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Sultamicillin tosilate D& 14 Bk

& Ew kB R - RE - kM Bk
BHE7 7 A b A LR T > 5 — KRBT

Sultamicillin tosilate (SBTPC) D&M, 7 MEO 1 » HRU 6 » BEMRBREERL 72,
@ SBTPCoH=wz, 7 MR LDs, f#1310000mg/kg VL E, 4 X Ti31000mg/kg LA ETH Y,

BHEHHITH -7,

RERER LDso fiEl3, =7 22356~2807mg/kg, 7 } 1319~1392mg/kg TH Y, KT LDy fE
13=7 23181~ 3487mg/kg, 7 v | 4769~ 4858mg/kg THh -7z, WTFNOEM TLMEIITH L

Nieh -7z,

@' 7 MEO 1 » AEMEREB T3 SBTPC30~1000mg/kg # 308 ff#&5 L 7245, FET-Hlid7c <
1000mg/ kg BEMEI D AERE e RERENHIRIA 2 & 172, $REBETIE, BT, SUEEL T b
2o BMOBIDBERETRD L1z, FHIGEMNIC PAS BIEEDEES1000me/ kg BEkEH,
300mg/kg BEEEICEES L1, ZORREIIMETIAMHSL ) LBETH -7, Lo L SGOT, SGPT %
CIIIRAEIALNT, BHEERIER & E 2 LNz FFERIZ1000mg/ kg B CREE T A% 5
N7z, SBTPC DEAEIER BIIRE RN $28 4 BT X 42 300mg/ kg L &2 b5,

® 7 MEO6 » AEMRERTIE, SBTPC30~1000mg/kg #1830 HES-L72. 6 » ARIZIES
BERZ B T1000mg/ kg BETIAHE 2B, #4251, 300mg/kg B T3 2 BlAFET L 72, 1000mg/
kg BHltERE, 300mg/ kg BHEEARE RAMMODBEBEHIRIA 2 & NP2, £ OMIOBEENCIE 1 » BEERE +
FEOVLEIA LN AP -2, T bLEROBEAHFRISHIG L T3 57z, FESE, 1000
300mg/kg B TEEIZIET L 72, £7:1000mg/kg BERU300mg/ kg BECIL RIS PAS it
WHDHEH LD SNTz, ZORBE TORKEVER R BFBREREIC B O BREEE Z0Ee b

N7\ 100mg/kg EEZ L5,

Sultamicillin tosilate (SBTPC) i3, 19794 Xk[E Pfizer
*TH%E & L7802k &K B-lactam &I T, ampicillin
(ABPC) & sulbactam (SBT) # =2 F L& L b
WEL72LDOTH B,

SBTPC RN ET 5 L %L SRS, = 2T
7—Xi2 &) 450 SBT & ABPC Iz &L 2 Fh
EHATHEOLSG L2 250 LEuvmdilsEsigs n
%,

Ahl, bhibhig, SBTPCH=7 2, 7+, £ XT
DREWENE, T P TORO 15 ARV 6 » HEMRE
TERL72DT, TORMEBRET B,

[. EBMERUSE

1.8 %

BIE#EMEAERIZIS, ICR %7 2, Sprague Dawley
(SD) &7 v F RN E— 7L KOMEE % BV 72,

1 AR 6 » Hathik8RiZ12 SDEF -~ | el %
M7z, 7 b RO 23 R IR EBR B S TRl

a4 5ESTHAL, 4Arc LERMEE L 720bER
1L 72, E—7VRIZEREIES ¢z L0k, Hi%8
A HATHC, Bi3=iR23+ 2°C, HEREESSES
RDBHZE TR 7 — I AVEB L, T P RO~
ZTIZERSERL (CE-2, BAZL 7H) RUHRDKIZ
BEICIERE 7, 1 X2 1 BH772Y 300g & Bt
(DS, #) x> B 252, KiZEICIERE ¢
72,

