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Cefuroxime DZ4eMcp 32 K
H2W T v b SHME AN L 5 LA A R

(A : SN S I B S B
HUHS R B o W F T K

VEOR S MR- KD M R0 90 - IR Y
WO W KRR R R
ok 3K 2 e R H D 8 W 98 22

H # 2
BB AU B R S # HUR ST

Cefuroxime 7 » b 5HMIEEEBM X R TFIED 5 VI HENESC X - THRHEL, #AHKTH
—HOMEGTEL K 5 BRHIBAERR LTI EERTFORELEH Lo K TFiETIX Cephalothin
AR AV oo

WThLHLTRERABERLIECH S fe, BEMcETEORSHE 1, 500mg/kg 5 THE
HIMOMHEAZS hiehl, FRBROETIRAL, HAKELEFBEATD >0 RTRICERE
5, KTHEORBAERN CHROKYK, MmMEFEBERS IVOREROBELBLIHEL L ALAT
AHETRRHM L, EEBCLBEFEANAD NI TORMMEF S XU MEELENFTRiCs
BEOBRDLRILDOHBHFELLA, WTFhd—GHED 5 v X ARMAME Y bk LD Th
1o BIRTHEBOIRUMCELLL, BRETERC O HILTNEMMIZASO R 51, XE
b BT R CHCBRE O FHIRZEM s EnR b his,

ChboZ b, PHEEIELTETL500mg/kg DL, ReEIZH750mg/kg b #EEF XD,
#1#%3E Cephalothin 3, Cefuroxime k[RIk7cFTRA 25 icd T Cefuroxime 05 o + 5:8M%
HoBREL Cephalothin LRI LRI DEVWEEZ LR,

Cefuroxime (CXM) o5 o r FaM MY B TES
IUBEERNESH O 5 BMERERC X - THN, BARK
T, —WMOoMEGY oIS AMOBERERCHEL, ¥
BRFORFEYRIL 10

I. 8 & HF &%

1. i, RAUELIVERAE

Cefuroxime (Glaxo) 35 X U833 Cephalothin (CET,
Glaxo) \XIESHAH A K\ HRBMEL, ETHEMT 20
w/v%, MBPIESER 10w/v % B e LTHV

3. MBERE

By LIBRE 23+ 1°C, B 55+5% DERE T THE
L, EEFAR (JCL, CE-2) LABEK®Hiic BRI
<o

4. BEHEA
—RHEROBEXFEB T, HES XVES, #K
BREhZhE2EBELI- @I LUTORE®X Tho

Table 1 Experimental design

R BEIARBICET » Tii b hic 2l HIERY  Route | s. . i p.
DL Glaxo 05 » VESMBEHER > L o Dose | Administered | Dose [Administered
L7 (Table 1), e e ooy | TE (milione)

BERGEREARELS AT, HBHCIIAEIEAE Saline f 0.75 | 1.00
ﬂi;kﬂﬁii;§;;;b 2000 0.10 | 100, 0.10

CHROBESDICL > 5 b (HA 7 v'7) % 1L CXM 500T 0.25 300 0.30

1,500| 0.75 1, 000 1.00
FHEABTL, BERLL RS EER L, i : | l

1 PR 18 TE TR L, RIEERICIIMES 6 CET 200 0.10 = %

ALt 1,500/ 0.75 1
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1o

1) RgE:pH, 8 KA, rivé Bn Sk
AmesFFAT 4 9w 7A) YA EY (42 AT,
y?2R), YREV ) =¥V (AYREYAT 47 2R),
2) MIHRE : RORYE, AmBRE (3 7ewrhy
va-=), maRE (b4 3K RaBA Systemy 7w 2 b
~xsreEvik), OREHE (BT, BORES T
(RIKEF 2P RO BIR) o

3) MmMEEILFRKE : s-GOT, s-GPT(Reitman-
Frankel B#fE:), 74 % VR A7 » & —+(Kind-King
B, mE (b v a4y i), Kevavey
(Evelin-Malloy &), RER (v vy M), 7o
73iv BCG ), AGL, 2v7iF=v (TAH VY
7Y vEE), RREX (VVv7 - AV F722
— k), 2 VAFu— (Zurkowski B#:), Na*, K+
(SHXERER), Clm (7R T4 F A=),

4) B ARBICHBESE

(1) BCFHERE

A, AR OHEE

1. —fHER, M XU4SE (Fig 1)

MUt & b AT LR BT &z L A E e, £
W3l U Tl X @004 XUTEC TR d - 1o

2. fiEiER (Table 2)

PR e, EhEVOEBERRL, HilEd
3B TP L DBV AR LAY, 5ME Tk
f(ﬂ")to

3. fki (Fig2)

1, 500 mg/kg BEOMEMET KRBT L~ TR A R L 12
A, TOMOPHIIEWTEIRAOED T, 20K Bk
WL nfic L e ot

4. IRFTE (Table 3)

Fig.1 Body weight gain in rats administered
CXM or CET subcutaneously for 5 weeks

5) BERERNTGUREE) : O W W W M 00 control
BOF BIF, RN, TR RTEG, I e ()
6) EX¥BmEERE : LROBECH, B, KB 200l ::g%x%g%ﬁ@
15 #riR, F8, B’OR Vv, KEEEHS X g | e 1500mg/kg (CET) —
VHEE 10% Aaw) vEEE, <774 v aEL, %
W% HE BE RTS8 L 1o 2l e £
7 BFEEERE : CXM B5HTHC OXERD 3 e
1RO S LUHIC DL T » o -
8) SEHLE : hE, mEHE DEELFRE 100 Female
BIVHEBAEBROMEMIC 2L TLt BEXR T .
oo J
. ® ® 0 T 2 35 4 5 6 7 8 .10
XM tAdministration period : (Weeks)
Recovery period
Table 2 Food efficacy (s.c., 5 weeks)
Dose ‘ 3 weeks ‘ 5 weeks ‘ 8 weeks 10 weeks
Sex | Total ( Net | Effi- | Total | Net |Effi- Total | Net |Effi- Total Net | Effi-
(mg/kg) 1ntake£ gain ’ cacyjlntake gain | cacy| intake | gain | cacy| intake | gain | cacy
(&) | @ ()| (& | (& | (%) | (g € 1% | () (g) | (%)
Control 530.5 | 137.9 | 26.0 | 853.7 | 194.4 | 22.8 1,361.7 271.2| 19.9 | 1,850.6| 302.2 | 16.3
CXM 200 | 488.5 | 141.2 | 28.9 | 825.0 | 196.9 | 23.9 1, 328.3t 251.0| 18.9 | 1,685.6| 268.8 | 15.9
>Malel CXM 500 | 478.2 | 142.6 | 29.8 | 806.0 | 195.2 | 24.2 | 1,309.6/ 253.3 | 19.3 | 1,672.8| 279.0 | 16.7
| CXM 1,500 459.4 | 139.6 | 30.4 | 806.9 | 192.9 | 23.9 1,369.7‘ 243.217.8 { 1,752.3 276.6 | 15.8
‘ CET 200 | 497.2 | 147.8 ‘ 29.7 | 829.2 | 203.3 | 24.6 | 1, 343.4i 269.5120.1 | 1,732.8] 300.3 | 17.3
i CET 1,500| 449.9 | 129.4 ‘ 28.8 | 765.5 | 179.0 | 23.4 | 1, 323.51‘ 255.2119.3 | 1,727.9 268.2 | 15.5
Control | 360.5  60.7 } 16.8 | 586.1 | 84.9 | 14.5 956.7 103.2| 10.8 { 1,201.3| 119.0 | 9.9
CXM 200 | 341.0 | 58.0 | 17.0 | 557.7 | 77.9| 14.0 825.5| 92.8|11.2|1,036.3 104.3 | 10.1
Female: CXM 500 | 337.6 | 65.2|19.3  561.9 | 85.3|15.2 905.Qi 90.0| 9.9]1,115.2/ 99.3| 8.9
| CXM 1,500 332.5 | 66.0|19.8 | 565.4 | 90.3|16.0 931.1) 92.7|10.0!1,159.5 101.3 | 8.7
Vi { CET 200 ‘ 347.5 [ 55.3 | 15.9 | 583.9 | 75. 8 12.9 907.91 90.8|10.0 | 1,126.4| 98.8 | 8.8
‘ CET 1,500% 355.1| 63.9 ‘ 18.0 ‘ 589.2 | 89.4|15.2 984.4! 112.6 | 11.4 | 1,223.2) 115.8 | 9.4
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Table 8 Urinary findings (s.c. 6weeks)
. Ketone|Occult | nir: +. | Urobi-
Sex Dose Ij?’ pH Glucoae{ Protein l:ody blood | BIlirubin | Tinggen
(m8/k€) |ratse. o6, 5f7. 7. 88.0 — |+ |—| = |+ |4 |#|#| — |£]| — |&|— ||+ || £ |+
Control 121113 2(5/(12 2117|1112 12 9 3 11 1
CXM200 |12 |62 |4 12 21911 12 12 9 3 4| 8
Male CXM500 (12 (2(2|2]| 1|5]12 1/16|5 12 12 12 7| 4
CXM1,500| 12 1125412 217121 12 12 8 4 6| 6
CET 200 (122 ({3 (4| 2|1 12 1/1(8(2 12 12 7 5 81 4
CET1,500{12 (1|1 |3| 4/3]12 1/8|3 12 12 11 1 9| 3
Control |11 1|10] 11 4l2/3]|2 11 11 11 11
CXM 200121 4 7|12 6|6 12 12 12 5| 7
Female CXM500(12|1[1|3|1]| 6|12 3|5(2|1|1]12 12 11 1 9 3
CXM1,500| 12 | 1 2| 9|12 1/{3(4(2]|2 12 12 12 11( 1
CET 200 |12 |5 3 4] 12 2191 12 12 111 12
CET 1,500 11 3144/ 11 1/6(3]1 11 11 11 100 1
Fig.2 Water intake of rats administered CXM 2) mea¥Xk: HEOKD HME 500, 1,500mg/kg

subcutaneously for 5 weeks

6o}

>E'SO'-

Eyot

2

£ 30+

£ o—aCXM 200 mg/kg

L =——aCXM 500 mg/kg

& 20 o——oCXM 1500 mg/kg

= »—CET 200 mg/kg
10+ ~——CET 1500 mg/kg

Administration period ———f————Recovery period

0 1 2 3§ 4 5 6 7 & 39

8
(Weeks)

Water intake (ml/rat)
w
=

20+
10+
Administration period ———————Recovery period ——
01 ¢ 3 4 5 6 7 & 39
(Weeks)

pH i, 500, 1,500mg/kg BEDOMERE TIZxIRRELE
Wighr o 7oA, 200mg/kg BERHEE 6.5 BTH, HEZHC
8.0 R THEMGHIEMALL I, FOM, B EA,
vk, Bf, CVALEVYEITYRYY  —Frio
ii%gtﬁﬂ")f\:o

5. M¥PTR (Table 4)

1) AROFKRE : BEOWA 2 HaT 1,500mg/kg B,
xR abhis,

e, Hix 1,500mg/kg HIRDALRb iz,

3) ImERAB : 1,500mg/kg FOMMBECHEDORDH
Jﬁbhf:o

4) RBMm¥H : 500, 1,500mg/kg F¥DHE I HMH A
Hh, 1,500mg/kg FHTIRMBRICHTH 30% OH
%R UTo ¥ 7ol 200, 500mg/kg HCHEDORY
Nabhics,

