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MATERIAL AND METHODS

Haematological, liver and kidney function studies:

The effects of di
tylosin and their combin

fferent doses of cefoperazone,
ation were studied on healthy
rabbits. One hundered twenty rabbits were divided into
12 groups, 10 rabbits each. They received the drugs in a
daily doses by intramuscular injection for 5 successive

days.
Three groups
mg/kg. b wt),

of rabbits were given cefoperazon¢ (70

tylosin (1.0 mg/kg. b wt) and
combination of both drugs (cefoperazone 70 mg/kg.
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tylosin (10 mg/kg b-wt.) and combination of both drugs
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mg/kg.b.wt.).

Last three groups reccived cefoperazone (280
mg/kg.b.wt), tylosin (20 mg/kg.b.wt) and combination
of both drugs (cefoperazone, 280 mg/kg.b.wt. and
20 mg/kg.b.wt). Three control groups, of 10

tylosin,
) received saline solution intramuscular for 5

rabbits eacl
successive days.
The effects of th
liver function and kidney function of al
rabbits. The results were reported before injec

at the fifth day of treatment.

1 for drawing blood samples, sterilized,
dles and sterilized, 5 ml
ar was cleaned by

e drugs were studied on the blood,
I groups of
tion and

In preparatio
smooth and sharp 12 guage nee
syringes were used. The rabbit’s e
rubbing with 70% alcohol, and dried with absorbent

cotton.

Immediately, after drawing three samples of blood



W esan & M Abdel sl

VAo vacty Ty can b eabbies very Biest pult o the
Bhonsd wae genthy Toreed bto a ks containing iy ot
vennlate (b gl Blaodh, pivdd ehaden bl ssnlving
e sualate thie somple was deed Tor P mtodogienl
sidies Meapw hite, sevoml sample vl Blood wak mie d
with eondivain citeate R0 1y T prothirombin time
determination  The thisd cample of Blomd was allowed
fo e i veale o sepatation of celle and plasing
Misever, the Tast sample sipernataint wis contitugeil
AU 300D TR for 20 min to obtmin sennn Tof fiver nmd
bidney Tund tione adies

fhye effect of the diaps pind thels combination was

teted on crytlrouyte, Tevcovyte cotints, 1OV mean

corpuscular - volume (MO VO mean corpuiscnlig
Bac g lobin (N C HE ) meian corpist wlar haemoglobin
concentration (MO YN Bloed h;li‘llllI)f'l\hlll'“, andl
®» and Gt tonal

prothromban time Setm GOl

Lernn I-vluul»in'“, serin ik ahine |.|,,,. l""""“‘"
(o W ul'“' wire

M erim

L
Creatining 'owerm uiea and

determined using commerconl kit wpplicd by Sigima
Co, St Lows, Mo, LTS A
ar mean + SEM and

IThe tesults e |m".rn|n!
» .
Stdent’'s '

dtatietical agnificanee was determmed by

A
test for paired ult'.l‘l\';!llun”’)
RESULTS
It has  been shown that  celoperazone (70
snbtherapeutic dose),  tylosin ¢l my/

mplhy bhowt,
b b wi, subtherapeuii
10 myg and tylosing I mpdhg bowt) hil

dose) of their combination

(celuperazone,
no hatmtul effect on rabbit's Blood (Table 1),
Meanwhile, the dogs in thei therapeatic doses
{eefoperazone, 140 mg o tylosing 10 mp/kg) and their
combination (cefoperazone, 140 mg and - tylosin, 10
mp/kp bowt) produced asigniicant decrease m Hb%,
erythiocytic count, ' “V. and feucoeytic count and o
sipnthicont inerease in prothrombin time (Table 1),
Stmlar fimdimgs were oblamed when donble therapentic
doses of drags and theie combination were injected
intramuoscalar Tor 5 successive days (Table 1),

Cefoperazone, tylosin and their combination in the
subtherapeutic dose had shown no elfects on SGO'T
SGPT, serum bilirubin and alkaline phosphatase ('l‘whl:
2. Meanwhile, the diags and then k'(llllhillilfinl; i&
therapeutic and double therapentic doses induced "
significant clevation of both SGO'T and sSGy Iku .
ellects on nlkabine |lhu‘-|)|l.l!il'~l' or sen ?"l '?“
peri e biltruhin

Celoperazone, tylosi ,
subtherapentic dn'.;-val t:lll':):‘.lf:d o
function (Table

combination in thei)

d no effeet o
nthe Kidne
} . ; 1tin
- Meanwhile, the drugs iy llwl:llnl l"y
apeahe

