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"\“? I Rf\_gml“ female rat, the cyclooxypenase inhibitor; flunixin 'n'lculuminc administered inlr:a(nuxcularly in the therapeutic dose
" pu}«‘ 1d evoked red patches on difterent parts of the body . “The most frequently observed internal malformations in response
and its (o "»lv]umim' mjection (0.4 my/kg 1.wt.) were dilated brain ventricles, thickning of the ventricular wall of the heart and
to funX" ;m';, rcnnI‘pc vis . Flunixin meglumine injection at a dose of 0.8 myp/kg B.wt. evoked diliatd brain ventricles, cerebral,
A IK m’ abdominal hacmorrhages, marked thickning of ventricular wall of the heart and dilatation of renal pelvis, Skeletal
intrathoracic AV onse to both doses of the drug were absence of last caudal vertebrae, pronounced rudimentary or missing

g atjon or resp 4 p : :
"r':::;’l::’..:'.,,,d xiphi\l(cmﬂm and absence of phalanges of both fore and hined Jimbs .
sternebrac d .

INTRODUCTION examination was performed ).
Flunixin meglumine is a potent non narcolic an- Two thirds of the feeti obtained from each fe-
algesic, belonging to the non steroidal antiprostaglandin male were kept in Bouin' Solution for one week 1o ex-
with anti-inflammatory and antipyretic activities =7 amine visceral abnormalitis ) . The last third was evis-

Premature closure of ductus arterious secondary t‘(; cerated and kept in 95% ethanol for detection of skeletal
administration  of  salicylates 10 dams is we malformation @ .

3 walap . icits 4 - . ‘
documented Y. Mofezolac, new NSAID, elicits a Statistical analysis was performed according to

significantly decrease facti weight, incrcascd_qumpcr of : : ‘
inﬁ‘malurc f(y)cli and a significant retarded assification of standard method 19 The different variables were ana-

sternbare and coccygeal vertebrate @), lyzed using Student’s (T) test .
The present study was designed to delve into the RESULTS
possible detetrious effects of cyclo oxygenase inhilbitor, The obtained data clearly demonstrated that
flunixin meglumine on the foetal developement, flunixin meglumine cvoked no foetal death and
eventually to question the validity of its prolonged insignificant increase in foetal resorption rate (7.54 and
administration in pregnant females . 10% for 0.4 and 0.8 mg/kg B.wt . respectivity), Table
(1.
MATERIAL AND METHODS Morphological examination :-
Drug : Flunixin meglumine did not evoke any signifi-

cant reduction in both foetal body weight and length .
Red patches were externally scen on different parts of
the body (16.43% and 55.5% of the foeti from mothers
treated with flunixin meglumine, 0.4 and 0.8 mg/kg

Flunixin meglumine ( Finadyne Shering . Co.,
USA) . The cffect of flunixin meglumine on foetal de-
velopement during the organogencsis period (from the
6th through the 15 day of gestation ) was investigated

on three cqual groups of mature female albino rats, each B.wt. respectivily), Fig. 3 & 4) .
of 10 anTl}mal; . ] Visceral examination :
ie first group was intramuscularly injected , The pregnant dames inject i
e . el ed with 0.4 .
ggﬁc‘ avji.{y h‘["“l};l ther ape_u‘us dose Oft};)l;).(lf ugs O~'4 mg/kg flunixin megluzr’nine / kg B. wjt., disp‘lli;xl)lecgJ thc‘(:1 I}gl?ogv?r}ng
' d) eight [therapentic: dose "‘(5”6‘) its converted to percentage of visceral abnormalities in their foeti, Brain
rat osc'e according to surface area ">’ ] 48.15 and 62.5%, Heart 46.30 and 54.16% and kidney
" hI' hfi second group was i.m. injected once a day, 37.03 and 43.75% respectivily.
with the drug in double therapeutic dose. The third Detailed examination of 1 i
_ the pervious visceral ab-
group wgs left as control . The female rats were daily normalities revealed dilated brain v%nlriclcs (Fig. 5& 6)
examine usn(r% vaginal smear method to ensure regular echomosis of blood arround the brain and ventricles
oestrus cyclet ), (Fig., 7), thickening of the ventriculer wall of the heart
Every two females were placed with a male in (Fig. 8 & 9), dilatation of renal pelvis of the kidne
. . ¥ a F . P y
separate cage, in the following mornings , a vaginal (Fig, 10 & 11) and intrathoracic and abdominal
i)mcar was taken to verify the first day of gestation haemorrhages .
regnancy was confirmed by the persistance of diestrus Skeletal examinations :

state for 5 days after mating and palpable fetal masscs

in the abdomen on the 5th day of gestation, @, 115 found that flunxin meglumine administered

to pregnant rats at doses of 0.4 and 0.8 mg /kg. B.wt.