2. %

SBTPCI3KIZIETIZ  wizgh=e7 %, 7 RO
Y5 TIE 2N FN0.15% K 150.3% CMC (sodium car-
boxymethyl cellulose) #iI= %% L TR\ 72, [EHEPNR
OB T #e5-085412130.15% CMC 4B £t |- Wil
L7z, 3R 3FAB% 4 CRIZIRTFL 72, %35, SBTPC O
MBI LETHY, 98 BIZL Wl TIZE2H 50
Luhro7z, £ XTIE, SBTPC 2%+ 7F> A7t MT
WL, H&5L7,
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RERIAMEEABRTII S URE L THERE,
14 ARU6 » ASMERER T3 sultamicillin HflizR
sl

3. BiEtE

22, 7 e 1 B A 10T, 1 X TidMEE%
2 FV T2, B S1£EI & L CI4BMBEL, =
DENFETH L Y Probit % AT LD, % KH 72,

{ R CIHEEHIRORS1%1, 3, 6, 24, 72, 168
mBIcmifx WL, SGOT, SGPT, Al-P, LDH,
BUN ##8IsEL 72, $£72, %5446, 24, 72, 16885 H
IR L 2 migc oW MEFEARRE RinEkE, &
mERE, Mg, ~E7ov> & ~<eb 70 M,
7o borb ) 2iTo75

BTN BRI TR ERER L 72, A X
TIEHFE, B &> ORBMEFIRE L 1T 72,

4. 7 MEO1 » BES

SBTPC # 1 8 1[H, 30BR&ENHSL 7,

SBTPC N5 ®I3RMEEOKES & U SBTPC
MBHOWELEEL, 7 MOEREOHREL1B5K
K& LT1000mg/kg #&xE L 72, LIT, 300, 100,

305 £ 00 mg/kg (MFBEE-0.3% CMC #) %3772,
EARGERPE & 72 ) DB MERE120C SO & L7,

WERE | —AFERZEEBEL, KEILE20, &
FHER EILA 1 @], £l oW TRIEL 72, RIZIES 1
AH, GEBICEBIOFEERIZOWT, fH8, E UF
#ét), pH (pH iRER#K), Hifi- HE -¥E- 7o) /
=72 (VA TTRT 4 7 ARG ROTEIE (SRR
BERED) ([COWTHRAN, F72, Re (BRAETH 180
MOERE) #HIEL 72,

#5318 Hic & 10612 EBFL 72, 7 F %20~24
B A X1~ FoULE F— L TRRERL, ABR

BRR OBEABIAR & N iR L, MeramRd K OBER L
FHPRE AT - 72, MPEFOHRA S RERS, & Mike,
MANRE, ~<b 7Y Ml ~E7RE U8, s
B, 7o b o BRIk OIS (SMmERE 5E)
LN, BRI mvE, mbRESEE, ALP
SGOT, SGPT, #t )t >, REH, TLT7 I,
7a7)r BEH-TL7IY), A/GR(TL7 I
[7a7) ) &u#:vam—w%aﬁoomaéﬁw
FRBICE VRIEL, fucH Y 72 RUH ) 7L (4
#i£), 79— (Chloride Meter i£) % #lliEL 72, &
BIET 20 2R L, (O, B, TR BB MR
Mok, BURE, SRR, MH, TEE(K RSEL, RSHEIK AT
THROBRYE, T, BB (AR EL) AREH. B

L7z, IREBAFO R L 72 AR 3R L 722813
Ay BREK, KREPHR, B, MEIOR DA B, BE b
Be0) oo, MR, BEAL, RSREAR. BRECRERE, Mo,
T, R (ERIURE), AR B O BRE R (KBEHD)
Thb, BIE, FARIR TEE IR BREEY) > <H
17N F—LT AT Fifilz, ZOMOREHT10%F 4
ERL2Y) SITEER BEICED, N~ Xs)
»-x4v > (HE) $taxfl, Sl HFo—ED
{22\ Tt Carnoy Bl%E L, Periodic acid Schiff
(PAS) $BLATV, L7,

5. 7 MEO6 » AEMHE

SBTPC # 1 H 11[1], 183Hf#E0#%5 L 72, SBTPC
NDIEERIIFITED 1 4 ABEAR TREHE91000mg
/kg BEAKENSEEREINIMGIA A S 07205, IR
L7238 hlid A s e h - 72 2 & A5, 1000, 300, 100,
30, R0 mg/kg (X4H8) & L7z, &IE5EEH/Z) D
B S MR 28C D & L7z,