-

Hone8 andd Hhelt e ombiition
Hir

TR
i no ellect o

ih creatinine and
vy the i

phecentit

0
nilie anl ot ot
win jovels W

anl donglide
sl oot
Pl e it
i Joyel pable, 1

R IRN
prient wink
‘| here )

destruetion
Muoreover,
jaced rare instances of
jon rlmlm'lvlllt'«l by granulocyto
i '
pors funed mentioned  that serhous
" L ’ |
e jedd celopernzone addministration was
e ing SIS ‘ .
el G 10 !wpnplnthmmhun min, thromboeyiops
or el (A0 Phey sugpested

l et I a% "“\l“'"

\ 1L ol I'I“(l I( l ( ’ l 1k
, 11 IO‘WIWM "('V”‘"l'l( ‘“ ‘)l‘ l"l"""“‘“,l I
Vs [ .

(il celopetinzone.

| (hat tylosin reduced the number

lmrmulurril. valne and haemoglobin

sugpested (hat these changes in

chicken was due 1o a
‘

JHON
are o neeond with

4 W
ihe | ceonils showedd it

. il
"0'-11"'1 l (A1

jirevions Phoelinngs

"|\
celoprracond il
and Plonl

lope)

ol erythrocytes,
it had been

fede o yles
peported it L0
e martow dept
(1 Ofhet

m'l‘l“”l"‘"

el
ni
jlyat vitwnin [

in comhination W

It hadd been epotlet
ol ('ly”IIHl'Yh‘.‘-.
Jevel in chicke. They
[ treated
pes ol liver and spleent™
ulso uhluinmllm'“). they teported
and SGPT during eatment with
| (hat this elevation was due (o

Bood  pictaie 0
degenetntive chan

Same resulls were
elevations of SGOT
celopernzone, They foun
elfects  which appear in the form of

hepatotoxic
unals,

conpulative necrosis in fiver of treated an
Also cefoperazone caused no significant increase in
otal bitirubin®# and this was in agreement with our
findings, 1t had been stated  that hepatitis was
dangerous complication of tylosin therapy"™ and this
may expliin why SGOT and SGPT were elevated in
eated nnimals,
mu:’:‘::::Il't;‘t;;icit'r.l(Inc u‘) cefoperazone was previously
therapeutic :m.(l |Ic)::l:;&* :I(\)l‘l*l"d : “‘N.“ (‘Cf(?_llél‘lll(\llc "
level of creatinine 'n'ul :“'l")l“'l“"“' d‘-‘“cl-“ nereased (e
degeneration of the rg:nul ¢ '( " : urca nitrogen dus o
pithelinm,

Also, our reys

5O, results  agree wi o -
obtained" Thoy agree with those  proviously
sredzd I' ey found that therapeutic dose of tylosin
e dereneration of the remal epithelium of the
treaed chicken,

“. could be  conclyded fron
c‘)nllnnntiun of both drugs in the ‘
did not produee any h i ot
liver o '

our results that
I their subtherapeutic doses
Kidney I'u‘:nr:‘(‘if:ll ~NT¢NS el o
emphasizes that furthe arop p oS00y Stonsly
implication of any _“Ur'l\ should address the clinical
Patient or animals ~0:-.”1,°"' effects at least in those
hepatic dy""‘"lc“(,‘ h'u fering from renal insuflicency.
O andbleeding problems.



§ef., June 19906,

115119

] Pharm.

{0, ‘1 PP'

v

N

e}

7:

Vo

3;!/”1

1 5

S00>d«
WIS F ueajy

ﬂ.m TCLL] SFIFOL T+ 90¢ UVEFOCET | «ITFIEL | xT Y FCSO0E «FO0F 1Y *S0F L6 OTAL + 049D

LTF6F1L| «SO0FCR SEFCEE FEF6TT | »xEVFTVL YF0SE | +60F6'7 *£' 0+ 901 *O1AL

S$STFECL| «80F178 CTFOTL | «91F9TT | «TEFLVL | «LTF6SE VAR 4 L1+ L01 * 043D

g0FL01 coFeolL LTFrec TTFEILY LSF L3S FOFEoy ¢0F69 Yo+ 17el TOULNOD
3so( dynaderay g, sjqno(y
FTFTCLL Vv 0F9L *'EF99¢ FEFVVL | 9ETSVL | «LEFT IS *L0F TP *S 1+ T01 +*OTAL + OJd9D
60F L1 L'1F68 Vr+81¢ CILFLTU | «6€FSL9 | «L7F 'S¢ 0+ TS *C0F 011 *O1IAL
.m.._ T6€El V1326 {vFree 6TFO6TL | «60FLTL | w71 F60L | «€0FT1C *0'0F 111 * 044D
90F611 SOF¥01 SO0FLo¢ LoF1ot T9FVLS oF Loy SOF19 TOF6TI TOYINOD
dso(q annadesay,