On the 20th day of gestation, the f resulted i iti
i : ) . emales were esulted is abnormalities of vertebral ’ '
“?;c;tf;ézrf:eg / Adc £ mixture and a caeserian section 83.3% of examined focti, rib: :: Elollgm:n:in Zg sdgfcd
s petformed to determine the effct of the drug on sternebrae in 64.3 and 75% |, fore limbs 32.1 and 41.6%
pment. The method used for morphological and hined limb in 67.8 and 75% rcspectivil& . :
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Detailed examination of the pervious visceral ab-
normalities revealed dilated brain ventricles (Fig. 5& 6),

cchomosis of blood arround the brain and ventricles
(Fig., 7), thickening of the ventriculer wall of the heart
of the kidney

(Fig. 8 & 9), dilatation of renal pelvis
(Fig., 10 & 11) and intrathoracic and abdominal
haemorrhages .

Skeletal examinations :

It is found that flunixin meglumine administered
to pregnant rats at doses of 0.4 and 0.8 mg /kg. B-wt.
resulted is abnormalities of vertebral column in 75 and
83.3% of examined focti, ribs in 7.14 and 12.5%,
sterncbrae in 64.3 and 75% , fore limbs 32.1 and 41.6%
and hined limb in 67.8 and 75% respectivily .

Detailed examination of previous skeletal
abnormalitics revealed absence of the last coccygeal
vertebrae, shortening of the Last ribs, hypoplasia or
missing of both sterncbrac and xiphisternum an
absence phalanges in both limbs . (Table 3 and Figs

12,13,14) .

DISCUSSION

In the present study, it has been shown that, in
pregnant female rats the intramuscular administration of
both therapeutic and two fold doses evoked multiple
difference subcutaneous haomorrhages, which were
mirrored as red patches that came in different shapes
and distribution all over the bodies of the foeti .

It is documented that cyclooxygenase inhibitors
including flunixin meglumine, aspirin and phenylbuta-
zone, do inhibit serum thromboxane, which causes
platelet aggregation and vasoconstriction, thus having a
major impact on platelet aggregation and haemostasis

(11), O similar ground, ¢

duce plasma prothrombin
(12-14)

yclooxygenase inhibitors, re-
level and prolong bleeding

time

Interestingly enough, intramuscular
administration of flunixin meglumine into female rats
induced a marked thickening of the ventricular wall of
the heart . This effect is mediated by decreasing the
circulatory and intramuscular produced levels of

prostaglandins (15),

Therefore, placental transfer 1o prostaglandin
synthetase inhibitors may block foetal prostaglandin
synthetase and decrease foetal prostaglandin necessary
to keep vascular smooth muscle relaxed and the ductus

arteriouses patent (16), Because the ductus is the a major
channel through which about 90% of the right
ventricular output flows to the descending aorta in the
foetus (17), foetal ductal constriction causes increased
pulmonary arterial and right ventricular pressure and
increased right ventricular after load . Because foetal

cardiac reserve is very limited (18’19), increase of after
load causes decreased output, increased right ventricular

21

diastolic and right arterial pressures and increased righ,
20)

ventricular yvolume A

Because of free c
rdis more
causin

ommunication through the fora.
blood flows o the left atriup,
g dilation of left ventricle,
» increase in left ven.

mpensatory
hieved and signs of congestive

ardial effusion appeared21),
showed concentric hyper.
(22), Given this tapestry
d marked thickening of
aight for-

men ovale ¢O
and left ventricle,
However, adequate €0
tricular output is not ac
cardiac failure such as peric
The right and left ventricles
, with diminshed cavities

trophy
it is most likely that the reporte i
ar wall could be viewed as a sir

the ventricul : :

ward sequel ofa constricted ductus arteriosus .
Our findings did clearly demonstrat a marked dil-
sponse 10 intramuscular ad-

atation of renal pelvis in re 10 :
ministration of both doses of flunix 1n meglumine. Our

results are in harmony with that previously reported 3,
The authors documented that the therapeutic dose of sa-
licylate given on both the 11th and 12.1_11 day of .ges'tali(,n
has produced 2 high incidence of dilated pelvis is the
term rat foeti .