5) BMNXES : TS EFPERORM LR
V) v HRORPHEEThZThBRELALhY, AEHE
BTV TRIZ LB S hisd 5 7o 1, 500mg/kg Fio
HEROFEOHMDL AL i,

HETIX 200mg/kg B D A S EFFROBP LY v
SRERDIIA ARG Rto

6. MiREILFEHARE (Table 5)

1) s-GOT:1,500mg/kg PR I HE DO EHH
Ap)hﬁ:o

2) s-GPT : EZiXlch ot

3) TABVKRRT y X—%: BETI2500, 1,500mg/
kg CHEEDOLRM AL hich, HETRELI T

4) BCUAEY  BTRLEHCEREORIN, KT
i% 500, 1,500mg/kg HTHEDOR DAL hico

5) TVAFr—, :200mg/kg BOMCEEORY
Mab it

6) Ik : g-CiZ 500, 1,500mg/kg Fic & DM
Rabh, HTIILBCEEORI AL R,

7) #BER :200mg/kg FFOUERE L 1,500mg/kg B
D FEDORI B AL hic,

8) 7aA73v:500mg/kgBEDHE L 500, 1,500mg/
kg HOMCHEEDOHE IR AL Rz,
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Table 4 Hematological findings (s.c. 5 weeks) (Mean+S.E.)
Sex Dose 1:)1?. (11!03‘53 (%g/c Hb Ht Differential blood count (%)
(mg/ke) Irats| mm?) mm?)| (&/dD) | (%) Eosinoi N-st | N-seg | Lymph | Mono | Others
766 | 62 | 16.2 44 | 13| o 1.6 | &7.6 | 0.3 |(a)3
Control 12| .13 | 44 | £0.2 | +1.1 | +0.4 | £0 | 2.5 | £2.7 | 0.1
777 | 60 | 15.1 4 | 17| 01 | 22.8% 753 0.8
CXM 200 112,27 | 44 | 202 | £0.7 | £0.5 | £0.1 | +2.5 | £3.0 | 0.8
734 | 76% | 15.0 4 | 17| o3| 107%| 7 05 | (a)4
Male CXM 500 12,93 | 45 | 0.2 | £0.5 | £0.4 | 01 | £1.9 | £2.0 | +0.3
CXM 1500 12 | 672*% 81%| 14.0%  41% 1.4 | 0.2 | 10.4%| 76.7%| 1.5% (a) 4
' 424 | +8 | £0.3 | £0.6 | £0.4 | £0.1 | £2.0 | £3.1 | +£0.4
760 | 79% | 154" 44 | 0.8 | 0 1.8 | 86.6 | 0.8
CET200 |12)\,13 | 45 | £0.2 | £0.6 | £0.2 | £0 | +1.9 | +2.0 | £0.2
703*% 108*% 13.5%  41% | 1.3 | 0.1 | 22.5% 71.3% 14%¥ (a; 9
CET 1500 112 /416 | 48 | £0.2 | £1.2 | 205 | 201 | £2.0 | 3.0 | 0.4 | (b) 1
793 | 70 | 15.5 3] 1.6 | 03] 239 | 732 | 11| (e)1
Control 112\ ;16 | 44 | £0.2 | £0.6 | £0.4 | +0.1 | +3.4 | +3.5 | £0.3
731% 55%% 14.9% | 42 | 1.5 | 0.3 | 12.8%4 84.6% 0.9
CXM 200 12| 7y | £3 | £0.1 | £0.4 | £0.3 | +0.1 | +1.5 | 1.5 | £0.3
684*# 5o+ 13.9¢ 42 | 20 | 02 | 188 | 789 | 1.1
Female CXM 500 |12 g | 75 | 102 | £0.2 | +0.4 | +01 | £1.5 | +1.6 | £0.3
627+ 67 | 12.9% 41*| 1.8 | 02 | 17.7 | 787 | 1.8
CXM 1,500 12| 195 | +4 | 20,1 | £0.3 | £0.4 | +0.1 | +1.6 | £1.9 | +1.5
733+ 59 | 14.5% 42 | 1.3 | 0.1 | 15.4%| 8L.7*| 1.6
CET 200 |12 .70 | £3 | £0.2 | £0.5 | £0.3 | £0.1 | +1.7 | +1.8 | £0.5
661% 72 | 12.7+% ar+| 1.8 | 02 | 24.3 | 71.6 | 1.7 |(c) 2
CET 1,500 | 12 | 137 | 47 | £0.3 | 0.9 | £0.5 | +0.1 | £2.3 | +2.9 | +0.4
* Significant (p<0.05), ** Significant (p<0.01), a: Polychromatic erythrocyte (+), b: Erythroblast,

c : Howell Jolly body

9) A/G K : 500, 1,500mg/kg BED R HEDIE
Thabhrc,

10) Z2v7#=v:500, 1,500mg/kg BEoOHrEE
DEAHHRG Rz,

11) RFKEXK : 200, 500mg/kg BORECHEDRY
73, 200mg/kg DM HE DM AL D Kt

12) Na*: Z{bieds o 7o

13) K*:1,500mg/kg PO EEOHMMB AL N
oo

14) CI-:500, 1,500mg/kg BRI HEDETA
Abhit,

7. HEFR

500, 1,500mg/kg ¥ CHfkt & bITFRDOILEN L& H
hich, MoFEBEIE L, o1

8. BEEEE (Table6)

a. HE

1) #L7-28E: M (200mg/kg B ), FF (200
mg/kg BHfE), B (1, 500me/ke BERE), B (500, 1,500
mg/kg BEE), B (1, 500mg/kg B,

2) BAULLBE: I (1,500mg/keg B &),
(500, 1,500mg/kg FEf),o

Ba i

b. MHEEME

1) #EMML7A-%E : i (200mg/ke B, M (1, 500
mg/kg FEHE), B (500, 1,500mg/kg BERE), BT EME
(200mg/kg B¥iff) o

2) WA L7BE : Fr(1, 500mg/keg B¥KE), Kol (500
mg/kg BEdE, 500, 1,500mg/kg BEHE), PREE (1,500
FHHE) o

9. XHEFR

1) FF: wBREOMRES 2 5, 200mg/kgft QMRS
2%, 500mg/kg BEDHE 1B, HE2 Bl LT 1,500mg/
kg BEOHE2 6, i1 5 ic BUREIE R A D hico 200,
1,500 mg/kg BEDHEE 1 FliciIRIANLE S X O FFHElaE
fEhs, 500mg/kg BHEOHE L FIITIX 7 » X —HIKROBE),
1 500 mg/kg BEDHE 1 FICITERILER AR D hico

SREEOHE 1 FICBRE ORIEENED L hico

2) % :500mg/kg B 1 Gl RS IR L R IEE
B IUOEELE RO 1 AICARREERR 2 b h i
1,500 mg/kg B OMETIE TR & N ARMKREEY
ATAGY, ThEhl1flabhics,

3) [l xffREE, 200, 500mg/kg BED KR 1HL
1,500mg/kg B DORE 3 P FR T HE TR/ EEHD /)
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Table 6 Average wet organ weight (s.c. 5weeks) (Mean+S.E.)
Sex Dose No. | Body Heart Lung Liver Spleen Thymus Kidney
of |weight
rats ® Right Left
(mg/kg) wt % wt % wt % wt % wt % wt % wt %

Control 12 364 | 1.00 | 0.28 | 1.53 | 043 | 142 | 391 | 0.76 | 0.21 | 052 | 0.14 | 1.12 | 0.31 | 1.13 | 0.31
+8.1 | +0.02 | £0.01 | £0.04 (£0.02 (£0.39 | £0.05 [ £0.02 [ £0.01 | £0.04 | £0.01 | &£0.02 | £0.01 | +0.03 | £0.01
CXM 200 | 12 368 | 1.05 | 029 | 1.53 | 042 | 136 |[3.69* | 0.76 | 0.21 | 048 | 0.13 | 1.20 | 0.33 | 1.21 | 0.33
+7.4 | %£0.03(£0.01(£0.07 {+0.02 [+0.50 | £0.07 | £0.02 [£0.01 | £0.01 | £0.01| &0.04 | £0.01 | +:0.04 | £0.01
CXM 500 | 12 371 | 1.05 | 028 | 1.58 | 043 | 138 | 3.71 | 0.82 | 0.22 | 0.44 | 0.12* [1.28°°|0.35° | 1.27** [0.34°"*
Male +5.1 | £0.02 {+0.004] £0.06 | £0.02 | £0.44 [ £0.44 | £0.02 [ £0.01 | £0.02 | £0.01 { £0.03 | £0.01 [ £0.03 | £0.01
CXM1500 | 12 364 | 097 | 0.27 | 1.50 | 0.41 |12.4°°*|3.40°*|0.93°*|0.26°*| 0.46 | 0.13 |1.28°*|0.35°*[1.26**|0.35°*
+7.1 [£0.02 [+0.01 [+0.06 |%0.14 [+0.35 | £0.07 | £0.03 | +£0.01 | £0.03 | £0.01| £0.03 [ £0.01 | £#0.04 | £0.01
CET 200 12 370 | 1.06 | 0.29 | 148 | 0.40 | 13.7 | 3.70° | 0.79 | 0.21 | 0.52 | 0.14 | 1.16 | 0.32 | 1.15 | 0.31
+5.5 | £0.03|20.01{£0.05|%£0.02 |£0.36| £0.07 | £0.03 | £0.01 | £0.04 | £0.01| £0.03 | £0.01 | £0.03 | £0.01
CET 1500 | 12 354 | 1.01 | 0.28 | 1.44 | 0.41 |16.0°*[4.53°°[0.88°* |0.25°* | 0.46 | 0.13 [1.30°*|0.37°°|1.28°* (0.36°*
+6.0 (20.03|£0.01)|£0.05|+0.01 |£0.42|+0.11|+0.04 [+0.01 | +0.02 | £0.01| £0.03 | £0.01 | £0.03 | £0.01

Control 12 233 | 0.70 | 0.30 | 1.05 | 045 | 820 | 3.50 | 0.57 | 0.26 | 0.45 | 0.19 | 0.84 | 0.36 | 0.80 | 0.35
+57 | %0.04 | £0.02 | 2£0.03 [ £0.01 | £0.17 | £0.09 | £0.03 | £0.02 | £0.02 | £0.01| +0.04 | £0.01 | £0.03 [ £0.01
CXM 200 | 12 226 | 0.73 | 0.33 |1.23**[0.55°* |9.05**| 4.01 | 0.55 | 0.24 | 0.42 | 0.19 | 0.84 | 0.38 | 0.81 | 0.36
+5.1 [£0.01 |£0.01|%£0.03 |+0.02 |+£0.20 | £0.08 | £0.02 | +£0.01 | £0.02 | +£0.01| £0.03 | £0.01 | £0.02 | +0.01
CXM 500 12 233 (065 | 028 | 1.14 | 049 | 7.83 | 3.36 | 0.54 | 0.23 (0.36°*|0.16°*( 0.88 | 0.38 | 0.79 | 0.34
Female +6.1 [£0.02 {£0.01|%0.05|+0.01 |+0.30 | £0.05 [ +0.03 [+0.01 | £0.02 | +£0.01| £0.07 | £0.03 | £0.03 [ +0.01
CXM 1500 | 12 235 | 065 | 029 | 1.11 | 0.47 | 8.47 | 3.61 | 0.61 | 0.26 | 0.39* |0.16**| 0.88 | 0.37 | 0.86 | 0.37
+3.6 [+£0.02|+0.01|+0.04 |+0.02|+0.18|+0.04 | £0.03 | +0.01 | £0.01 | £0.01| £0.04 | +0.02 | £0.03 [ £0.01
CET 200 12 231 | 0.74 | 0.32 | 1.19* |0.52°** [9.57**[4.13**| 0.54 | 0.24 | 0.44 | 0.19 | 0.86 | 0.37 | 0.83 | 0.36
+6.0 |+£0.03 |£0.01|+0.04 |£0.03 | +0.40| £0.08 | +0.01 [ +0.01 | £0.03 { £0.01| £0.03 | £0.00 | +0.03 | +0.01
CET 1500 12 232 | 070 | 0.32 [1.17°*|0.51°* |10.2** [4.40°* [ 0.67* | 0.29 | 0.37 | 0.16 | 0.97° |0.42°*|0.95°* [0.42°**
+£3.5 |£0.02 [+£0.01 | +0.03 |+0.01 [+£0.46 | £0.18 { £0.03 | £0.01 [ £0.02 | £0.01 | £0.03 | £0.01 | £0.05 | +0.02