RAEER | AHEK*BOEEL, SECHITZOHE
ERE L 72, RE R UEERHERR 358 1 [14A5)2Dv TRl
L7, WEEE3 »AB, 6 » AEIZZHBIIZDONT]
» AR BRICHE L THEMIL 72, Zof, IRMFAORA
L LT SBTPC1000, 300mg/kg B R UFEBERIZ D
T, &5RLERT 1 mRUES 3 5 AE, 6 » HBICHIPE
FTSEMSER MR A £ T12 & BRE#1T- 72,

3»AH, 6Bz &EEES HIRUIBITOEE
U, 1»AFERsRCHl GERELEmL 72,

. £ B B #&
1. 2MEHN

T b, TR

SBTPC10000mg/kg #4015 L 7227, HEHE & LT
THlEASLNT, O LD, fE1£10000mg/kg LA L& A
& Nfz, ROREHOFERIE, T b, 27 RELIC
BT, 545 FEEL ) BREESDRDH AL
6 BERILLEFFRE L 72, BRI NS OFEKIZRZH SN
bt 7o b TR, RERBICKEZEDLH, K
5.2 HIBIZRIER L - 72,

BGIEN LD f8lE, 7 v b TI3HE1392mg/ kg, #1319
mg/kg =7 A TI3#2356mg/ kg, 1#2807mg/kg TH
72 B2 F LDs f#il2, 7 - b Tl314858mg/ kg, #4769
mg/kg =7 2 TI3#3181mg/ kg, ##3487mg/kg TH
5120 WIS T LRSS SN Lh - 7.
HElEN £ 7213 PG 35%0EKIE, 7 b, 27 AL L
BTG 5 ~ 205k & ) BATRHA, B IEEBNDRED K
UBRBG N2 2D 72, TOEMNEFOWD, IRIEE K
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KT, F7 /—X%8EH72, TNSLNDHEKIE, <72
Ti3B5#%6 HE, 7 b TiZ118 BIZi&5RIDKEIC
|7, SECRRRERIE, BENES TE, 7 Tk
57 ~24p5Rlc, =7 A T35 5 HTHY, K TH%kS
TX7 v b, e7RELICT~258FHTH 72,

FEE ORI BT BIECHIDBRAT B Tla 5B
HABDRYOITE 8Dz, TOM, BEENGERZHC
9 - M%2BDHILNEEIIZDH SN h - 72, BEEEAM
BT BROEFFIOERTIE, WINoR5 &% Tt
YERSIZ & D BEZD LN BBEROBALT  BEIC
ALl LY, ELRED Uo7,

4 X

SBTPC1000mg/kg % &0O#%5 L 72h5, FECHIZA
LT, B0 LD, fE131000mg/ kg LLEE &A% &7,
%5 1R EGICHE 15, 26T E ALNBFH
BOLEOTEZEL L 2L RS B - 7o —BEER
B o 72, $851%, BRRIUCETEAN AR U
RICFERERGRTIE, HERMEE 8L TRICEE)IZ
B L tr o7z, BEHAMR T OB ORI
HHRE CTLELRZAD UL -T2,

2. 7 M&N01 5 AEH

(1) e

EYNCRREL 72 ALNAETHII Lt -7z, R548
224z & B3ECHIA1000mg/ kg Bk 1 51, # 3 1, 300mg
/kg B 1B A 5172,

(2) —HHEK

RSB EE A% L VRS ARG L TkiED
ZH LN, 30mg/kg BT 3:EHE LRI II AR
ENEZ 5Tz,

(3) HEZIL

1000mg/kg B TI3 #5100 BE L ) BEOKER
hnEmgEREA RS b7z (Fig. e ZOMDEEENEK
EE U R BRSO LD - 72,