PGE, is synthesized within the kidney by vascu-
Jar smooth muscle compartment, small quantities of PG
cause renal vasodilatation and can increase salt and wa-
ter excretion independently on blood flow changes
(24,25) This vasodilating action of rend PGE cauld be
important as 2 local regular in minimizing renal ische-

mia. (26) gemonstrated a significant decrease in renal
blood flow induced by indomethacin induced inhibition
synthetase. It was previously @7
decreased glomcrular filtration rate,
E in indomethacin treated

d. These findings were
lar inflammation and

of prostaglandin
reported that a
renal blood flow, and PG
rabbits has been notice
accoupamied by periglomeru

fibrosis .
In the light of the pervious notion, it is intriguing

to_surmise that the reported dilated fetal renal pelvis is
highly attributed to inflammation and fibrosis encoun-
tered in the renal cortex curiously enough, the intramus-
cular administration of flunixin meglumine induced a
marked dilation of brain ventricles . |
The present finding echoed the fact that salicy-
Jate could produce deformity in the foeti affecting chief- |

ly the area of the central nervous system, (28) 1t seems
that possible alterations in the maternal vascular func- |

tions especially those in the placenta,
oxygenase inhibitors, could lead non speci

reported CNS deformities 29,

Intramuscular administration of flunixin meglu-
mine into dams resulted in rudimentary or absent stern-
brae and coccygeal vertebrae and incomplete ossificd”
tion of phalanges . Nearly similar findings have beef
demonstrated with the cyclooxygenase inhibitors, given |
during the period of organogenesis in pregnant rats ?

affected by cyclo-
fically to the
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from Dam rats intramuscularly injected with flunixin megluminc (F.M.)

sical changes in facti ‘
once a day from the 6th through 1511 day of gestation .

) Morpholog

je (1
Table { 0.4 and 0.8 me/kg B. wit, given
mean £ S.E.(n= 10).
Dose Number /Mother Foetal | Foetal Pre.- | Post
OSC . .
Tk | COTPUS Implantaio | viable foeti | Pead foeti |Resorbed foeti B.wt. [length ”“F’“a' impla-
prug | MERE n ntation | ptation
B.wt. luteum sites  [Mean| % |Mean 9% | Mean| % (g) (cm) death | death
| — —
Control 0 10.8 £ [10.0 £ 0.25] 9.6 96 0 0 |0.40% 4 4.0+ 3.9t 1.08+ | 40%
0.21 0.50 0.10 0.35 0.24 0.03 1.26
F.M. 0.4 108 £ 8.8 +0.34* 8.2+ [93.18 0 0 |0.60£ 6.82 | 3.43% 3.1t 123+ | 6.80 %
0.32 0.53 0.16 0.12 0.03 0.02 1.3
F.M. 0.8 9.6 % 82+0.65 | 7.2+ 88.810.10% 1.23] 0.1 10 | 3.32& 321% | 1.17% 122t
3.16 0.89++ 0.1 0.29 0.11 0.05 | 0.03** 1.43

* Significant at P < 0.01 ** Significant at P < 0.001

ats intramuscularly injected with flunixin meglumine

in facti from mother 1
through 15th day of gestation .

Table (2) Visceral malformations
(FM.) 0.4 and 0.8 mg/kg B. wt. given once a day from the 6th
mean  S.E. (n =10).

Dose | Number of Malformations

- —-_-——-
Dru . < T ; i Kidne Intestine
& | mg/kg | examined Palate }Eyc Brain | Thumus| Heart Lung |Liver | & y |

B.wt. facti  [Nol % |No| % |No| % [No| % ol % | No| % | No| % |No % |No| %

Control 0 46 s ligi e lioll =] 0 ol-lo]-101}- ol|l-101}- 0

F.M. 0.4 54 ol -0/[26]482]- [0 251463 - |0 | -] © 201373] - | ©

F.M. 0.8 48 1ol -1]o/(30]625- |0 2|542l -10]-19 21 |42.8] - | ©

om mother rats intramuscularly injected with flunixin meglumine 0.4 and

Table (3) Skeletal malformations in faeti fr
0.8 mg/kg B.wt. given once a day from the 6th through 15th day of gestation .