Sex Dose No. | Body Adrenal gland®) Testis/Ovarium? Thyroid Pituitary?) Brain
of weight N -
@® Right Left Right Left
rats
(mg/kg) wt % wt % wt % wt % wt % wt % wt %

Control 12 364 | 252 | 699 | 255 | 7.06 | 1.57 [ 044 | 1.60 | 044 | 16.2 | 4.50 | 11.7 | 3.23 | 1.72 | 0.48
+8.1 |+£1.39| 4043 | +£1.55|+0.44| £0.02| +:0.01| £0.02 | £0.01| +0.83| £0.28| +£0.59 | £0.17 | £0.02 | +£0.01
CXM 200 12 368 | 240 | 651 | 268 | 725 | 1.59 | 044 | 1.57 | 043 | 157 | 4.27 | 11.0 | 290 | 1.73 | 0.47
+7.4 [£0.96[+0.20 | +1.31 |+£0.29| £0.03 +£0.01| +£0.03 | £0.01 | +£0.82| £0.23 | £0.20 |+0.15 (+0.03 [+0.01
CXM 500 12 371 | 247 | 666 | 268 | 725 | 1.60 | 043 | 1.56 | 0.42 | 164 | 444 | 114 | 3.08 | 1.74 | 047
Male +5.1 | £1.12 [+0.30 [+0.96 |+0.27 | £0.06 £0.02| £0.02| £0.01 | £1.30| £0.35| £0.39 [£0.11 |+£0.04 [£0.01
CXM1500 | 12 364 | 26.1 (721 | 289 |798 ( 156 042 | 1.54 | 042 | 17.0 | 468 | 11.3 | 3.11 |1.78* | 0.48
+7.1 |+£1.57 |+0.48 | +1.64 |[+0.50( £0.03| £0.01| £0.06 | £0.02| £0.97| £0.27 | £0.36 |+0.13 |+0.02 {+0.01
CET 200 12 370 | 240 | 647 | 243 | 657 | 1.58 | 044 | 1.61 | 0.44 | 18.8°| 508 | 11.8 | 3.19 | 1.72 | 0.46
+55 [£0.76 | £0.17 | +0.87 (+0.22| £0.05| £0.02| £0.09| £0.02 | +£0.68| +0.21 | £0.61 |+0.16 {+0.03 |+0.01
CET 1500 | 12 354 | 252 | 715 | 274 | 775 | 153 | 044 | 157 | 045 | 17.2 | 490 | 12.4* | 351 | 1.77 | 0.51
+6.0 | +0.84 {£0.28 | +1.19 |+0.39| £0.04 £0.02| £0.03| £0.01| £0.98| +£0.33 | £0.45 | £0.11 |£0.02 | +0.01

Control 12 233 | 289 |[12.55 | 30.5 |13.16 | 351 | 15.0 | 34.1 [ 14.7 | 163 | 6.99 | 145 | 6.24 | 1.66 | 0.72
+57 [£1.15 | £0.67 | +1.03 [+£0.48| £2.55 £0.99| £1.68| £0.74| £0.77| £0.32 | £0.50 |£0.21 {+0.04 |+0.02
CXM 200 12 226 | 274 (1223 | 294 [13.10( 35.1°| 155 | 33.5 [ 149 | 174 | 7.63 | 16.0 |7.08* | 1.67 | 0.74
+51 |£1.06 |+0.62 | £0.68 |+0.46( £2.55| £0.97 £1.25| £0.60| £0.62| £0.32 | £0.56 |+0.21 |+0.01 |+0.02
CXM 500 | 12 233 | 259 |11.14 | 27.7 |11.88 368 | 157 | 341 | 145 | 152 | 6.55 | 153 | 6.56 | 1.63 | 0.70
Female +6.1 | +£1.39 (£0.50 (+£1.36 |+£0.44| £2.04| £0.69| £2.20| +0.66| £0.47| +0.23 | £0.48 |+£0.17 |+0.03 |+0.01
CXM 1500 12 235 | 29.7 |12.68 | 30.3 [12.88| 31.3 | 13.3 | 32.3 | 13.8 | 13.8 | 5.85* | 13.7 | 582 | 1.61 | 0.69
+3.6 |£0.95 [£0.51 |£0.89 |£0.47| £1.71| £0.65 +1.54| +0.63| £1.02| £0.43 | £0.45 | £0.18 |+0.03 [+0.01
CET 200 12 231 | 27.8 [12.16 | 293 |12.82 | 423 | 184° | 36.8 | 16.0 [19.5**| 8.57* | 16.0* |6.97* | 1.69 | 0.74
+6.0 [£1.24 [£0.50 [£1.10 |£0.45| +2.45| +1.13| +£1.60| £0.78| +0.80| £0.50 | +0.49 [+0.24 {+0.02 |+0.02
CET 1500 12 232 | 27.3 |11.76 | 31.7 |13.72| 389 | 169 | 389 | 168 | 178 | 7.66 | 14.7 | 6.35 | 1.65 | 0.72
+3.5 |£1.61 [£0.64 |+2.14 |+0.94| £1.60{ +0.76| £2.69| £1.10{ £1.31| +£0.53 | £0.56 |+£0.25 |{+0.03 | +0.01

Significant (p < 0.05) (wt: g, a)ymg, mg/gx100)
** Significant (p<0.01)
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FRARBR MR AR S bt
4) TOMORE : HRTNEELITIh T,

10. REFTR

1) JF: xR e 1,500mg/kg TFCIERE o D5
Abh, 500mg/kg HTIXI b2y VY 7TO—KHl

(L BhE BELNRBAI, O i HE o
oo

2) W : KHEARE L MUETET RN A R EM D — 1
DEERALIV LA A RT S EGNAL NI, T0
MRS O R b =B b FEL

Table 7 Urinary findings (s.c. 5weeks recovery)

T : . Ketone|Occult | goyipin] UFOBE
Sex Dose N‘f" PH Glucose Protein beody blood | BLIrubin | finogen
of | _
(mg/ke) |rats 6.0(6.5(7.0[7.5(8.0] — |+ |—|£[+ ++]+++ W —"i)—- =[x+ —|2|+
\Control | 6| 5 1 6 2|31| | 6| |6| |s 6
CXM200| 6| 2| 4 8 2|22 6| (6 6 51
Male |CXM 500 6| 2| 4 6 s|1| | | 6| (6] ;5] 1| |6
cxMm1,5000 5| 2| 3 5 2|21 5/ 5| 5 s
CET 200 | 6 4| 2 6 15 6| (6| |6 6
\CET1,500 5| 2| 1| 1| 1 5 1/1)s] [ sl [s! |5 23
Control | 5 2| 3| 5 3|2 ‘ 5| |5/ !s5| 1 5
CXM 200 | 5 3| 2|5 1,13 | | 5 5, 5 5
FemalJCXM 500 | 6 3| 1! 6 1121 | ' 2| | 6 6 6 | . |6
CXM1,500 6 2 2| 1| 6! |1]4]1 ‘6| 6] |6 i BRER!
CET 200 | 6 2| 4| 6 402 ‘ | | 6| |6] 5! ‘1! 5,1
CET 1,500 5 3| 2|5 zlz|1} | | 5] |5, |5] PR
Table 8 Hematological findings(s.c. 5 weeks recovery) (Mean+S.E.)
Sex Dose 1;1?. (11133‘5.3 (%I?/C Hb Ht Differential blood count (%)
(mg/kg) rats) mm?)| mm?) (g/d) | (%) Eosino | N-st ‘ N-seg Lymph‘ Mono iOthers
943 | 70 | 16.6 48 | 3.0 0| 222 | 73.7 | 10
Control | 6| /53 | 45 | £0.1 | 0.4 | £0.7 | 0 | +2.2 | +3.3 | £0.5
860 | 74 | 16.1 7 | 1.4 0| 150 | 83.2 | 0.4
CXM 200 | 5| 90 | 49 | £02 | £0.5 | £0.6 | 0 | £5.2 | 5.5 | +0.2
96 | 75 | 17.0 49 | 1.8 | 017 | 16.7 | 81.0 | 0.3
Male CXM 500 | 6| 90 | +5 | 6.2 | +0.3 | +0.8 | £0.2 | +1.9 | +2.1 |+0.2
cxM1s00| 5| 895 | 69 | 17.2 50 | 1.2 0 | 10.9** 87.6%% 0.4
‘ £11 | +2 | +0.3 | 1.0 | £0.6 | +0 | +2.0 | +1.9 | +0.2
CET 200 | 6| 783" 90%4 16.2¢| 46*t 15 | 017 | 19.8 | 78.2 | 0.3 | (a)1
£19 | +4 | £0.2 | £0.2 | £0.6 | +£0.2 | £+1.9 | +1.9 | £0.2 | (c) 1
916 | 79 | 16.3 48 | 1.4 0| 25.6 | 72.6 | 0.4
CET 1,500 | 5| 60 | +3 | £0.3 | 1.0 | +0.5 | 0 | +3.4 | +3.8 | £0.4 |
703 | 49 | 15.1 43| o6 0| 236 | 756 | 0.2 |(a)1
Control | 5| .16 | +4 | +0.3 | £0.4 | £0.4 | +0 | 46.1 | +6.1 | £0.2
679 | 43 | 14.9 41 | 07 | 017 | 155 | 8.7 | 10
CXM 200 | 6| .36 | +4 |+0.2 | £0.4 | 0.2 | £0.2 | +3.9 | +3.8 | £0.5 |
696 | 46 | 14.9 4 | 2.0 0| 19.2 | 78.3 0 l(a)1
Female CXMS00 | 6136 | +5 | x0.2 | 0.7 +0.6 +0 | +£3.0 | +2.4 +0
746% | 53 | 16.2*| 46** 0.8 | 0.17 | 15.0 | 83.7 | 0.3 | (a)1
CXM1L500| 6 g | 44 | £0.3 | £0.5 | +0.2 | £0.2 | +3.2 | +3.3 | £0.2
762% | 63* | 15.4 43| 10| 017 | 262 | 70.8 | 1.8
CET 200 | 6| .18 | +3 | +0.4 | 0.2 | £0.5 | £0.2 | £5.9 | +5.9 | 0.6
756% | 70* | 15.5 4 | 1.0 0 | 20.4 | 78.6 0
CET 1,500 | 6| ;15 | 17 | +0.3 | £0.5 | 0.3 | +0 | 6.8 | 6.5 | +0

* Significant (p<0.05),
a : Polychromatic erythrocyte(+),

**  Significant (p<0.01)
c : Howell Jolly body
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B. @AM THOH:E

1. —RER, #El XU (Fig. 1)

WA TIREEOHMINIMNARL v, & DM, i
FREFRIFECUS RO R o0

2. fAki%h® (Table 2)

KRR L DELILD 5T

3. Kkl (Fig.2)

KBRE L DEXTE I o 10

4. PR (Table7)

PH i HBER &b M CIXMM e, EeETiZT A~
» YA REBEESR AL, £, W &H, ¥

bk, B, CYALVREBIVYRYEY 2 =FYRRE
A7/ 108

5. IMATR (Table 8)

1) FmEYE : HAFCHETALORCAEROMIITA
Hht, 1,500mg/kg BIZHEDOHIMARL R, HEX
MBI X TETEGER AL, AEEIL
oo

2) MmeEE :1,500mg/kg DU HEDHEINA R
bhi-BrBizAbhic{ kot

3) MEAR: #ABC AL Wi By,
1,500mg/kg FEDOHEZ HFEOHE MM AL iz,

4) AMERE: dBEHCEXTECRALRE k-
1o

5) HMEESH : 1,500mg/kg B OB 53 HELFRER
DA LAY v A BROFMBR T h EhEEICED
bh'fio

6. MmEE{L¥HPTR (Table 9)

1) Abhich - e BEbs LUHEAL (L : s-GPT
widE i, AGL, 7v7F=vE IV K OLL
EERL T

2) s-GOT: AP Abhic 1,500mg/kg BEiERE
TOELX 7Y, 500mg/kg HOECHEEDO LH
A, 200mg/kg O HEDOETIHALRICOXTH
70