(4) fFFHEELE

FREEY LICHBEEOBICERRH SN -
720

(5) FREFR

1000mg/ kg ¥t K 1°300mg/ kg BEEND R & (3 78R
BHCHB L TBEICED L2, TOMORATRIZ I35
B MERELL DRICRRHCZIZZRD SN D - 72,

(6) iMmBEHAIFFR

Bi#&#% Table LZ/RL 7z,

1000mg/ kg Bfif Tl A BB OB ER A H A b LT
Y, BMEREZHICIINBEE BI3AL N o7, £

MDHEEBETIY, $E8D AL NAREED R
Nizhs, WENL EEZRHHENNETH- 72,

(7) EEARAZFROPTR

B % Table 2R 72,

BERTL, BEH, TA7TIYRUZ707) nh
FHUIE T A SN hY, IEEESEENNMETH 12,
HIORATRE 123358 & SHREE & ORICEZIZ A LN
Lhro72,

(8) ME#ER

1000mg/kg B TlatEE E LIS R GEROBRE,
WAH R b NIz, & DROEETIIXTHREE & DRI ER
LB D -T2,

EhER (WEWEE0) 13, REHTCIIARICHEE
L TELWiEssld sz (Tabled)s

(9) HRFTR

R EBNERIIHL,ICBAL Tz, fucizsky
BELRREL 2 EALNBRII LD -T2,

(10) FERAREEARTR,

AP C121000mg/ kg BEEESB, o> 2 51 R 1UF300mg
[ kg BEFED 2 Bl R/ NER A & BR800 iR
PAS Qo NEh BRI A L T, 20 PAS
B k2 1000mg/ kg BENHETIIRRPERATH
72, 300mg/kg B, 100mg/kg BER U°30mg/kg B
T3 s N - 72,

BiS% &H THNBE T3, HEREFE 58 THIC
Z3BD LN h 512,

3. 7w hE&O6 » A%

(1) JEC=x

6 » ARSI, 15858 & HFETHIANE,
X5 8% 0 T 2450 (HE1SH, 9B (23R s N,
F7:, 5 EEOTRENA B VDY, FROMETE LY
- 723ECHIA*1000mg/ kg ZE 2 1, i 2 51, 300mg/keg
B2 Bl AL 72,

fi=, 1000mg/kg BEf¥ 2 B Tla/Mptaimic L 5%
HRH LN, 72, 100mg/ kg Bt 15 (No7268M)
13E L WERDzHYREERK L2 ($&51740B).

(2) —HBHER

1000mg/ kg B & U300mg/ kg BETl3#k5 2 ~3 H
B& WBELRELGASLIL, %52 5 HBEIZIZRRR
BUL72. 3 »AHLUBZIZEKEEZ 27 5 Lor B
5 728, BB TIIXTIRBE S 23 A - 72, 100mg/ kg
BT3B 5B REN SR L2y, #5-2 » ABI
IIATBRBEE ZI3 Uh - 72, 30mg/kg BETIINTHREEL D
EiZH LN o7,
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Fig. 1 Average body weight in rats treated orally with SBTPC for I month
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Tablel Hematology in rats treated orally with SBTPC for 1 month
Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg
Male
RBC(Xx10000/cmm) 865.5+9.2 869.6+8.7 891.2+15.0 874.6+10.9 859.0+10.3
Hemoglobin (g/100ml) 17.0%0.2 16.8+0.1 17.1+0.3 17.1+0.2 16.9+0.2
Hematocrit (ml/100ml) 47.8+0.6 48.1%0.4 48.8+0.7 48.6%0.6 48.010.5
WBC(Xx100/cmm) 74.6+3.5 79.3+4.1 75.2%+5.9 69.6+5.2 58.5+3.3**
Prothrombin time (sec. ) 20.8+1.0 21.1x1.1 21.2+1.2 23.5%1.5 22.4+1.0
Female
RBC(x10000/cmm) 842.4+5.4 780.0+11.8** 806.0+7.5** 785.0x11.6** 793.9+15.3**
Hemoglobin (g/100ml) 16.91+0.1 16.3+0.2* 16.3+0.2* 16.1£0.2** 16.3+0.3
Hematocrit(ml/100m1) 47.2+0.3 45.0+0.6** 45.4+0.6* 44.3+0.5** 44.4+0.8**
WBC(x100/cmm) 58.8+2.9 73.8x11.1 66.6+5.0 45.4+2.5** 57.9+5.1
Prothrombin time(sec. ) 15.2+0.2 15.4+0.4 14.9+0.2 15.1%0.2 15.4+0.2