Malformations
Dose | Numberof | Skull | Vert Scapul | Ribs |Sterneb| Fore Pelvic | Hind
Drug | mgke . column a rae limb | girdle | limb
B examined
WL . N \
faeti ol % |No| % | No| % |No| % |No| % |No| % Nol| % |No| %
Control 0 23 - 10 [-} 0} -
ol-lol|-lo]-]o}-10}f-}0O
F.M. 04 28 -0 {21175 -
0|2 |7.12]18]643{ 9 |32.1] - |0 |19]67.8
FM. | 08 24 - {o |2
2083.3] -
0 | 3 1125)18| 75|10 141.6| - 0 |18 75
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; ferm rat  administered Flunixin
ant female rat I ’
Fig. (1) Prelgnanne 0.4 mg/kg B.wt 6th day through the
16 iumi : S/ . )
I]T\ig displaying one late foetal resorption.

Uus f pregnant fehuéle rat intrarnz;sclgagty
administered Flunixin meglumine, 0.8 mg gtafiori
from 6t day through the 15t day of ges

demonstrating one early (A) and cne late (B) foetal
Tesorption
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Flunixin meglumine, 0.4 mg/kg B.wt. from the 6(h)
through the 15th day of gestation. The animal
demenstrates haematomas in the head both fore
and hind limbs and the shoulder regions .

: Cross section in the head of rat foet
marked dilatation of both the lateral and central
cerebral ventricles compared with the control (¢) .
The dam was intramuscularly injected with
Flunixin meglumine, 0.4 mg/kg B. et. from the
6th through the 15th day of gestation .

: Cross section in the head of rat foetus depicting

Fig. (4) : A foetus from dam rat intramuscularly administered
Flunixin meglumine, 0.8 mg/kg B.wt. from the 6th
through the 15th day of gestation. The animal
demenstrates haematomas in the head both fore
and hind limbs and the shoulder regions .

ross section in the head of rat foetus demonstrating
marked dilatation of both the lateral and central
cerebral ventricles compared with the control (c).
The dam was intramuscularly injected with
Flunixin meglumine, 0.8 mg/kg B. wt. from the 6th
tirough the 15th day of gestation .

Fig. (6): C

e

marked suborbital and periglossal interstitial
haemonhages compared with the control (¢). The
dam was intramuscularly injected with Flunixin
meglumine, 0.8 mg/kg B.wt. from the 6th through
the 15th day of gestation . )
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ventricle
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ion in the heart

Fig. (8) + Cross sect hed \hickening in

disclosing m
wall compared Wil
inramuscularly inject
0.4 mg/kg B.wt. from
of gestation .

d with the control (€
ed wi

QST W

Fig. (9 . Cross section in the heart ventricle of rat foetus

disclosing marked thickening in the ventricular
wall compared with the control (c). The dam was
intramuscularly injected with Flunixin

”

Fig. (10) : Cross section of kidney of rat foetus from dam

intramuscularly given Flunixin meglumine, €.4
mg/kg B.wt. from the 6th through the 15th day of

gestation revealing dilatation of the renal pelvis
with the control (c).

% -;--&"L’S\(M" i

Fig. (11) : Cross section of kidney of rat foetus from dam

intramuscularly given Flunixin meglumine, 0.8
mg/kg B.wt. from the 6th through the 15th day of
gestation revealing dilatation of the renal pelvis
with the control (c).

of rat foetus
the ventricular
(c). The dam was
ith Flunixin meglumine,
the 6th through the 15th day
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Fig. (13): A rat foetus (b) from a dam intramuscularly
| injected with Flunixin meglumine: 0.8 ma/kg
B.wt. given once a day from the 6th through the
15th day of gestation. Notice the absence of both

A rat foetus (b) from a dam intramuscularly
injected with Flunixin meglumine; 0.4 mgkg
B.wt. given once a day from the 6th through the

Fig. (12) :

15th day of gestation. Notice the rudimentary of
second and fifth sternebrae compared with the fifth sternebrae and xiphisternum compared with
control (¢). the control (¢).

13
/

3
S
=

TPE

v

- o

Fig. (14): A rat foetus (b) from' a dam intramuscularly

: injected with Flunixin meglumine; 0.4 and 038
mg/kg B.wt. given once a day from the 6th
through the 15th day of gestation. Notice the
absence of both the last coccygeal vertebrae and
phalanges compared with the control (¢).
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(430) | The cyclooxygenase inhibitor, Mofezolic in-
duced a significantly retarded ossification of the 5th
sternebrac and coccygeal vertebrae .