3) 7TAABVAARAT y X—F: FHAPI 1, 500mg/ke
FoMAbh B LiX/c{ ), 500mg/kg BDOHT
FEOLRN, 200mg/kg HOMCHEOETAALA
oo

4) #Brvarvy: 500mg/kg HHOEE LR L ¥
BkE, #RFHRLREIRIS Y, 1,500 mg/ke
FoMETEEOBMMA R bR,

5) 2VAFw—.n:500, 1,500mg/kg BEDHFH
BEoHna, 500mg/ke oM HEOHIRAbA
oo

6) I : FAPCA LR IRIR b, 200,

500mg/kg B D WEOMMAA DRl

7) f8EA : 500mg/kg RO HEDORI N ALR
too

8) 7TAZ3Iv:500mg/kg BOMICHEDB A
bhtco

9) RN : 1,500mg/ ke B¥ D HECH EOMMH 2
bHh 1o

10) Na*: fgeci2, 1,500mg/kg B¥ic & O Hnh
b, #ETiz 500, 1,500mg/kg B HEDOEA A
bhto

11) Cl-:500mg/kg OB THEEICKY L,

7. HBR

AR A ONEBLERA DR ootz fUD
HEBIE X oo

8. ®BHBKK (Table 10)

a. REE

1) #ML-2E : JAst (1,500mg/kg £¥),

2) BOULRE: L (200mg/kg Pk, £ M),
fifi (200mg/ke B¥ufEnE), BB (200, 1, 500mg/kg B¥if),
FRRAR (500, 1,500mg/kg B¥RE), BET Hf%(500, 1,500
mg/kg BEHE),

b. HHGEHE

1) #MmL7-%E: i (200, 500mg/keg BiE), B
(200, 500mg/kg BfHE), R4 (200mg/kg FHE), KR
(1,500mg/kg B¢HE), SR (500, 1,500mg/kg B¥),

2) HWALBE: R (200mg/kg i), BT EH
(500, 1,500mg/kg BLHE) o

9. XHEHR

1) FF:1,500mg/kg BEDHE 1 FIic {RBREN L DA
Too

2) B :ABEON2 MCEMRETCEEEES X
D/NAARREEL A b i

3) PO AWEHO 3 ACKHERLHENRA LRI,

4) fifi: 500mg/kg FH O Gl BE D5 M,
1,500mg/kg B OHE 1 Ficii&E, XBEOHE 1 Ik
KRER IVEEOHMA R BRI,

5) HURRR : 200, 500mg/kg B D He& 1 Hlic KIEH
Abh‘ﬂ:o

6) HiIZAR : 200, 500mg/kg B D HEE 2 Flic SEN
Abht,

7) XOMOBE : HFRITRELET ot

(2) HEBAEsE

A. BRPMGbOHDE

1. —fHER, FEBIV4FE (Fig 3)

HCTRBEGROGKED T Y 4/ &L, KRBELLN
BB L DEIXIH 5700 HETIE 300, 1,000mg/kg BT
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Table 10 Average wet organ weight (s.c. 5weeks, recovery) (Mean+S. E.)
Sex Dose No. | Body Heart Lumg Liver Spleen Thymus Kidney
of |weight
rats | (g Right Left
(mg/kg) wt | % | wt | % | wt | % | wt | % | wt | % | w | % | w | %
Control 6 466 | 1.22 | 0.26 | 1.59 | 0.34 | 158 | 340 | 0.84 | 0.18 | 035 | 0.08 | 1.26 | 0.27 | 1.28 | 0.28
+13.3|£0.04 [ £0.01 | £0.04 | £0.01 | £0.64 | 0.07 | %0.04 | £0.01 | %0.03 [ £0.01 | £0.04 | £0.01 | %0.03 | £0.01
CXM 200 6 443 [1.10° | 0.25 | 1.40° | 032 | 17.1 |3.85**| 0.86 | 0.19 | 0.43 | 0.10 | 1.35 [0.31**| 1.37 [(0.31**
5.0 [£0.02|+0.00| £0.06|£0.01 |+0.61| £0.11 | +0.03 [ £0.01 [ %£0.05 [ £0.01 [+0.04 | £0.01 | £0.03 | £0.01
CXM 500 6 448 115 | 0.26 | 1.55 | 0.35 | 16.7 | 3.73* | 0.80 | 0.18 | 0.38 | 0.09 | 1.36 | 0.31* | 1.38 | 0.31°
Male +10.2|£0.03| £0.01 | £0.05| £0.01 | £0.37 | £0.08 | £0.05 | £0.01 | +£0.05 | £0.01 | £0.05| £0.01 [ £0.04 | £0.01
CXM1500| 5 445 | 112 | 026 | 149 | 034 | 162 | 3.64 | 0.85 | 0.20 | 0.42 |0.10° | 1.30 | 0.30 | 1.34 | 0.31
+6.0 | £0.03|£0.01|£0.04 |£0.02 |+0.78 | +0.15| £0.02 | £0.01 [ £0.01 | £0.01 | £0.05 | £0.02 | #0.05 [ £0.01
CET 200 6 469 | 1.08° [0.23°*| 1.43* |0.30°*| 17.0 | 3.63 | 0.79 | 0.17 | 0.37 | 0.08 | 1.28 | 0.27 | 1.25 | 0.27
+5.9 | 2£0.04|20.01|20.04|+0.01|£042] +£0.12 | £0.04 | £0.01 | £0.02 | £0.01 | £0.04 | £0.01 | £0.04 | £0.01
CET 1,500 5 455 119 | 0.26 | 1.52 | 0.34 |18.7* [ 4.09° | 087 | 0.19 | 043 | 0.09 | 1.39 | 0.31 | 1.30 | 0.30
+16.0 | £0.02 | £0.01 | £0.06 | £0.01 | £0.91 | £0.08 | £0.04 | +0.01 | £0.04 [ £0.01 | £0.06 | £0.01 | £0.05 | £0.01
Control 5 268 | 0.74 [ 0.28 | 1.15 | 043 | 966 | 3.59 | 0.56 | 0.21 | 0.28 | 0.10 | 0.76 | 0.29 | 0.77 0.29
+9.4 | £0.02(+0.01(0.07 (+0.03|+0.58 +0.12 | £0.02 [ £0.01 | £0.02 { £0.01 | £0.02 | £0.01 | £0.03 [ £0.01
CXM 200 6 248 |0.64* | 0.26 | 0.93* | 0.38 | 9.13 | 3.69 |0.46°*|0.19* | 0.25 | 0.10 | 0.77 | 0.31 | 0.76 | 0.31
+58 |+0.03|+0.01|20.06 | £0.02 | £0.27 | £0.08 | £0.02 | £0.01 | £0.01 | £0.01 | £0.04 | +£0.01 [ £0.04 | £0.01
CXM 500 6 251 |0.65° | 0.26 | 1.03 | 041 | 875 | 3.50 | 0.52 | 0.21 | 0.30 | 0.12 | 0.78 | 0.31 | 0.76 | 0.30
Female +7.8 [£0.02 | +0.01|+0.03 [+0.02 | +0.31 | £0.09 | £0.02 | £0.01 | £0.02 | +£0.01 | +0.04 | £0.01 [ £0.02 | +0.01
CXM1500( 6 249 |0.66* | 0.27 | 1.01 | 041 | 8.64 | 3.47 | 0.49* | 0.20 | 0.32 | 0.13 | 0.80 | 0.32 | 0.78 [ 0.31
%33 | £0.02|£0.01|+0.04|+0.02|+0.24(+0.10|+0.02 [ £0.01 | £0.04 | £0.02 | £0.04 | £0.02 | +0.05 | +0.02
CET 200 6 238 | 067 | 028 | 1.03 | 044 | 857 | 3.60 | 052 | 0.22 | 0.27 | 0.12 | 0.72 | 0.30 | 0.73 | 0.30
+10.5£0.03 | £0.01 | £0.05 [ £0.02 [ £0.33 | £0.08 | £+0.03 | £0.01 | £0.02 | £0.01 | £0.05 | £0.01 | £0.04 | £0.01
CET 1,500 5 264 | 0.76 | 0.29 | 1.23 | 047 |10.22 | 3.83 | 0.62 | 0.24 | 0.29 | 0.11 | 0.72 | 0.27 | 0.73 | 0.28
+10.6 | £0.05 | £0.01 | £0.06 | £0.01 | £1.11 [ £0.27 | £0.05 [ £0.02 | £0.01 | £0.01 { £0.06 | £0.02 | +£0.06 | +0.02
Sex Dose No. | Body Adrenal gland?) Testis/Ovarium?) Thyroid® | Pituitary3 Brain
of |weight - -
rats ® Right Left Right Left
(mg/kg) wt % wt % wt % wt % wt % wt % wt %
Control 6 466 | 27.3 | 5.89 | 285 | 6.12 169 [ 036 | 1,67 | 036 | 21.2 | 458 | 17.7 | 3.79 | 1.79 | 0.38
+133|+1.78 | +0.40 | £2.16 | £0.44 | £0.06 |+0.02 | £0.06 | £0.02 [ +0.83 | £0.29 [ +1.00 | £0.18 | £0.06 | +0.01
CXM 200 6 443 | 253 | 5.77 | 262 | 6.09 | 1.53 | 0.35 | 1.52 | 0.35 | 20.7 | 4.66 | 15.0 | 3.40 | 1.85 | 0.42*
+5.0 |+£1.82]|+0.36 | £2.36 | £0.55 | £0.04 [+£0.01 | £0.04 | £0.01 | £1.41{ £0.30 | £1.13 | 20.26 | 0.04 [ £0.01
CXM 500 6 448 | 233 | 524 | 23.0 | 5.16 | 1.62 | 036 | 1.69 | 0.38 | 16.8° | 3.88 [12.7°*|2.85°*| 1.85 | 0.42
Male 4102 |+1.76 | £0.38 | £1.90 | £0.37 [ +0.06 [+£0.01 | £0.06 | £0.01 | £1.42 | £0.36 | £0.71 | £0.15 | £0.01 | £0.01
CXM1500( S 445 | 25.2 | 5.77 | 25.8 | 562 | 1.59 | 0.36 | 1.47 | 0.34 |16.4* | 3.77 [13.0°*(2.99° | 1.79 | 0.41
+6.0 [+1.36|+0.25|+2.62 | +0.24 | £0.01 |£0.01 | +0.12 | £0.03 | +1.21 [ £0.30 [ £0.89 [ £0.24 | +0.05 | £0.01
CET 200 6 469 | 23.2 | 495 | 243 | 520 | 1.58 | 0.34 | 1.56 | 0.33 | 20.5 | 4.21 | 158 | 3.39 | 1.81 | 0.39
+59 (+£0.83|+0.21(+1.15(+0.26 | £0.03 [%0.01 | +0.02 [ +0.01 | £0.89 | +£0.32 | +0.87 | +£0.22 | £0.07 [ £0.02
CET 1,500 5 455 | 28.4 | 6.23 | 288 | 632 | 1.54 | 0.34 | 155 | 034 | 21.8 | 478 | 17.2 | 3.78 | 1.87 | 0.41
+16.0|+1.57[+0.24 | £1.62 | £0.25 | £0.05 (£0.01 [ +0.06 | £0.01 | £1.96 | £0.38 | +:0.86 | 0.17 | +0.04 [ +:0.02
Control 5 268 | 27.0 | 101 | 280 | 105 | 330 [ 123 | 316 | 11.B [ 176 | 659 | 164 | 611 | 1.64 | 061
+94 | +084]|+034|+084]+035]x1.70 [£0.56 | +1.57 | £0.57 [ +0.68 | £0.37 [ £0.81 | £0.20 | £0.02 | £0.02
CXM 200 6 248 | 268 | 110 | 275 | 11.2 | 340 | 13.7 | 325 | 13.1 | 148 | 6.01 | 16.5 | 6.68 | 1.64 | 0.66
+58 | +1.56|+0.54 | £1.57 | £0.55 | +2.78 [+£0.97 | £3.20 | £1.06 | +1.01 | £0.48 [ +£0.62 | £0.29 | £0.03 | £0.02
CXM 500 6 251 | 245 | 9.78 | 26.0 |10.41 | 348 | 139 | 382 |15.2* | 165 | 6.57 | 168 | 6.75 | 1.57 | 0.63
Female 478 |+1.20/+0.39 | +1.15[+0.49 | £4.33 |+1.59 | £3.37 | £1.21 | £0.99 [ £0.24 | £0.79 | +0.38 | £0.02 | £0.03
CXM1500) 6 249 | 257 | 10.3 | 25.5 |10.24 | 375 | 15.1 | 38.2*|15.3* | 158 | 6.37 | 16.0 | 6.43 | 1.65 | 0.66
+3.3 |+0.67[+0.25|+0.96]20.33 | +3.43 [+1.44 | +2.18 | +0.88 | £0.60 | £0.26 | £1.06 | £0.47 [ £0.03 | £0.01
CET 200 6 238 | 27.0 | 115 | 28.7 | 12.2 | 343 | 144 | 343 | 144 | 155 | 6.51 | 17.2 | 7.26* | 1.67 |0.70**
+105]|+2.14 | +1.06 | +1.74 | £0.93 | £3.22 |£1.13 | £3.35 [ £1.20 | £0.72 | £0.17 | £0.70 | £0.40 | +0.05 | £0.01
CET 1,500 5 264 |27.8 | 106 | 298 | 114 | 37.8 | 14.3 |40.6°*(155°*| 17.4 | 6.58 | 17.4 | 6.63 | 1.60 | 0.60
+10.6|+0.86 | +£0.62 | +0.80 | £0.62 | £3.25 |£1.16 | £0.40 | £0.71 [ +1.03 | £0.21 | £0.24 | £0.26 | +0.04 | +0.01

