11
F TIHBH C AGEICE - 7285, D% ATIREE
ElaRICHERS L 72, B BETIIXMBEE XS Aed— 72,

AT ( FETiort, DM R UERBRERIZ o0
”liff“&VM’”} 12k B ALNBEREDH SN h
72 (BAAF (F) DIV EEONKBIETL, &SR,
SR L REIZ 1L 2D L h - 72, E%10E
B I RLRERSS [ IEDERERR T, R - il
s LR M OGN EEsEA A 1), R e
$'600mg/ kg £ 1*100mg/ kg ££12 % 2 ), 300mg/
kg BEZ 1IE2D N2 DATH - 72, HK X HE5R:
S HEIEAT LTI 22 % 32 7 272 (Tabled),
Y14 8 ~ 9z BT B A (F) OREERER TS,
LIREA R NZAEHU T G-8 & AFBEE - THEEIRA LN
otz 1RG4 OFEERRY, CPRRSRE, 4 f
Ha1F (F,) #, BSITARE L URBIFOETS$As L He5BE e 1

L X DRI THEEIIA LN -T2,

la1f (F,) otkk, RE(2DO0TIE, 300mg/kg BT
FHGEH - LN Th T h o KB »70hs OB TIIEIR
i S UV R & ORI R e - 72,

(F) 73 & L TR OBIFIE S5t
600mg/kg BEZ 16, FHANZAEA tHHaRE = 1612
DHNTNATH 72 (Tabled),

1. = =

SBTPC 600mg/kg 300mg/kg & 1¥100mg/kg %
Sprague-Dawley %7 - MR 1S L THEAB %
1772

IWRRT R ORI % 5- iR 8% T3, SBTPC BEkHA
KFIS, SRR, BRE A REIMIGIA A S Lz, i
PRAAZIAHMBE X 13 X A 23D SN - 12,

G- BECIR I R - B SEEH UG O T A
H ), [EREOIE PG P20 SR, AERAR
U2 538k T L aled b 72, KBS Tl R4
RO ZRGAA 3 G- L MMBECHE A ELD S hgn
=72,

R PO AR T, (KL U Lel$300mg/ kg BT
FEEDTENNA G & L7z H5, 600mg/ kg BETIZxHREFE
DELL A, TS IEHRIRIEA e 2 s 0, S

FHIZBBEL 72 LD T3 v e B2 L5,

MEtFDBLE TSR i~V =T, B dadiiok, WJ H
WA, BRI E RO KiEpER WS 7z, Ll 2

NHDRENRNLHE LD SN LR DL DA THY,
SEIORE TOHBBAEINCC, W& ORIBEEL 2w
iR LHRREENN LD EEZ L,

Rt FRSE AL - e BRI = 350 B AT AR AU
DFVEEE & L TI2600mg/ kg BEZ MG A 1129 +ff["}.
TR 100mg/ kg FEC SIS &1 0, N OE
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KH2100mg/ kg BRI IPERS dafiioléns 2 190, gt BRI | AT IR B ST -8R TL B RBRE i R

IR A 1 A Sz, Lol 2SO NHEIZZ o
TN T o b THRRENZED SN TR LD TH
N7, AR BE TOHOHBWAL LFHZ S % <, Hink o
RIL e Z 2 58 RNT 2 L0 T %, A%
BEMDLDEEZ N b, T2, L& RIREE LU
T D N BUHIE 34 58 X MEBECHEA 238D 5
LTy,

b, 27 ARSI G g T
SBTPC1200mg/kg, 600mg/kg, 300mg/kg M#EI1%
5T, iRREIGIH S SRR T B E A2 ST
W GRER).