Values are the means and standard errors of 10 rats, except 9 females at 1000 mg/kg.
* and ** indicate significant levels of 5 and 1 percent, respectively.
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Table2 Clinical chemistry in rats treated orally with SBTPC for 1 month
Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg
Male
BUN (mg/100ml) 16.5+0.6 14.4+0.5*  14.5+0.5°  14.840.4*  14.9+0.8
Alkaline phosphatase 18.040.7  16.4+1.2  17.540.7  20.6+0.6*  19.3+1.1
(King-Armstrong unit)
SGOT (Karmen unit) 99.142.7 94.2+4.2  102.6+2.9 94.7+3.0 93.4+2.7
SGPT (Karmen unit) 24.3+1.8 19.940.5*  23.7+1.9 20.6+0.9 20.4+0.9
Total protein(g/100ml) 5.8+0.1 5.5+0.1**  5.4+0.1**  5.4+0.1**  5.240.1**
Albumin (g/100ml) 4.4+0.0 4.3+0.0* 4.240.0* 4.2+0.0* 4.1£0.1°
Globulin (g/100ml) 1.4+0.0 1.240.0°*  1.240.0°*  1.2+0.0**  1.1+0.0**
Total cholesterol 46.843.0  43.742.3  44.342.6  43.041.9  42.042.4
(mg/100ml)
Femal
BUN (mg/100ml) 17.8+0.4 15.940.7*  15.8+0.6*  14.0£0.7**  15.6+0.7°
Alkaline phosphatase 12.540.5  12.140.7  12.540.9  12.940.9  12.6%1.0
(King-Armstrong unit)
SGOT (Karmen unit) 90.8+1.4 86.5+2.2 87.14+2.2 85.7+3.8 86.8+3.9
SGPT (Karmen unit) 15.8+0.7 15.740.7 14.6+0.4 16.1+1.6 17.0+1.6
Total protein(g/100ml) 5.4+0.1 5.2%0.1 5.1%£0.1** 5.1+0.1** 4.9+0.1**
Albumin (g/100ml) 4.2+0.0 4.140.0 4.0£0.0**  4.0+0.0* 3.9+0.1°
Globulin(g/100ml) 1.240.0 1.140.0 1.140.0**  1.140.0"*  1.0+0.0**
Total cholesterol 59.0+2.9 50.9+3.7 47.8+3.4*  46.5+3.1*  40.3+2.6**
(mg/100ml)

Values are the means and standard errors of 10 rats, except 9 females at 1000 mg/kg.
* and ** indicate significant levels of 5 and 1 percent, respectively.

Table3 Absolute organ weight in rats treated orally with SBTPC for 1 month

Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg
Male
Heart (mg) 1106.9+32.9 1006.0+19.4*  959.5+28.2** 969.0+14.5** 881.5%+21.6**
Liver (g) 9.6+0.3 8.6+0.2* 8.3+0.3** 8.5+0.2** 7.94£0.3**
Kidneys (mg) 2285.1+37.5  2261.2+41.5 2179.2+79.8  2250.6+57.4  2178.4%62.7
Spleen (mg) 592.0+13.9 561.6+16.5 591.0+16.7 564.2+22.9 524.8+9.2**
Cecum (g) 4.6+0.3 11.140.5** 11.0+0.6** 16.0+1.1** 23.2+1.7**
Female
Heart (mg) 682.9+12.9 645.2+12.7 625.5+11.2** 639.4%+11.7* 595.9+20.1**
Liver (g) 5.4%0.1 5.4%+0.1 5.3+0.1 5.1+0.1 5.0+0.1*
Kidneys (mg) 1425.7+23.6 1501.3+26.6 1464 .8+29.0 1516.8+38.8  1487.4+34.8
Spleen (mg) 519.5+43.0 454.8+21.3 460.5+17.0 426.5+17 .4 390.9+24.3*
Cecum (g) 3.4%+0.2 8.1+0.5** 9.1+0.4** 16.1+1.2** 20.6+1.1**

Values are the means and standard errors of 10 rats, except 9 females at 1000 mg/kg.