* Significant (p<0.05)
** Significant (p<0.01)

(wt: g, a: mg, mg/gx100)
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Table 11 Food efficacy (i.p. 5 weeks)
Dose 3 weeks 5 weeks 8 weeks | 10 weeks
Sex (g k) Total | Net |Efi- | Total | Net |Efi- | Total | Net |Ef- 'Totia(l Net [Efb-
mg/kg) |intake| gain | cacy |intake| gain | cacy | intake | gain | cacy | intake | gain | cac
® | o | & % 8 e B e | |6
Control 444,3 | 145.2 | 32.7 | 769.8 | 202.2 | 26.3 | 1,279.1} 275.2 | 21.5 | 1,597.0| 286.2 | 18,5
Male CXM 100 | 452.8 | 152.5 | 33.7 | 770.1 | 208.9 | 27.1 | 1,278.9| 277.0 | 21.7 1,586.6) 311.0 | 19.5
2 CXM 300 | 465.9 | 154.4 | 33.1 | 811.7 | 210.2 | 25.9 | 1,572.7| 269.0 | 17.1 | 1,908.2| 310.3 | 16.3
CXM 1,000 468.0 | 152.2 | 32,5 | 822.9 | 215.5 | 26.2 | 1,356.7| 278.8 | 20.5 ! 1,723.2| 318.3 | 18.5
Control |322.4| 70.6 |21.9|534.7 | 98.2 |18.4| 820.6124.8 | 18.4 | 1,045.1) 141.0 | 13.5
Female CXM 100 | 329.6 | 77.7 | 23.6 | 545.4 | 103.1 | 18.9 904.3| 134.0 | 14.8 | 1,139.8] 148.7 | 13.1
CXM 300 | 326.3 | 73.4|22,5|700.9| 97.8| 14,0 998.4| 112.5 | 11.3 | 1,214.8, 122.0 | 10.0
CXM 1,000 315.8 | 80.9 | 25.6 | 538.7 | 111.3 | 20.7 863.6| 121.1 | 14.0 | 1,088.3| 133.3 | 12.2
Fig.3 Body weight gain in rats administered Fig. 4 Water intake of rats administered CXM
CXM intraperitoneally for 5 weeks intraperitoneally for 5 weeks
400} 50+
— E
sl g g St
—_— 300:g/kg ~40r
- — 1000mg/kg E
3007 < 30t
£ Male = Male o——e Control
- S0t o——o CXM 100mg/kg
1 5 —— CXM 300mg/kg
Fhi 210l o— CXM 1000me/kg
.§~ Female = I——— Administration period———+——— Recovery period
a i T 45 6 7 89
100 (Weeks)
_ 50F
K
N \ L L L ) L 40,
01 2 3 4 5 6 71 8 10 E
+Administration period+—Recovery period—"5tks) £ 30
123
=
L]
FHRMES, WEFX DR HIMELR LI, 100 E 20
mg/kg B & XRE L ORI EILI8h 5 Teo 8
o
FALES, EERRERRBRIECHAL ot =10

2. fIki%h= (Table 11)

300mg/kg B MRETILEA 5 BREMELRA LR,
fOBAB TII—RACE V- EREZR L

3. #EKE (Fig4)

1,000mg/kg BOMUINRE T LN THEXZRL
N, ZTOMOBREFHMEBERNOERYRL o

4. RFTE (Table 12)

WThOREFRE S ERR Lo,

5. Im#FTE (Table 13)

1) FinEkE : 1,000mg/kg FORECHEDORA N,
300, 1,000mg/kg B OB EDOHEMM AR bR,

2) MEXRE: HBHLOEZEILIr ot

3) MIRAEHK : 1,000mg/kg OB HEOHIMH A
Bh’f&o

4) BmEEK : 300mg/kg HOBTHEORLHHD

1 I L 1 1 L 1 i L

1 2 3 4 5 6 7 8 9
(Weeks) -

hico

5) BMEREZ L : 300mg/kg FF DB FFEFHERD
BHESE A, 100, 300mg/kg ¥ O #iz Y v ~ROF
FiclinhAabhic,

300mg/kg FHOBE1HlL 1,000mg/kg FHOHE1 Flic
Howell-Jolly /NMeMZK Sz,

6. MmEFELFEARTR (Table 14)

1) s-GOT : FEixigh » 70

2) s-GPT : ZETiX/ed 5,

3) TAAVFKART » X—¥: ZX I chotce

4) BEYLEY :300mg/kg o HE BN
bt

5) VAT w—:1,000mg/kg BED R AT I
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Table 12 Urinary findings (i. p. 5 weeks)

Dose No. pH Glucose Protein Kbeotg;e %‘i‘;";g Bilirubin Ull;zo‘gen
Sex | (mg/xg) | of ' "
rats| 6.0/ 6.5 7.0}7.5[8.0 —ii ~ |+ +|++1+{+]+1H —Jd: |z —L:}+ —| x|+
Control |12 3| 4] 2| 3|12 2|6 ﬂ 12| li2] 8 |4 4| 8
oo |CXM 100|121 1] 4| 6| 1 12 381 12| [12| |8 |4 2|10
€ lcxm300 12| 3| 4| 1| 4 12 64|2| |12] [12] 10| |2 5| 7
CXM1,000| 12 4 6| 212 381 12| |12] (10| |2 7| 5
Control |12 5 4 1] 2|12 3(7/1]1 12| 12| |12 9| 3
Pemale|CXM 100 112 | 11 1] 1| 4] 5|12 561 12| (12| 12 1|1
emalelexm 300 | 12 | 1 2 9|12 372 12| [12) 10]1]1 8| 4
CXM1,000 12 | 3 6| 2| 1|12 471 12| l12| |11 6| 6
Table 13 Hematological findings (i. p. 5 weeks) (Mean+S.E.)
Dose No. RB‘C W]?C Hb Ht Differential blood count (%)
Sex | (mgjkg) | QoL Q% | iy | (%)
E/%€) |rats mm?) | mm?) | (& Eosino { N-st | N-seg | Lymph | Mono |Others
810 | 70 | 16.0 7| 16| 01| 16.4 | 79.4 | 2.6
Control |\ 11| /45 | 44 | 402 | 20.9 | £0.3 | £0.1 | £2.8 | +2.8 | +0.7
CXM 2| 807 | 76 | 15.7 7 | 0.9 0| 1.7 | 8.2 | 12
Male 100 £10 | +5 | £0.2 | £0.7 | £0.2 | 0 | +1.8 | +1.8 | 0.3
CXM 12| 780 | s3¢| 15.8 49 | 28 | 02| 159%| 776 | 3.5 |(c)1
300 £20 | +5 | +0.3 | +0.4 | +1.1 | £0.2 | +1.8 | +2.9 | £0.6
CXM 1p| 767%| 60 | 15.8 49*| 1.9 | 0.1 | 240 | 70.8 | 3.6
1,000 +10 | +4 | +0.2 | £0.6 | £0.4 | 0.1 | £3.7 | +4.0 | £0.6
710 | 51 | 15.2 2] 07| 03] 228 | 749 | 13
Control |12 [958 | 3 | 402 | £0.5 | £0.2 | £0.1 | +3.1 | +3.2 | +0.4
CXM | 729 | 81| 151 43| o8 0| 149 | 8.2¢| 1.0
Femal 100 £12 | +5 | +0.1 | +1.0 | £0.3 | +0 | +1.5 | +1.5 | +0.3
¢l cxm 12| 781*| 51 | 152 42 | 04| 08| 137 | 845¢| 0.9
300 +20 | +4 | +0.1 | £0.5 | £0.2 | £0.5 | +2.3 | +2.4 | 0.2
CXM 12| 804 47 | 151 43| 07 | 01| 232 | 743 | 1.8 |[(c)1
1,000 +22 | +3 | +0.1 | 0.6 | +0.2 | +0.1 | +2.3 | +2.5 | +0.4

* Significant (p<0.05)

c : Howell Jolly body

Ao hice

**  Significant (p<0.01)

6) iMukE: 300, 1,000mg/kg FFORE W FE IR

A Bh'ﬂ:o

7) #EA :100mg/kg HORCFE LB A LR

<o

8) 77 3v:300mg/kg HOBIER ILHMNALK

bhtce

9) A/Gl::100mg/kg HOMEEL LAV ALR

o

10) Z7v7F=v:1000mg/kg BRI FE LM

Aa st

11) [RE%EXK : 300, 1,000mg/kg FOHHE L

PhRAabht,

12) Na*: EZEBiX b ot
13) K*:100, 1,000mg/kg B¥OEHMA, 1, 000

mg/kg BOMTRY B EThThBEEEZEXH - TAbAR
1o

14) Cl-: EEXied o To

7. HBRFR

300, 1,000mg/kg B¥DO#EREIC EHOIRERAR LRI
EHNEE LT h 5 oo

8. BEBEER (Table15)

a. FEE

1) #IL7BF: O (100, 300mg/kg B #E), Bt
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#), & (300mg/kg B, 1,000mg/kg B i), =T
(300mg/kg B¥HE), BT Tk (300mg/kg BEHE), AY
(1, 000mg/kg B o