600mg/kg BETl3A 1% 4 HOA 114 (83.6%) Hekthd
B (95.1%) IZHARTHEEIKTLZ, ZoBTIE 1
DHEAFH 4 4 H F TIZEBITEL L 72 BHKA 14650
2HEL TH Y, 02615 Ben %4 HD
ETF4396.7% & %), AIREEE DEIZED SN T
WV 7z, AE2IHOBEILAUI T DS EET LAY
BEASLERID LN TV,

VEIF (F,) OREHEFS T13100mg/ kg BFTH:1%35H

T THBEEHZ TR A 5 17z s, S iEET

IATHERBE L 2EBRED LN TH LT, Fz L 28288 (3
2 HE,

JE A B O Z S UM - BRI 51T 5 600mg/ kg BT

XA EHER U % 4 HOWAHREA BB T
BEIZED - 720% E% T HUBEI ST - 2123060 0
N -~72,
ZOBL EOHENFDFD%DIEE, 1T8), FEKRU
AFEREIN A SHR G- BE L S BETRIEDH SN h - 12,
VEEY, SBTPCO T - b D45l 51T 2 fiok

U 32 % S 32 40 600mg/kg/ H, BEIFRER
B K8 TR AP O RN T AR S e
300mg/kg/H, MR OIZF UG- HBR T3, AR
UHAEAHI R85 R3S 700 600mg/kg/B & #2 L
%,
X 13
1) HEAEI, KHIK D Rjek
2) Dawson, A.B. : A note on the staining of the
skeleton of cleared speimens with alizarin red
S. Stain Tech. 1 :123~124, 1926
3) Wiison, J. G. : Method for administering agents
and detecting malformation in experimental
animals. Chicago Univ. Press, Teratology
(Wison, J. G. and J. Warkany), 262~272, 1965
4) P E— 7 2B LT o FEIFOMBNES
B G200 72 o> D SRR 2. e KPR 14 T 23~40),
1974
5) Bonpo, N.W.and E.L.DiGivsto : Effects of
prenatal alcohol consumption on open-field
behavior and alcohol preference in rats. Psy-
chopharmacol. (Berl.) 46 . 163~165, 1976

6/ Latz, A. G., Bain, M. GoLpman and C. KorneTsky
: Maze learning after the administration of

antidepressant drugs. J. Pharmacol. Exp. Ther.
156 : 76~84, 1967

7) TGRS, B8 F B EE DRI BT
HRIE A I -B s B & U5 5 Gk, e KRR
20 . 25~106, 1980
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REPRODUCTION STUDIES WITH SULTAMICILLIN IN RATS

MasAao HoriMOTO and IsA0 OHTSUKI
Nagoya Pharmacology Laboratory, Pfizer Taito, Co., Ltd.

Reproduction studies of sultamicillin (SBTPC) were conducted in Sprague-Dawley rats. Doses employed in
these studies were 600, 300 and 100 mg/kg of SBTPC.
1) Fertility and general reproductive study

Make rats were treated orally with SBT or SBT/CPZ for 63 days prior to mating and females were treated
orally from 14 days prior to mating to day 7 of gestation. The reproductive performance parameters such as
the rates of copulation and pregnancy in the SBTPC groups were comparable to those of controls. No drug-
related external, visceral or skeletal malformations were observed in the fetuses from the dams sacrificed on
day 21 of gestation.
2) Teratological study

Pregnant rats were treated orally with SBTPC from day 7 to day 17 of gestation. No drug-related external,
visceral or skeletal malformations of the fetuses were found. A slight decrease of survival rates of the pups at
day 4 after birth in the group treated with 600 mg/kg of SBTPC was found, but no significant decrease was
noted thereafter. The growth, viability, behavioral and reproductive performance of F, offsprings of SBTPC
groups was comparable to those of controls. No drug-related external malformations were noted in any of the
F, fetuses.
3) Peri- and postnatal study

Pregnant rats were treated orally with SBTPC from day 17 of gestation to 21 of the postparturition. The
parturition and nursing ability of the dams and the growth, viability, behavior, the postanatal development,
fertility of offspring (F,) and development of F, fetuses in the treated groups were comparable to those of
controls.