The previously documented deveoped
malformations could be explained on the grounds that
the production of sulphated mucopolysaccharides is
reduced under the influence of cyclooxygenase
inhibitors GV,

REFERENCES

1- Ciofalo, V. B.; Taber, B.J. and Tabachnick, L. I. A.
(1973) : "Analgesic properties of Sch 14714
N-Mecthylglucamine” . Shering corporation, Report
P. 4211, Bloomfield N. J., PP. 2331 .

2-Wallthick, A.; Tabachnick, L.L.A. and Periman, P.L.
(1970): Biological properties of Sch. 14714, or
trifluromethyl analog of clonixin . Schering
Corporation, Report P. 3901. Bloom field N. I,
PP.7-9.

3- Parkin, R. M.; Daniel, L. L.; Clark, R. M. (1980) :
serum Salicylates levels and right to left ductus
shunts in new born infant with persistent pulmonary
hypertension. Journal pediatrics, 46 (4) : 721-726.

4-Toteno I; Haguro, S., Furukawa S.; Morinaga , s
Morino, K.; Kujii, S.; and Yamakita, D. (1990):
Reproductive and developmental toxiciy study of
mofezola (N-22) Study by oral adminst of N-22
during the period of organogenesis is rats, J.

Toxicolog. Sci., 15 Suppl. 2 : 165-208 .
5.Tovar, M. C.; Agut, A.; Sanch ezvalverpe, M.A.

Lasaosa, J. M. and Gomez, M.A. (1992) : Effect of
flunixin meglumine on healing of skin wounds in
rabbit, Archivos de Medicina Veterinaria, 24 (2) :
164-174.

6- Paget, G. E. and Barnes, J. (1964): Evaluation of
Drug Activities . Vol. 1, P. 155, Acad. Press, New
york .

7. Cohen, R. L. (1966) Experimental

chemoteratogenesis . Adv. Pharmacol., 4 : 263-269

8- Hayes , A. W. (1986) : Principles and Methods of
Toxicology., pp. 141-184, Raven Press, New York .

9- Lillie, R. D. (1948) : Histopathological technique 3th
ed., The Blackstone Company, Philadelphia .

10- Snederor, G. W. (1971): Statistical Methods 4th Ed.,
P. 91, . The Lowa State University Press, Ames.,
Lowa, U.S.A.

11- Lees, P. ; Cambridge, M.; Sedgwick, A. D. ; Hooke,
R. E.; Russell, C.; Dawson, J. and May, S.A. (1987):
Influence of non steroidal anti-inflammatory drugs
on serum thromboxane and platelet function in horse
. British J. Pharmac., 92 (Suppl.) 623 P.

12- Link, K. P.; Ovarman , R.S.; Sullivan, W. R.;
Hettuebner, C.F. and Scheel, L. D., (1943) : Studies
on the haemorrhagic sweetclover disease XI
hy?oprothrombinaemia in the rat induced by
salicylic acid, J. Biol. Chem., 147 : 463-474 .

27

13- Walton, R. P. and Darby, T. D. (1958): Circulatory
cffects of salicylates, Circ. Res., 6:155-158 .

14- Davis, J. W. (1973) The potential danger of aspiri,
to patients with intracranial bleedings J. Med. Base]
4:371-376.

15- Levin D. L. ; Mills L. I.; Parkey, M.; Garriot, J, anqg
Campbell, W. (1979) : Constriction of the fety]
ductus arterios after administration of indomethacip
to the pregnant cwe . J. Pediatr., 94 : 647 .

16- Friedman, W. F., Eitzpatrick, K. M., Merritt, T. 4,
and Feldman, B. H. (1978) : The patent ductus

Clincis. Perinatology, 5 : 411.
4) : Congenital discase of the

Book Medical Publishers, pp,

arteriosus,
17- Rudolph, A. M. (197
heart, Chicago : Year

1-48.
18- Gilbert, R. D. (1984) : Effects of after load and

baroreceptors on cardiac function in fetal sheep, J.
Develop. Physiol., 4 : 299-309 .

19- Shaddy, R. E; Tyndall, M. R.; Teitel, D. F. and
Rudolph, A. M. (1988): Regulation of cardiac output
with controlled heart rate in newborn lambs .
Pediatr. Res., 24 : 577 - 582.