2) WA U%E B (300, 1,000mg/kg B¥HE), HP
¥ (300, 1,000mg/kg B¥), IR (100mg/kg BEHE),
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Table 15 Average wet organ weight (i.p., 5weeks) (Mean+£S.E.)
Sex Dose No. | Body Heart Lung Liver Spleen Thymus Kidney
of |weight
rats | @ Right Left
(mg/kg) wt % wt % wt % wt % wt % wt % wt %
Control 12 365 110 [ 030 | 1.58 | 043 | 14.7 | 4.03 | 085 | 0.24 | 0.54 | 0.15 | 1.16 | 0.32 | 1.23 | 0.34
+55 | 20.03 | %0.01|%0.06(%0.02 +0.45]0.09| £0.09 | +0.02 | £0.03 | £0.01 [ £0.05 | £0.01 | £0.05 | £0.01
CXM 100 12 371 111 | 030 | 1.58 | 043 | 155 | 4.17 | 0.82 | 0.22 0.54| 0.15 | 1.24 | 0.33 | 1.24 | 0.33
Male +6.0 |£0.02 [£0.01 | £0.16 | %£0.05 | +0.36 | %0.08 | £0.03 | £0.01 | £0.03 | £0.01 | £0.03 | £0.01 [ £0.04 | £0.01
CXM 300 12 372 1.08 | 0.29 |1.38* | 0.37* [ 16.1* | 4.36 | 0.75 | 0.20 | 0.53 | 0.14 [1.28°* [ 0.35 | 1.27 | 0.34
457 |20.03 [£0.01 { £0.05(+0.01 |+0.38 [ £0.13| £0.02 | £0.01 | £0.04 | £0.01 | £0.03 | £0.01 | £0.04 | £0.01
CXM1,000 | 12 377 1.07 | 0.29 [1.36**|0.36**| 15.0 | 3.97 | 0.79 | 0.21 | 0.60 | 0.16 | 1.28 | 0.34 | 1.26 | 0.33
+58 |£0.03 |+0.01 (+0.04 | +0.01]|%0.39|%0.08 | 0.03|£0.01|+0.04 | +£0.01|0.04 | £0.01 | £0.03 | £0.01
Control 12 206 | 060 | 029 | 094 [ 045 | 7.49 | 3.63 | 0.51 | 0.25 | 0.42 | 0.20 | 0.68 | 0.33 | 0.68 | 0.33
*3.5 [£0.01 | £0.01 [ %0.03| £0.01 | £0.23 [ £0.07 [ £0.03 | £0.01 | £0.02 | £0.01 | £0.02 | £0.01 | £0.02 | £0.01
CXM 100 12 213 |0.64° | 0.30 [1.08°*{0.51°*|8.24**(3.87**| 0.51 | 0.24 | 0.43 | 0.21 | 0.71 | 0.34 | 0.71 | 0.34
Female +2.9 |20.01 [0.01 | £0.04 | %£0.02 | £0.20 | £0.07 | £0.01 | £0.01 [ £0.02 [ £0.01 | £0.02 | £0.01 | £0.02 [ £0.01
CXM 300 12 206 |0.64* |0.31*) 098 | 048 | 7.78 | 3.77 | 0.51 | 0.25 | 046 | 0.22 | 0.72 | 0.35 | 0.72 | 0.35
*2.5 [£0.01 [£0.01|%0.03|+0.01|0.16|£0.06 | £0.01 | £0.00 | £0.02 | £0.01 | £0.01 [ £0.00 | £0.02 | #0.01
CXM 1,000 12 224 | 062 (028 | 1.00 | 045 | 7.89 | 3.53 | 0.53 | 0.23 | 0.44 | 0.20 | 0.75 | 0.34 [0.79°°*| 0.35
+6.6 | £0.03 |+0.01|%0.03|%0.01|0.25|%0.07 | £0.02 | £0.01 | £0.02 | £0.01 | £0.02 | £0.00 | £0.03 | £0.01
Sex Dose No. | Body Adrenal gland® Testis/Ovarium?® Thyroid® Pituitaly? Brain
of [weight
ats | @ Right Lett Right Lett
(mg/kg) wt % wt % wt % wt % wt % wt % wt %
Control 12 365 | 252 | 691 | 25,6 | 7.03 | 1.60 | 0.44 | 1.59 | 0.44 | 24.1 | 6.61 | 12.8 | 3.50 | 1.86 | 0.51
255 |+£1.50 |£0.42| £1.03 | £0.31 | £0.03 | £0.01 | £0.03 | £0.01 | £1.25 | £0.37 | £0.48 | £0.14 | £0.01 | £0.01
CXM 100 12 371 | 254 685 | 261 | 7.04 | 1.61 | 043 | 1.57 | 0.42 | 19.9* | 5.37* | 13.1 3.54 | 1.85 | 0.50
Male 26.0 |£0.73|+0.19|+1.05|+0.30 | £0.11| 0.03 | £0.03 | £0.01 | +1.19 [ £0.32| £0.38 | £0.12 | £0.02 | +0.01
CXM 300 12 372 | 29.7¢| 8.01 | 30.1* | 8.13*| 156 | 042 | 1.56 | 0.42 | 23.4 | 6.30 |15.1**| 4.07 | 1.86 | 0.50
+5.7 | +1.44 |+041| 080 |+0.29 | £0.02| £0.01 | £0.03 [ +0.01 [ +1.58 | £0.42 | £0.60 | £0.16 | £0.02 | £0.01
CXM 1000 12 377 | 260 | 692 | 273 | 7.26 | 1.61 | 043 | 1.49 | 039 | 22.1 | 5.85 | 142 | 3.76 | 1.82 | 0.48
+5.8 | £0.84 | £0.23| £0.98]£0.25|£0.07 | £0.02 [ £0.11 | £0.03 | £1.78 | £0.45| £0.64 | £0.16 | £0.03 | +0.01
Control 12 206 | 241 | 11.7 | 255 | 124 | 369 | 179 | 353 | 171 | 134 | 654 | 128 | 6.24 | 1.62 | 0.79
+3.5 | +£0.60 | £0.31| 2£0.71|£0.37 | £1.26 [ £0.62 | £1.24 | £0.64 [ £0.57 | £0.31| £0.56 | £0.28 | £0.02 | +0.02
CXM 100 12 213 | 25.6 | 12.0 | 26.3 | 124 | 34.0 | 16.0* | 36.7 | 173 | 119 | 564 | 140 | 6.60 | 1.57 | 0.74*
Femal +29 | 2093 |+044]|£097 | +0.43 | +1.36| £0.64 | £1.73 [ £0.93 | £0.72 [ £0.39| £0.52 | +0.26 | +0.02 | £0.01
CXM 300 12 206 |23.8 11.6 | 26.3 | 12.8° [29.4**|14.2**|30.4**14.7°*| 123 | 593 | 123 | 593 | 1.63 | 0.79
+25 | +£0.91 |£0.47]|2£1.15|20.53 | £1.14| £0.45 | £1.42 | £0.64 | £0.74 | £0.29| £0.64 | £0.33 | £+0.03 | £0.01
CXM 1000 12 224 | 235 | 10.6 | 25.8 | 11.6 |31.0°*|13.9**|31.2* [14.0**| 145 | 6.52 | 12.2 | 547 |1.71**| 0.77
+6.6 |+0.87 |£0.42]|20.94 | £0.39 [+£1.22| £0.51 | £1.15| +0.60 | £1.16 | £0.57 | £0.66 | +£0.30 | £0.02 | +0.02

* Significant (p<0.05)
** Significant (p<0.01)

(wt: g, a: mg, mg/gx100)

b. HGEME

1) #HmL7-8BE: L (300mg/kg i), At (100
mg/kg FHE), BF (100mg/kg B¥if), EIF (300mg/kg
Bt

2) BALI-2E : i (300, 1,000mg/kg B¥f), OB
¥ (100, 300, 1,000mg/kg ), B g (100mg/kg
BHE), B (100mg/kg B¥if)o

9. XHEFR

1) FF: BRI A 1,000mg/kg B o1 fl, 300
mg/kg B35, 25, 100mg/kg B0 4 5,
1 Bls X O REEDRE 1 5, i 2 Flic A Bt 1,000
mg/kg BOR—HTIL 7 » 2 —fRBE & FRLERS
XU FFliRaZEMEAS, 300mg/kg @ 3 FHDHED 5 LD 15l

TIL) sMAThERME > THR BRI, 300, 1,000mg/
kg BOHE1Flic 7 v 2 —fEIRBENAS, 1,000mg/kg B
D1 FICIXFHRER L 5 s R bhvico MBHED
HED 1 kB O/ PR E N REE L 100mg/
kg BHOMEE 1 AICRIRLES X CIFABREHR 2 bh
foo

2) B:EREMAE XUCRATEAL7 Y v B
1,000mg/kg B 1 fFlic, IR BEEOME 1 5
b hteo ME N/ PHMIRREAN 1,000mg/kg D
HE1 B, RMEE ERMIGIER 3 X OVF B IKE 300
mg/kg FOHE1FlicZR bhic,

3) BIF: KEHMmA 300mg/kg FHOH 1 Flickd
hf:o
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4) KN MMEORMANBREOMIAT bR
o

5) B4 2 KIM3s XUV O HimAt 100mg/kg Dk
1A b,

6) BIZIR : MRBEDHE 1 Flic REEN LR Bhico

7) B :1,000mg/kg B0 1 Flic KT H b2
roﬂ?‘:.o

8) XOMOBE: KRHEITREXTLIALhih-
oo

10. BERR

1) FF:1,000mg/kg HCs t2v FY 70—l
It B3 BN ALRIEDOATH 5T

2) % :300, 1,000mg/kg ¥ T RAIEFEAMMAEB
D—FBEEDE AR AL hic, 1,000mg/kg B3 LT
SHRECIBI N A bhic, £0f, HET<EXLIX
e oo
- B. BARTHROHES

1. —MIER, $EB X044 (Fig 3)

BT EEMNIMCBIL THRRE L ORI X ZEd ehs
oo D 300, 1,000mg/kg B ik AP b~ TH
tImEHR A LR, BHRKETXEERL OVRIETH
419358 P

2. fPkig® (Table 11)

BrBlbidich o,

3. KE (Fig.4)

L3 1A} $79/100% oy

4. RPATE (Table 16)

100mg/kg Bt pH A% 7.5 LI EX R TEGSHI LS
{ btz EDMOREFRBICIRK Lot

5. IMm#&PFTE (Table 17)

1) HROKRY : NBEHLOEXRL Lot

2) Mm&3kRE : 300mg/kg BFOMZHEEDORE 4D
hf:o

3) MERARK: BAPreAbh o BFibixis{ 7 b 300

mg/kg BOMCAEDOMMA AL

4) EMmBRE : 300, 1,000mg/kg BEDMEIC MM,
bl BBtk ibhieditsto

5) BIMBRE AL : FRWIFFEE XVY v AROEAE
7 & 7o b RHARE & DBILTEd o 1o MRMY SOt
Heie B Yut ARk & Howell-Jolly /MENR S hic,

6. MuimE{bsioRT R (Table 18)

1) Zbhlho TR XUHEAL R : BR$
cahbhi-iREE, 707V, AGl, 7VvTF=v
BIVRREARTOT LB LN e, HBELL
#Elehotoo

2) fBe vy :300, 1,000mg/kg HOMICHE
DM AR b,

3) avAFwr-—L:1,000mg/kg BFOBICHEDON
nAxbhic

4) (8 : 300, 1,000mg/kg BEDKE I HEDOMPH
ALZbhitce

5) K*:1,000mg/kg B ic FEOMMYBEZL
Eabhiclsoto

7. EIRFR

BRMRFRE R SRtz 300, 1,000mg/kg O EBEL
ERxAbhTY, HOBETLEE LI -7

8. ZEMBEE (Table 19)

a. FHEE

1) HWMMLBE: KR (1,000mg/kg FHE),

2) MY LI-BE: BT (300, 1,000mg/ke Fif),
T &6 (300mg/kg B¥kE)o

b. HHEE

1) #inL 7B E : i (300mg/kg ¥ i), K (100
mg/kg ¥R, 300mg/kg F¥iERE), iR (1,000mg/kg
FHt), B (300mg/kg FifERE), R4 Efk (300mg/kg
FEHE), B4 (300mg/kg Fiff), EIH (300mg/kg Fif)o

2) BALEE: 8% (300mg/kg FiE), WTE
tk (300mg/kg B¥HE)o

Table 16 Urinary findings (i.p. 5 weeks recovery)

Sex Dose 1:1?. pH ‘Glucose protein be:g; € %fggét‘ Bilirubin | Ull;‘r)xl;lg:en
(me/k€) |rats 6.0/6.5(7.0[7.5[8.0] — [+ —|¢1+|++‘+++j++++| — e |-x|- 2|+ =] 2]+
Control | 5] 1| 1| 1| 2 5 1l2]2 s| |s 45 1] |s

Male |CXM100| 6| 3| 1 1] 1] 6 1014 6 6 5011 51
CXM300| 6| 3| 1| 1] 1 6 3|21 6 6 4! 12 6
CXM1,000| 6| 2 3/ 1| 6 1132 6 6 61 6
Control | 6| 4 2 6 1]3)2 6| |6 5l 1] |51