.

and ** indicate significant levels of 5 and 1 percent, respectively.
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(3) REZEAL

IR AR E R A°1000mg/ kg B, 300mg
/kg BTG 10 BEA H 5 2@ L TRH L1
7=, 100mg/kg BERU30mg/ kg BF TIIRHIREE & 2352
DL 12, BOIRSEETIS, 30mg/ kg BEEBRVT
(L ERRE TR E AR A5 S N7z hY, SRR ED
RIS T3 e~ 72 (Fig.2),

(4) SRHEHRG

R b O SRHERLRIC 13 VD TENI A H N
P, OTNORESET L AR L FHIEIRD L L
2712,

(5) FRATR

S BNRIIOEEE T 72hY, WL IEEHiF
HOAETH 72, FOMDRTRIZIIATHREE - DL
L1z,

(6) HRFIFAYATR

5 BBE L 72 bigd2e S h - 72,

(7)  MFFEaIAT R

[ MBS NERIE R H 3 » B Bi2131000mg/ kg &,
300mg/kg BOME, 6 » ABIZI31000mg/ kg #, 100
mg/kg B, 30mg/kg BEIZERD Stz IEELE)
HENETH > 72, HMERGSFIZ IS GBE L B
& TEBD N h - 12, £FOMOBREIABIZ IR
BEL L5 BE Y TEIED L NcH » 72 (Tabled),

(8) RRAALFEIARER

BEQ, TILV7 Iy, 7a7)  OBRERIH, 1000
mg/kg B, 300mg/kg B, 100mg/kg#HN 3 » AER
6 » ABORETEDH SN, 6 » AB TIE30mg/kg
BAIZ LA LNz, 82V 2T o— LOEEKTA71000
mg/kg B, 300mg/kgBT3 » HB (%), 6 » AH (it
) 1otz Lal, InsnZizvihb
SN LD TIEREEEFRAND LN TH 12,

ZOMOBEBSEIIITIREE, XE5HF L TREILED S
Ny, WINLIEEFHEANNHETH -7z (Tableb),

Fig. 2 Average body weight in rats treated orally with SBTPC for 6 months

o——o Control

6004 o——o 30mg kg
o——o  100mg kg
a——a 300mg kg

5004 O—0 1000mg kg

Body weight (g)

Time (weeks)
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(9) ME2sER

3xAH, 6 »AHELIZ, REETIIMEL LIZE
VB S| DEH LS ARG L GBS SNz, L
BN U ENEE BN THEEH LN B L H -
7oA, AR EEICIIAIEEE S KEIZZRD SN h - 12,
ZOMDIEZFE RIS, ITHEBEC G5B THICERD
=72 (Table6),

10 HperrR

53 »RERV6 »BETIZ, HKS5HNEHIIZL
CEAL Tuviz, 2ol ki3 1000mg/ kg B, 300mg/kg
BETIIER TIEIED D 7 ) D % hisH 1z,

M IR SRS S B L 72 & AL N B LIRS
LNh 712,

FRSHAREIRICTET L 7213 & A OB ER DR 5554
I2&BinEALNI, TS DEMYTIINMRIC G
HEAHEHE L TR0 L, REICEKE FURIA %
72o £72, 1000mg/kg Bt 1 B T3 EBIZEIUC L B &
A LA B & AN M 22672,
Z DM 1000mg/ kg B 2 51, #E 2 6% °300mg/
kg BEME 2 B2 & HHENE L WHERELZEL TEY, 2
79 H1000mg/ kg B 2 51, #E 1 FlI3FEH% N H CRLE
HE Lt 72, 1000mg/ kg BEHE 2 I CLE NGO —Eh
EIC L DRAZEA AL T, FLVEEREDTHIMA R 5
N7z, #5-1748 BIZYHEER L 72100mg/ kg BEHE 115
(No.7268M) TI31£ME0R I &GP o) HE LB % 524D 72,

1) FRERERFEAIPT R

& TI33 » B, 6 » BB & $121000mg/ kg FitEE,

300mg/ kg Bl T INIZ PAS FEED/NEAL
AL T7z, 1000mg/ kg BEHE TIE/NEHBRIK L %5 €
INELBUZ N F ATEIZE2 D S 2%, 1000mg/ kg Bé
K Ur300mg/ kg BHETIZ/NEKR ThHh -2, Zhbo
PAS I/ INEDEENFEEIZ 3 » AB & Tz 2
13A 5N Hh 72, 300mg/ kg BfME, 100mg/kg &, 30
mg/kg T2 256D PASHIHEWREIZEES S e h
72, ZOM, 3 »FAH, 6xABN—EOE/ )\
SFE-CPIOE B EA RS 5, 6 » AB T
INHERS) D A A A ISR b A s 7z,

