Drug distribution:

the location of the  infection can have amajor influence on the drug concentration attained in aparticular tissue and some site such as central nervous system are protected by barriers  which limit or prevent the entry of many drug except highly lipid- soluble compounds. The amount of ,therefore. That enters each organs or tissue is determined by physiochemical propreties of the drug as well as physiological factores .
the effect of the inflammatory response on the structure integrity of physiological barriers may have adirect influence on drug permeation of tissues and the intracellular or extracellular site of replication of individual pathogens may determine the final concentration of the drug to which they are exposed . necrotic tissue or accumulated pus may further hinder drug penetration into lesions caused by pyogenic bacteria hence the need for through debridement and drainage if the site of infection is accessible to direct surgical intervention.
Antimicrobial synergy may take several forms:

1. Two drug may sequentially block amicrobial metabolic pathway .one of the best example is acompination of sulphonamide with trimethoprim

Sulphonamide compete with q-aminobenzoic acid  which is required by some bacteria for the synthesis of dihydrofolate .folate antagonists such as trimethoprim inhipit the enzyme (dihydrofolic acid reductase ) that reduces dihydrofolate to tetrahydrofolate .the prescence of asulphonamide and trimethoprim results in  the simultaneous blocking of sequential steps leading to synthesis of purines and nucleic acid and can achieve agreater inhiption of growth than either drug alone 
2. One drug may prevent the inactivation of the asecond drug by microbial enzymes .inhiption of B-lactamases  by clavulanic acid can protect pencillin G or other susceptible antibiotics from inactivation by bacteria that produce B-lactmases.
3. One drug may promote the uptake of asecond drug there by increasing the over all antimicrobial effect .

This appears to be awidly applicable mechanism of synergism with considerable clinical importance.

Penicillins enhance the up take of aminoglycosides by enterococci and in human medicine this combination has proved highly beneficial  for the treatment of enterococcal endocarditis .cell wall inhibitores 
Such as penicillins and cephalosporins may enhance the entry of aminoglycosides into some grame negative bacteria and produce synergistic effects

4-one drug may affect the cell membrane and facilitate the entry of asecond drug .amphotericin B may be synergistic with flucytosine against Cryptococcus neoformans.

Antimicrobial drugs donot distinguish between pathogenic m.o and those that constitute the normal flora of the host .some broad spectrum antibiotics may suppress the normal flora ,especially if treatment is prolonged ,leading to proliferation of drug resistant organisms which in turn may may give rise to super infection 
Even narrow spectrum antibiotics like penicillin have aprofund effect on the intestinal flora of some species such as guinea pig , ofen with fatal consequences.

Chemotherapy can be intiated as soon as specimens are collected and empirical chemotherapy ,can ,if necessary,be modified when laboratory data are at hand
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1-incorrect diagnosis


2-long standing sever infection


3-impaired immune response especially in young animal


4-immunsuppression due to intercurrent infections,corticosteroid theraoy or ingestion of mycotoxin


5-poor husbandry,housing or nutrition


6-lacke of supprative treatment (drainage of abcesses removal of necrotic tissues





1-improperly taken


2-collected from wrong tissue or site


3-transported incorrectly





1-treatment of animal with antimicrobial drug before collection of specimen


2-history accompanying specimen inadequate or misleading


3-failure to isolate or identify pathogene 


4-mixed infection ,without all significant pathogens in specimen detected


5-sensivity test carried out incorrectly


6-clerical error





1-inappropriate drug


2-incorrect dose, route,frequency or duration of treatment


3-poor penetration to site of infection


4-antagonism of two antimicrobial agents administrated at the same times


5-intracellular pathogene


6-suppression of normal flora,with serious sequelae in some species


7-super infection byresistant pathogens following treatment


8-allergic reaction to drug


9-direct drug toxicity


10-development of resistance during course of treatment


