m.._ uro..o_ FOFTS TEFLTE TLF9IT LOF¢L9 ClFLU6E 80F8¢ E0F Ll O1AL + 043D

\n.owm 6 'oF 1y I'vFC1g [N A k4 80F¥'89 9EFR6E 90F8¢ TO0F 9T "OTAL

n.ﬁ +66 LAV I'S*Ti¢ 60FL1T 60FT69 STF 66t SOFLS £E0+STl *0dd3D
903901 SOF 18 ETFSLE C1F91T T9F¢L9 LOF L6t SO0F6¢S [AVE A4 TOYLNOD

soQ duynadesdyigng
(335) aury (wrzoy) (%) (3uri) (nno) (%) (0D | (o) wig) .
el oM | DHO'W | O AW ADd gy aH sdanoas )
(0T1 = u) suqqes jo axmoid POOIq o) uo sAep
JAISSADINS € 10) UONEUIQUIOD 1YY Pu uIso(K) “duo

7e12d0J32d Jo uondalur IB[nosnuRuL Jo §190§)9 (1) IqeL

R e e



M. Hassan & A, Abdel- Haleem

Table (2): Effects of intramuscular injection © ‘on
s on liver func

tylosin and their

. zone, 1y
C"mpﬁf)a of rabbits (N = 120).

combination for 5 successive days
[ GPT Alk";:i’:;se Serumbilirubin
sGOT S hospha (w/ml)
Groups (w/ml) (wmlb) P (wml)
_/

Subtherapeutic Dose: 55+0.03
COIi’TchgL s l98+05 | 201% 0.8 10.; : ?? 8,20 % 0.07%
CEFO 19.8+0.8 0112 | 199510 0.52+0.110
TYLO 19707 | 204 +1.3 }8’2 +0.9 0.57 +0.012
CEFO + TYLO 199+1.2 208 % 0.7 e

Therapcutic Dose: +
Cl‘)ON'IISROOIfe 222107 23.0+0.9 11.7 f 1 53; g% - g‘gy
CEFO 22205 | 26227, 138+ 18 1 56g 0,010
TYLO 209 +06* | 338% 32¢ | 127222 1479 $0.110
CEFO + TYLO* 32.7+38% | 3913 gr | 139%1 * 0.

Double Therapeutic Dose:

CONTR(%)L ’ 23.4+0.7 248 2.7 12.6+0.3 0.78 f 0.832
CEFO J7+12% | 3812 J5x | 138%12 0.89 £ 0.011
TYLO 369 2.7% 389+ 1.2* 14.1£2.4 0.79 + 0.050
CEFO + TYLO 101 £28% | 420367 141+17 |091£0040
L —/
Mean + SEM * P <0.05

Table (3): Effects

their combination

of intramuscular injectio

for 5 successiv

n of cefoperazone, tylosin and
e days on kidney function of

rabbits (n = 120).
( Blood U )
) ood Urea . :
Groups Creatinine | Nitrogen Uric Acid
Subtherapeutic Dose:
CONTROL 0994013 | 258408 | 071+004
CEFO 0979+012 | 257+07 | 072% 0'051
TYLO 0054002 | 254405 | 0792007
CEFO + TYLO 0055007 | 253+14 | 073013
Thera&:)u;i; Dose:
NTROL 5
CONT g;i + 8.01 | 25706 | 078£0011
CEFO 234 20, ! § 3.39 +09% | 0.79%0.15
CEFO + TYLO* 3.76.+0.84* 5218 : ?’3: 8’33 : 8‘?3
Doublée(’)l';}%rapeutic Dose: s
CON] ROL 0894034 | 261215 | 088
CEFO Sersore] 267 i | postons
o e TYLo 2.55£021* | 28.9+23* 84002
i 3.01+0.54* | 32.0%0.7* 8‘23 £0.07
0+0. 89 %0.02
Mean = SEM «P<0.08 s
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