T TIZ3 5 HH, 6 » ABZ# U THERE, %58
D—EHZ B TREEDNEGEEREDRRH LNz, —Enf
VS B, iR RO B RIS DAL,
T2, TAYAZRET B BRI L REEED
VIOERR RS oD A b Lz, METIIXTHBEE, 580
A5 K BB AR R IR LA & 38h 7z, BT
(IATHERE, 125 B —BRIZ /MG LB MR B S A
STz, B TIE~NES T 2 AR E MR A A4 L
nizhs, SHBEEC R 5EE TEII Lh 72, BifilzT
NLBWZEmE AL, Eilfiac L RExasng
Motz BlE3 s AHE, 6 » ABVTIUZ LisIEL Y
ICREIIA LN -T2,

ZOMOWEHZ L, FHOEIIRZS SN h - 72,

RGHARIRTEC L 7213 X A SO TIERgIC E L Wi
9 S MAH S, NG ERIZ LD EAL NI,
ZOM, EH5EDFIUZL D EASND EEDTEN L
HHNTZ,

Table4 Hematology in rats treated orally with SBTPC for 6 months
Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg

Male

RBC(x10000/cmm) 888.9+12.0 860.2+11.9 870.5+14.3 875.0+15.9  899.3+7.9

Hemoglobin (g/100ml) 16.4+0.1 15.8+0.1** 15.94+0.1* 15.8+0.2* 16.5+0.1

Hematocrit (ml/100ml) 47.410.4 46.5%+0.5 47.4+0.4 46.6*0.6 48.7+0.4*

WBC(x100/cmm) 59.2£2.5 51.3+3.7 46.3+2.6** 49.7+3.9 45.2+£2.2**

Prothrombin time (sec. ) 22.2+1.0 23.3+1.5 25.9%+1.5 26.8+1.4* 27.7%£2.0*
Female

RBC(x1000/cmm) 831.9+15.6 818.9+12.7 830.1%£15.6 794.8+20.1 765.8+13.1**

Hemoglobin (g/100ml) 15.7+0.2 15.6+0.2 15.6+0.1 15.4+0.2 15.0%0.2*

Hematocrit (ml/100ml) 46.0+0.6 45.7x£0.5 45.5+0.3 45.3+0.7 44.3+0.3*

WBC(x100/cmm) 44.5+2.4 36.9+1.4* 40.7+4.1 40.6+2.7 37.1+£2.0*

Prothrombin time(sec. ) 15.3+0.3 14.8+0.2 14.7+0.2 15.3+0.2 15.3+0.4

Values are the means and standard errors of 10 rats.