Female| CXM 100 | 6 1] 2] 1] 2] 6 2|13 6 6 4] |2 6
CXM 300 | 6| 2 1 6 3.3 6 6 5. 1 6
CXM1,0000 6| 2| 1| 1| 1, 1| 6 6 6 5. |1 |42
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Table 17 Hematological findings (i. p. 5 weeks recovery) (Mean+S.E.)
Sex Dose l:?. (¥0B‘;: (%SC Hb Ht Diferential blood count (%)
(mg/kg) |rats mm?) mm?) | (g/dl) | (%) | Eosino| N-st | N-seg | Lymph| Mono | Others
830 78 15.8 45 1.0 0 27.5 69.7 1.8 {(a) 1
Control 61 19 | +7 | £0.1 | 406 | £0.4 | £0 | 47,58 | £7.2 | £0.9
CXM 6 856 66 15.7 47 2.6 0 19.6 74.4 3.4 [ (c)1
Male 100 +20 +6 | £0.3 | £1.1 +0.8 +0 | £6.1 +£5.6 | £1.1
CXM 5| 789 66 16.1 47 2.4 0 14.2 80.6 2.8 [ (c)1
300 +33 +5 | £0.5 | £1.1 +1.2 +0 | £1.7 | £2.7 | £0.7
M 6 795 78 16.4 45 1.7 1.7 11.3 82.5 2.8
1,000 +32 +6 +0.3 | £1.3 +0.5 +1.7 | £1.0 | £1.7 | £0.3
893 | 82 | 15.8 43 1.2 | 0.2 | 204 | 750 | 32 |(c)1
Control | 6 ;36 | +6 | 0.3 | 0.7 | £0.7 | £0.2 | £3.5 | +4.5 | 0.6
CXM 6 866 73 15.7 43 1.8 0 19.2 74.2 4.7 (a)1
Female 100 +10 +3 | £0.2 | £0.8 | £0.3 +0 | £2.0 | £2.6 | £1.1 | (c) 2
CXM 6 856 63* | 14.4** 47* 1.5 0.2 17.8 77.3 3.2
300 +20 +3 | £0.2 | £1.1 | £0.6 | +£0.2 | £2.3 | £2.5 | £0.7
CXM 6 864 67* | 15.2 45 1.2 0.3 13.0 83.0 2.5 (e) 1
1, 000 +7 +2 | £0.3 | £0.8 | +0.7 | £0.3 | £3.7 | +4.7 | £0.8

* Significant (p<0.05),

** Significant (p<0.01)

a : Polychromatic erythrocyte (),

9. XEEFTR

1) F:xBEORLH, #2 Ml ke 100mg/ kgl
O 1 Flic FRBIEH 4 & hutco

2) % :300mg/kg B TIXRED 1 flic REEO—HKE
WAL CILEBILENRZ O 1,

HBIEOR 1 iz B0/ AR ES X URE
%ﬁ%ﬁ;& Bh’f:o

3) {0 :100mg/kg FHOM 1 FlicMBEELHLEN A D
h, HBEOMD 14T MERLSL SRTERE
Tk XU BHRHERETE AR bl

4) Bfi:1,000mg/kg HORCBEED > - M L KEX
RERBERIEAHME 1 FAR SR,

5) BIIZRR : 100mg/kg o 3§ & 300mg/kg D
1B REER A BT,

6) TOMOBE BFLRTXEELRZAXLhih,o
o

CET (%)

(1) HTHH

A. BFRPEHOHB

1. —#fER, #ES XU4ERE (Fig. 1)

GEHIMIZ, ML 200mg/kg BRI LD
HoZEZA LRI 5 A, 1,500mg/kg B TLIHINM
HARR B NI BRI, BFEELERSPECHL AL
htﬂﬂ")fio

2. fIKH%h® (Table 2) : 200 mg/kg Bf o i 5 B RE
ZHERTRREWERZRL 2o

3. $#KE (Fig.2)

c : Howell Jolly body

200, 1,500mg/kg B & 4 A M+, EXMEEADO
FRETH T

4. RPTE (Table 3)

EUAEYRIVYREY J —5 Vi3, 200mg/kg B
DT (+) R L IcfBER %S R bhidhikpH, 8,
EA, 7 vkl X OEmn B EXE bk 5
1o

5. Im#KATR (Table 4)

1) RIMERE : 200mg/ke B DM LU0 1,500mg/kg
BoOMECEREORL B A LRI,

2) Mmfa3kE: 200, 1,500mg/kg BOMRE L LHE
DORPR A LRI

3) MmERAM : 1,500me/keg BOMHEZHEDET A
I Bhf:o

4) @EMmERE : 200, 1,500mg/kg OB 30~70%
DEEOHMMA AL,

5) AMmMBESH : BT 1,500mg/kg B FEF
RERDOHIN & HANHITL Y v HSEROBA T bR EER D
mREhZhERICALRI,

9 Pl THERMARMERD, 1A KRFRN LD Rt
200mg/kg B TIXHIROFELMML AR Shi,

HETIX, 200mg/kg BHIZ S EEFFRIROMA & XY I
Y v REROBMAR L SRERLAD i 1,500mg/kg
BT 2 flic Howell-Jolly /MEMZED B,

6. IMmFEEFEAFTR (Table 5)

1) s-GOT :1,500mg/kg BOMt HE D L],
200mg/kg OB HEEDETHRA LI,
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Table 19 Average wet organ weight (i. p. 5 weeks, recovery) (Mean+S.E.)
Sex Dose No. | Body Heart Lung Liver Spleen Thymus Kidney
of |weight
rats | (8 Right Left
(mg/kg) wt % wt % wt % wt % wt % wt % wt %
Control 6 451 115 | 026 | 1.59 | 0.35 | 15.20| 3.36 | 0.79 | 0.18 | 0.41 | 0.09 1.29| 0.29 | 1.33 | 0.29
+13.8(£0.03 | £0.01|£0.10| £0.02 | &0.71 | £0.07 [ £0.03 [ £0.01 [ £0.03 | £0.01| %0.05 | £0.01 | £0.06 | %0.01
CXM 100 6 450 | 1.09 (0024 ] 146 | 033 | 16,70/ 3.71* | 0.81 | 0.18 | 0.38 | 0.09 | 1.30 | 0.2 | 1.30 0.29
Male +11.8(£0.03 [ £0.00 | £0.04 | £0.02| £0.83 | £0.13 | £0.06 | £0.01 | £0.03 | &0.01 | £0.08 [ £0.02 | £0.08 | +0.02
CXM 300 6 448 116 | 0.26 | 143 | 0.32 | 17.30({3.87°*| 0.82 | 0.19 | 042 | 0.09 | 145 [0.33* | 1.47 | 0.33
+9.9 | £0.04 | £0.01| £0.11(2£0.03| £0.68 | +£0.12 | £0.06 | £0.01 | 0.03 | %0.01 | %0.06 | £0.01 | &0.08 | £0.02
CXM 1,000 6 457 | 1.23 | 027 | 149 | 034 | 17.20| 3.79 | 0.83 | 0.18 | 0.54* | 0.12* | 1.29 | 0.29 | 1.30 | 0.29
+15.8| £0.07 [ £0.01 | £0.04 | £0.01 | &0.77 | £0.19 | £0.04 | £0.00 | £0.04 | &0.01 | +0.04 | £0.01 [ £0.03 | £0.01
Control 6 251 | 075 | 031 | 1.04 | 0.42 | 860 | 342 | 052 | 0.21 | 0.33 | 0.13 | 0.77 [ 0.31 | 0.94 | 0.37
+80 | £0.04 | £0.02{20.03 | £0.02| £0.38| £0.11 | £0.02 | £0.01 | %0.02 | £0.01| £0.04 | £0.01 { £0.18 | %0.07
CXM 100 6 262 | 072 | 027 | 1.15 | 044 | 895 | 343 | 054 | 0.21 | 0.33 | 0.12 | 0.78 | 0.30 | 0.77 | 0.30
Female +11.6| £0.04 | £0.00]| £0.06 | £0.02 | +0.30| +0.07 | £0.03 | £0.01 | £0.03 | £0.01| £0.05 | £0.01 | %0.04 | £0.00
CXM 300 6 199 | 0.65 | 0.32 | 0.99 |0.50**| 8.33 [4.18°*| 046 | 0.23 | 0.27 | 0.13 | 0.71 |0.36* | 0.73 | 0.36
+3.1 | £0.02|£0.01|+0.03|+0.01|+0.26{+0.10| £0.01 | £0.01 [ +0.03| £0.01| +0.02 | £0.01 | £0.01 | +0.01
CXM1,000{ 6 244 | 069 | 0.28 | 1.06 | 043 | 8.73 | 3.58 | 050 | 0.21 | 0.33 | 0.14 | 0.76 | 0.31 | 0.73 | 0.30
+3.8 | £0.02 | £0.01 | £0.05(+0.03| +£0.27 | £0.15| £0.01 | £0.01 [ £0.03| £0.01| £0.02 [ +0.01 | £0.02 | £0.01
Sex Dose No. | Body Adrenal gland®) Testis/Ovarium? Thyroid® | Pituitaly?) Brain
of |weight
rats ® Right Left Right Left
(mg/kg) wt % wt % wt % wt % wt % wt % wt %
Control 6 451 262 | 584 | 29.7 | 662 | 1.68 | 0.38 | 1.57 | 0.35 | 17.3 | 3.88 | 150 | 3.33 | 1.87 | 0.42
+13.8|£1.42 |£0.40 | £0.57 | £0.27 { £0.05| £0.02 | £0.09 | £0.02 | +1.86 | £0.45 | +0.68 | £0.13 | £0.04 | £0.02
CXM 100 6 450 | 265 | 589 | 29.0. | 645 | 1.71 | 038 | 1.71 | 0.38 | 17.8 | 3.97 | 14.0 | 3.10 | 1.86 | 0.42
Male +11.8|+£2.19 |+0.44 (£1.03 | £0.24 | £0.04 | £0.01 | £0.02 | £0.01 [ £2.55 | £0.56 | £0.93 | £0.15 | £0.04 | £0.02
CXM 300 6 448 | 26.8 | 6.00 | 26.3* | 5.88* | 1.64 | 037 | 1.61 | 036 | 19.3 | 4.32 | 12.2* |2.71**| 1.88 | 0.42
+£9.9 | £1.49+0.32|£1.09|£0.17 | £0.07 | £0.01 [ £0.09 | £0.02 | £0.95 | £0.17 | £0.70 | £0.13 | £0.04 | £0.01
CXM 1000 6 457 | 21.8 | 4.86 (22.0°*| 487 | 1.71 | 0.38 | 166 | 0.37 | 19.8 | 433 | 13.7 | 3.03 | 1.84 | 041
| %158 +£1.54 | +0.46 | +1.03 | +0.32 | £0.10| £0.01 | +0.12 [ £0.02 | +1.64 | £0.25 | +0.56 | +0.21 | £0.05 | £0.01
Control 6 251 | 29.2 | 11.7 | 288 | 11.5 | 373 | 149 | 39.0 | 155 | 14.0 | 563 | 17.0 | 6.80 | 1.70 | 0.68
+80 |+£1.19 (+£0.63 | £0.74 | £0.50 | £3.21 | +1.34 (£1.95| £0.44 | £1.32 | £0.62 | +0.86 | +0.37 | £0.03 | £0.02
CXM 100 6 262 | 27.0 | 104 | 31.2 | 119 | 378 | 144 | 40.7 | 155 | 148 | 570 | 17.0 | 6.53 | 1.71 | 0.66
Female +11.6|+£1.79 | £0.82 | £2.44 | £0.62 | £2.85( £0.70 | £2.70 | £0.44 [ £0.83 | £0.35{ £0.93 | £0.35 [ £0.05 | £0.03
CXM 300 6 199 | 255 | 128 | 29.0 { 14.6* | 338 | 17.0 | 36.2 | 181 | 16.0 | 8.05 | 17.3 |8.71**| 1.69 | 0.85*
+3.1 | £1.52|+£0.77| £1.90 | £0.94 | £2.63( £1.30 | £4.10 | £1.92 | £1.44 [ £0.76 { £0.76 | £0.38 { £0.02 | £0.01
CXM 1000 6 244 | 265 | 108 | 280 | 114 | 39.0 | 160 | 328 | 134 | 152 | 623 | 17.7 | 7.26 | 1.65 | 0.68
+38 | £1.50 | £0.57 | £2.00| £0.73 | £1.60| £0.61 | +2.23 | +0.88 [ +1.06 | £0.46 | £0.61 { £0.32 | £0.02 | £0.01