20- Kirk patrick, S. E; Pitlickp, T.; Naliboff, J. and
friedman , W. F. (1976) : Frank-Storling relationship
as an important determinant of fetal cardiac output .

Am. J. Physiol., 231 : 495-500 .
21- Levin, D. L. (1980): Effect of inhibition of

prostaglandin synthesis on fetal devolopment,
oxygenation and the fetal circulation. In : Heymann,
M.A., ed., Prostaglandins in the perinatal period.
New York; Grane & Stratton, pp. 35 -44.

22- Momma K. and Takao, A. (1989) : Right ventricular
concentric hypertrophy and left ventricular dilatation
by ductal constriction in feta rats. Circ. Res., 64:
1137-1146.

23. Daston, G. P.; Rennberg; B. F. and Carver, B.
(1988) : Functional teratogenes of the rat kidney.
Fundam . Appl. Toxicol., 11 : 381 - 400.

24- McGiff, J. C. and Wong, Y.K. (1979) : Fed. Proc,
38: 75 cited from Booth, N. H. and McDonald, L. E.
(eds) (1988) : Veterinary Pharmacology and

therapeutics . 6th ed., p 466 .

25- Moncada, S. and Vane , J. R. (1985) : Analgesic
-antipyrelic and anti-inftammalory agents . In:
Gilman, A. G.; Goodman, L. S.; Rull, T.W. and
Murad, F. (eds) Goodman and Gilman's
Pharmacological Basis of Therapeutics. Seventh ed.,
PP. 674-715, Macmillan, New York .

26- Zack, M. D.; Billysellers, J. R. and Augusta , B. G.
(1980): Inulin clearance in the premature infants
receiving indomethacin, J. Pediat., 96 @ : 737-739

27- Romero, J. C. and Strong, C. G. (1977) : The cffc(ft
of indomethacin blockade of prostaglandin synthes1s
on blood pressure of normal rabbits wit
renovascular hypertension . Cir. Res., 40: 35.

28- Richards, 1. D. J. (1969): Salicylate and fo
deformities, British Med. J., 23 : 218-225.

et



Zagazig J. Pharm. Sci., June. 1996
vol. 5, No. 1, pp. 20-28

9. Lanson, K. S. and Bostrom, H. (1979) : teratogenicity of acetylsalicylic acid in rats . Hum.
Cyclo-oxygenase inhibitors and placental function . Exp. Toxicol., 13 (2) : 83-88 .
Acta Pediatric Scandinavia, 54 : 43-48 31- Tatrai, E. and Ungvary G. (1991): The effect of
30- Hamed, M. R.; Al-Assy, Y. S. and Ezz El-Din, E. acetyl salicylic acid on the development of the
(1994) : Influence of protein malnutrition on skeletal system in rats . Exp. Path., 43 (1-2): 33-26 .

o I ) g Bagaal 51 gaa gl uSiglil 124G

* a5 Uy o o dagas ¢ 3] dud o

SN Znale = o5 ool ] 2 1 ST i s
iAW - Wl = ylesd] Do & oy g *

Lotae] g o Lad| 28 SUY o] kel e (aslind) (g, LI slias 50 25 ad 2l il 0 oo
e[RRI P RO W OO ESR Y Y]

sl J3Y) e gl hae ) D ylacn Sle s S A s Jral ol 20 SUT g ¥ sie ool i) Leaz]
£33 7S 0 ¢ 1yl ool 2L Lo pamad) Uil . ol 035 gy oS/ g 58 ] 230501 2ol 35 24 (i) Lol
A2 gl p gl (2o el p gl o izl Ll ol Gu b o8 3 edl 35 o o/ s < A Tad el 231501 22 )
Ceand o8 Josll o il el 3 0120 p ol o el eyl T pamaS 5 Y] Lo | iy Jasdl a
Tl b e gtall cday ST Sl Lokl SN 1S o1 S o 35,5 L1 21 e 21 LIS 1004 Las YT cooi LS als

Bl WS hae 2oVl i 2B g o $3Ls5 o 030 0 S/ o A = 5 me e guslin s s L
w_,teagtum,.::.-qwg;ul.Lamumz,“,:.-.?wo,,__;,.u‘_,suw%._yulkiuhui,..‘l,,:,_;&,,,_,
< okdly Jlall Gy oo S5y sy 3y Lis ) Layly il (3 el it 33045 ¢ JSUT (205 7l
Popdl L2l e Tle s 3 el 201y 2l 1AM Sl sl ¢ 3] e i el