* and ** indicate significant levels of 5 and 1 percent, respectively.
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Table5 Clinical chemistry in rats treated orally with SBTPC for 6 months
Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg
Male
BUN (mg/100ml) 16.6+0.8 17.1£0.5 15.8+0.5 15.8+0.6 16.9+0.7
Alkaline phosphatase 8.940.6 8.940.8 8.240.5 7.940.8 9.0+0.6
(King-Armstrong unit)
SGOT (Karmen unit) 99.1+11.3 88.3+1.7 96.6+8.8 83.8+2.2 87.8+2.0
SGPT (Karmen unit) 51.7+£15.2 30.1x1.8 36.6+6.9 26.4%+2.0 25.0£1.6
Total protein(g/100ml) 6.3%£0.1 5.9+£0.1** 6.1+0.1* 6.0+0.1* 5.8+0.1**
Albumin(g/100ml) 4.5+0.0 4.3£0.0** 4.4+0.0 4.3+0.1* 4.3£0.1**
Globulin(g/100ml) 1.8+0.0 1.6+0.0** 1.7+0.0 1.7+0.0* 1.6+0.0**
Total cholesterol 69.545.9  56.6+=2.9  63.242.9  51.3+4.1*  41.142.6%*
(mg/100m1)
Femal
BUN (mg/100ml) 16.7+0.6 18.0+1.1 15.5+0.7 15.5%+0.5 16.7+0.7
Alkaline phosphatase 4.840.5 5.6%1.0 7.440.9*  7.140.9*  6.0+0.9
(King-Armstrong unit)
SGOT (Karmen unit) 103.3+10.7 89.6+3.4 88.3+3.1 87.7£3.6 95.5%£5.6
SGPT (Karmen unit) 51.7+10.1 28.8+3.0 23.5+1.9* 23.7+3.1* 23.0+£2.7*
Total protein(g/100ml) 7.0%0.2 6.5+0.1 6.1+£0.2** 6.0£0.1** 5.6+£0.1**
Albumin(g/100ml) 5.0£0.1 4.7+0.1 4.5+0.1** 4.4+0.1** 4.2+0.1**
Globulin(g/100ml) 2.0£0.1 1.8+0.1* 1.6x0.1** 1.6x0.0** 1.5+0.0**
Total cholesterol 93.645.8  90.2+46.9  86.4%+7.4  66.243.9°*  59.7+5.1%*
(mg/100m])
Values are the means and standard errors of 10 rats.
* and ** indicate significant levels of 5 and 1 percent, respectively.
Table 6 Absolute organ weight in rats treated orally with SBTPC for 6 months
Control 30mg/kg 100mg/kg 300mg/kg 1000mg/kg
Male
Heart (mg) 1325.3%60.3 1289.0+28.7 1284.6+31.6 1214.6+24.6 1170.8+31.0*
Liver (g) 12.4+0.4 11.1+0.4* 12.2+0.3 11.0+0.3* 10.8+0.4*
Kidneys (mg) 2844.9+80.0 2822.7+53.8 2973.5+43.6 2825.6+84.5 2707.3%+72.5
Spleen (mg) 792.9+43.2 781.0+£37.6 754.1+£34.7 725.9+28.7 700.2+19.1
Cecum (g) 4.7£0.2 15.4+1.4** 19.6+1.9** 23.7£1.0** 32.1+3.0**
Female
Heart (mg) 888.3+20.5 836.6+20.7 805.0+21.0* 798.1+£15.6** 772.5+24.4**
Liver (g) 7.4%+0.2 6.7£0.3* 6.5+0.3* 6.2+0.1** 6.3+0.2**
Kidneys (mg) 1844.5+39.7 1743.6+45.5 1739.4+39.1 1711.0+34.8* 1757.1%44.9
Spleen (mg) 567.9+23.3 520.3+22.8 530.4%21.9 499.1+23.7 543.7+22.3
Cecum (g) 4.3+0.2 14.1+1.3** 17.9+1.2** 17.3+1.7** 25.8+1.5**

Values are the means and standard errors of 10 rats.
* and ** indicate significant levels of 5 and 1 percent, respectively.
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ACUTE, SUBACUTE AND CHRONIC TOXICITY STUDIES
OF SULTAMICILLIN

MASAKATSU TACHIBANA, HIROSHI NABATA,
MORITAKE IJIMA and ISAO OHTSUKI
Nagoya Pharmacology Laboratory, Pfizer Taito Co., Ltd.

Acute, subacute and chronic toxicities of sultamicillin (SBTPC), a mutual prodrug of sulbactam and ampicillin
were evaluated in Sprague-Dawley rats or ICR mice.

The acute oral LD, of SBTPC were estimated to be greater than 10000 mg/kg in rats and mice.

In the subacute oral toxicity test, all rats treated with SBTPC (1000, 300, 100, 30 mg/kg) for 1 month were
well tolerated. Occasional soft stools were noted in the treated groups. The highest dose level (1000 mg/kg)
of SBTPC produced mild growth inhibition, slight decrease of the liver weight and enlarged cecum and a deposi-
tion of glycogen-like droplets in the hepatic cell cytoplasm without any functional abnormality and morphological
lesions. The non-toxic dose of SBTPC is considered to be 300 mg/kg.

In the chronic toxicity test, the rats were treated orally with SBTPC (1000, 300, 100 and 30 mg/kg) for 6
months. Deaths were noted in the high dose groups (1000 and 300 mg/kg). Other results were comparable to
those in the subacute toxicity test. The non-toxic dose in the chronic toxicity test with SBTPC is considered
to be 100 mg/kg.