* Significant (p<0.05) ** Significant (p<0.01)

2) s-GPT:200, 1,500mg/kg F¥OR HFEDET
Nabhic,

3) TARVERART 7 X—F :200mg/kg DY
P, 1,500mg/kg Fofr EARThEhEECADR
o

4) Bryarev:1,500mg/kg BoRCEE LY
i Bhto

5) =2 VAFw—.:1,500mg/kg HOMRCEE
Bipnh3, 200mg/kg FHOMFELBMPNADII,

6) ¥ : 1,500mg/kg O EREDOEI M AbI
o

7) MBES : 200, 1,500mg/kg B O M HEORS
Rabhice

(wt: g, a: mg, mg/gx100)

8) 7AF3Iv:200, 1,500mg/kg B HED
Bor ARt

9) A/Glt:1,500mg/keg BEDMERICHELETH 4
Bhf&c

10) 7 v7F=v:1,500mg/kg O TR,
e EmBRThZThEBAb R,

11) RFEEF : 200, 1,500mg/kg BOBCHEEDOR
ST N5Y (B e

12 Na*: B{Likighr o fo

13) K*:1,500mg/kg HOBECHEEOHMMR L LA
7’:0

14) CI7:1,500mg/kg HOREEORI R H DA
7:0
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7. HBFTR

1,500mg/kg BEOMiETHBOILEMN R bR, X
DD BFERALEE LD 5 P20

8. MBEBEMR (Table 6)

a. EERE

1) HInU 228 : I (200, 1,500mg/kg F¥uE), AT
(200mg/kg ¢ #E, 1,500mg/kg BEMEHE), M (1,500
mg/kg DEMEHE), T (1, 500 mg/kg TEMERE), HLIRIR(200
mg/kg BEMERE), N4 T M (200mg/kg Y, 1,500 mg/
kg BEHE) o

2) MAURmE L

b. LA

1) #EINUFRE : M (200, 1,500mg/kg REME), BT
(200mg/kgB¥iE, 1,500 mg/kg BEMELE), R (1,500 mg/
kg B¥HE), B (1,500mg/kg RFuEnE), J9 3 (200mg/
kg 7¥), HRIE (200mg/kg PEME), 6T EfE (200mg/
kg BEHE) o

2) WALRE : B (200mg/kg R o

9. XEAR

1) FF:200mg/kg BECILMED 1 i J BT, HE
D 1 FhC BIREIE 3 XL OB EORRIHEN:, o 1 ik
Ao/ AEMRBENAD v, 1,500mg/ke BED HERHE
%2k 200mg/kg FEDOHEL BT 7 v 2 —HIKED BH
n& b, 1,500mg/kg B 1 Flic B O FF e G
@fﬁ’%iﬁ&&h‘f:o

2) ' :1,500mg/kg BOHRE 1 Flic BT A A6 h
o

3) i :200mg/kg FEDOHE 1 FIRIE MO LB D
hico

4) ZTOMOBE HILEITNEEITIAL hith-
720

B. BAKRTHRO#ED

1. —fREYk, BERICERE (Fig 1)

HETik 200mg/kg BRI BB KX THEDOEEIC
EnALRT, BtEA % 1,50mg/kg FETH
R b R A iEkL, MBELENRRLRELL
510

HETIL 200mg/kg T THAEHMIPINAE S hichs,
1,500mg/kg BECIIHMBIE L ERX AL R ot T D
1, BRETREIERE IR, FEEHD eh -7,

2. fARzhER (Table 2)

KRR L DEI D 5T

3. k& (Fig2)

B E DEXILI 5T

4. RPArR (Table 7)

200, 1,500mg/kg BEDHEIER (M) 2@

JULY 19789

JARHZ X TR % 12i3hy, PH, B, €V EVE
Iy Ry s =¥y TR RRE R L, Zoft
DL ANE + B Qo 311 U 3 7 JA0% A

5. [T R (Table 8)

1) FRUTEREC : MM = & 6 ki 1,500mg/ke
TEoU T B it ie {7 b, 200mg/kg BEDOHEICHE
WA, 200, 1,500mg/kg BfoMliic HELHMMAALH
oo

2) MaEH WA i 2 6 ke 1,500mg/kg
HooBibikte {feh, 200mg/kg BE o HEv= A5 Il
N&xbhis,

3) IMERZCH : EAUAM I & b ke 1,500mg/kg
HToiLe 1 h, 200mg/kg FFOHEICHTIET
I YOF B

4) MMmERE : 200mg/kg REDHERE & 1, 500 mg/kg B¥
D A E LM A bR

5) Ak ESH  #REEIC A b h i3 EFPH
BIVY v RERTOBE Lt e h, MBI HEXEL
£ o1

200mg/kg BEDHETE LK FE & Howell-Jolly /)
HRRDOED 1FCHR bR,

6) IMmEE{LERPTR (Table 9)

1) HELLEL : @Ak G i Zbhtc s-GOT,
s-GPT, 7A»VhA7 > x—%, AIGl, Z2V7F=
v, REEE, K" 8IUCl- oFftizabhicliis
1o

2) fBYyarvev : gREERCALRIEELILL
feh, 1,500mg/kg OB EEOHE MM R LRI,

3) 2VvAFw—n: @AME S 1,500mg/kg FF
THOhRE L Teotch’, 200mg/kg BEDHECH
FIERINOEDS TR BRI,

4) m¥E: FHAPMSC 1,500mg/kg FOMIC AD
hicZ tizre feh, 200mg/kg BEDMECH B e
&"oh‘/‘:a

5) #AZEME 200, 1,500mg/kg FoHic FEILEL
75;‘7% p)ﬂto

6) 7A7Iv:1,500mg/kg oM HEELEIH
&Bﬂf:o

7) Na*:1,500mg/kg BOMcHFELRI»BHbH
2o

7. HEFR

AKX TR 1,500mg/kg B O HEREC A LR CER
DOILERHEEL, TOMOBER IFCETALRIE
Mmoo

8. BREEEE (Table 10)

a. EFER
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1) ML 78 E : IF (1,500mg/kg BEHE), Jp3E
(1,500mg/kg #),

2) WMALLHE : 0(200mg/kg TEHE), [(200mg/
kg HERE) o

b. MfAEME

1) ML E : I (1,500mg/keg BEME), 993
(1,500mg/kg®¥), BETF I (200mg/kgPEiE), (200
mg/kg BFlf)o

2) WALHE: O (200mg/kg BEHE), Nk (200
mg/kg REHE) o

9. XHRTR

1) % :1,500mg/kg BEDME 1 A CRIEH 4200 5 h
ey

2) BIIzhR :1,500mg/kg BECT1 e BEN R HR
P
3) XOMOBE : HETREECRZ AL hish,
feo
1. % =

1. EREZomE

—RRENCBIE BT DAY E & Mt #@H S his
BT EEOHMA A bR, AER L F DM TIL
e REAEO KT 1,500mg/kg, JEEEAITESH 1,000
mg/kg THEHMPHD 2 - REERIIL L)
720

MRS & —RHERORE, Lo ECALA bR
T, KR A RERR SN o1, MK b
BECFTRTIIRREL OB E T A bR
REEBHC LK TE 1,500mg/kg B ofic ko
WAL Ehc s MEEEDOHA b MHARDK
THRELRIA, EMEEOIH 2 RET 213 0T L
Tk 7o

1,500mg/kg L FHEEIC I D %L OB & b h 1

Photo.1 Liver (rat) : CXM 1,500mg/kg (s.c),
male, X100, H.E.
Dilatation of sinusoid and atrophy of
hepatic cells

CHEMOTHERAPY 149

P, NPT TR Lt 1,000mg kg T o THE
E R Y A P S

B CEM O IRR D A B e pt, Bl o —iit B
LTH B, Hllirs b VBB R ClIHC 51 5 IR IE DT
MUK A b 2ot 2 DT RS » b, i Wit te

Photo.2 Liver (rat) : CXM 1,500mg/kg (s. c.),
male, x100, H.E.
Focal necrosis of hepatic cells

Photo.3 Kidney(rat) : CXM 1, 500mg/kg (s. c.),
male, x100, H.E.
Formation of cysts in tubules

Photo. 4 Kidney(rat) : CXM 1,000mg/kg (i. p.),
male, %100, H.E.
Small round cell infiltration in intersti-
tial tissus




Photo. 5 Skin(rat):CXM 1,500mg(s. c.), male,
x40, H.E,
Small round cell infiltration in subcu-
taneous connective tissues

Photo. 6 Liver (rat) : CXM 1,500mg/kg (s.c.),
male, x3,000
Fat droplets in hepatic cells

150 CHEMOTHERAPY

JULY 1979

Photo.7 Liver (rat) : CXM 1,000mg/kg (i.p.),
male, ~ 8,000
Quellung of mitochondria

DTHoto
BFHEMTHEIEL L THG-CET TR R { CXM
LIREAEERIZ ORI 512,

2. "ett

CXM o7 » + 5 B ERAD AL BIHTE
TiE, 1,500mg/kg TREOE(LAALIhIDTIhy
HOTHhEREE A hiE, ©4 8 500mg/kg & 1,500
mg/kg Df}D 750mg/kg/day LHEET D L bATEEE
BErbhdo —F, WEAEHTOES BT 1,000mg/
kg/day LEz bh%, v F COHTEEKES 750mg X
3E/ATHDEL, MADGKEY 60kg L KET S Ltk
B lkg %40 01 HA &2 37. 5mg/kg/day Lich, AE
BToRe it 20~27 fEiz Y445,

iEXh CXMit5 » b 588 5E% CI12CET
ERFLLCRIDEVREHEYHFEL TS EELLR
%o
X 3

1) BEH 8, ft: Cefuroxime D&KL HEIZET 51
HOBIR TUR, Ty bkrUvyEIzsT
% At H M, Chemotherapy : 124~129, 1979
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STUDY ON THE SAFETY OF CEFUROXIME
(2) FIVE-WEEK SUBACUTE TOXICITY AND 5-WEEK
RECOVERY IN RATS

Ryuta Ito and Hironort KawaMura

Department of Pharmacology, Toho University school of Medicine

SaBuro Kanwara, Susumu Toipa, Suinco MaTsuura, Tomio Hipano,
MakoTto Miyasaka, Hironort KiMura and Minoko TAKAHASHI
Yokosuka Institute for Applied Pharmacology

Jou Tamura
Tokyo Research Laboratories, Shin Nihon Jitsugyo Co., Ltd.

For the study on the safety of CXM, 1,500, 500 and 200 mg/kg of CXM and 1,000, 300 and 100
mg/kg of CXM were injected daily for 5 weeks subcutaneously and intraperitoneally, and also the
recovery was observed for additional 5 weeks after the termination of dosing.In subcutaneous groups,
1,500 and 200 mg/kg of CET were used as control.

No evident influence was observed on body weight gain, Feed efficacy and water intake, while slight
changes of hematological and biochemical data appeared in 1,500 mg/kg : decrease in erythrocytes,
hemoglobin, albumin, total bilirubin, creatinine ; increase in s-GOT, alkaline phosphatase, glucose
and K* These tendencies became obscure in 500 mg/kg group, and not different from control in 200
mg/kg group. Histologically, even in small percentage, liver cell atrophy in the highest dose group
was only the visible change. In recovery experiment, these hematological, biochemical and histological
changes disappeared. In intraperitoneal groups, the grade of changes observed in the highest dose
group situated between those observed in 1,500 and 500 mg/kg subcutaneous groups.

No essential difference existed between CXM and CET. Maximal safety doses are assumed to be
750 mg/kg subcutaneously and 1,000 mg/kg intraperitoneally.



