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ABSTRACT

The pharmacokinetics of ciprofloxacin in pigs after single intravenous or intramuscular application was
followed out. Blood concentrations were assayed using HPLC with UV-detection. By means of the TopFit,
v. 2.0. software, the pharmacokinetic parameters were calculated by two pharmacokinetic models — compart-
mental and non-compartmental.

After i.v. application, the respective values of calculated pharmacokinetic parameters were as followed:
tr2a = 0.54 h; tizp = 5.92 h and tizp = 5.76 h; MRT = 8.74 h and MRT = 8.41h; AUCo-«= 23.14 pg.h/ml and
AUC 0-50= 22.24 ng.h/iml; Vss= 4.87 I/kg and Vdarea) = 5.14 1/kg.

After i.m. application of ciprofloxacin, the respective values of calculated pharmacokinetic parameters
were as followed: ti2« = 0.46 h; t12 = 4.83 h and tu2p = 4.61 h; MRT = 9.89 h and MRT = 9.68 h; t1/2abs. = 0.56
h; MAT =1.15 h and MAT = 1.12 h; Cmax = 0.714 pg/ml and Cmax = 0.625 pg/ml; Tmax= 0.76 h and Tmax= 0.88
h; AUCo-» = 17.630 pg.h/ml and AUCo->» = 16.835 ng.h/ml; F = 76.23% and F = 75.69%.
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Introduction

Gram-negative infections in pigs cause serious illnesses. The antimicrobial therapy for their
treatment includes the use of chemotherapeutics from the group of fluorinated quinolones. In the
veterinary clinical practice, the drug enrofloxacin is commonly prescribed for treatment of Gram-
negative and Gram-positive infections in animals. Another fluoroquinolone, permitted for use in
chickens and pigs is ciprofloxacin. It is widely applied and investigated in human medicine (Miiler
et al., 1999; Morlet et al., 2000; Hassan et al., 2007). Pharmacokinetic studies with ciprofloxacin
were conduced in animals as well — rats (Dautrey et al., 1999; Tung-Hu Tsaj et al., 2001), chickens
(Atta Sharif, 1997; Garcia Ovando, 1999; Anadon et al., 2001; Raina et al., 2007; Raina et al., 2008),
rabbits (Bashir, 2007; Bashir et al., 2007; Bashir et al., 2008), dogs (Albarellos et al., 2006; Boothe
et al., 2006; Hendrix and Cox, 2008), cats (Boothe et al., 2006), goats (Igbal et al., 2007; Raina et
al., 2008; Javed et al., 2009; Igbal et al., 2011), sheep (Javed et al., 2009; Igbal et al., 2012) and
calves (Nows et al., 1988; Saini and Srivastava, 2001; Javed et al., 2009).

The antimicrobial activity of ciprofloxacin against various Pseudomonas strains is attributed
to the pyperazine ring attached to position 7, while the fluorine atom at position 6 confers activity
against Gram-positive microbial pathogens (Vancustem et al., 1990).

The activity spectrum of ciprofloxacin is broad, it exhibits activity against Gram-negative and
some Gram-positive pathogens, Mycoplasma spp., Chlamydia spp. and Rickettsia spp. (Hannan et
al., 1989; Prescott and Yelding, 1990). It is effective against anaerobic bacteria too (Prabhala et al.,
1984). The antibacterial effect mechanism is mediated through inhibition of the enzyme
topoisomerase, aka DNA-gyrase (Gellert, 1981).



10 Dimitrichka Dimitrova, Sofiya Ivanova, Metodi Petrichev

Due to its good solubility in lipids and the low degree of protein binding, ciprofloxacin is
characterized with a large volume of distribution, thus allowing high concentrations of the drug to
reach numerous tissues and body fluids in the different animal species (Neer, 1988).

The physiological differences among the animal species do not permit extrapolation of dose
regiments from one species to another. This was the incentive of our study, aiming to follow out the
pharmacokinetic behaviour — absorption, distribution, elimination and bioavailability — of
ciprofloxacin after intravenous and intramuscular injection to pigs.

Material and methods

Animals and housing.The pharmacological experiment was performed in 8 clinically healthy,
sexually intact pigs, Danube whitexLandrace crosses, equal number of both genders. The animals
were 10 weeks of age and weighed 14.3-18.9 Kkg.

The pigs were housed freely in 4.5x1.9 m pens with brick floors, with common feeding and
watering troughs. The animals were divided into 2 groups depending on the gender (4 pigs per pen).
The premise with pens was continuously aerated and with mixed light regimen (dark and light), and
air humidity 55%. The ambient temperature was 23-24 °C. The animals were fed compound grower
feed, and water was available ad libitum.

Drugs. In this study, ciprofloxacin hydrochloridum was used, purchased from Actavis Ltd,
Sofia, and stored in a refrigerator at 4 °C until use. It was dissolved ex tempore in sterile distilled
water for parenteral use to obtain 5% solution for intravenous and intramuscular application.

Experimental design. Prior to application, the drug solutions were warmed in a water bath
to 37 °C. The intravenous application was in the right ear v. auricularis, and the intramuscular
— in the neck muscles. The tested quinolone, previously dissolved in sterile distilled water, was
applied once, either intravenously or intramuscularly at a dose of 10 mg/kg. A 15-day “wash out”
period was allowed between both routes of administration for complete elimination of the drug
and its metabolites. Blood for analysis after i.v. treatment was collected before the treatment and
at post treatment hours 0.08, 0.17, 0.33, 0.50, 1, 2, 4, 6, 8, 12 and 24 h. The sampling intervals
after i.m. application were: 0 h, 0.17, 0.33,0.50, 1, 2, 4, 6, 8, 12 and 24 h.

Blood samples. Blood samples were collected from the orbital sinus (sinus ophthalmicus) in
capped Eppendorf tubes and left for 2 h at room temperature. The serum was separated by
centrifugation at 1500xg for 15 min. Blood serum samples was stored in capped Eppendorf tubes
frozen at —25 °C until analysis.

Sample analysis. For assays, ciprofloxacin hydrochloridum substance was used, as well as
acetonitrile HPLC grade (Labscan); triethylamine (TEA; Merck); tetrabutyl ammonium
hydrochloride 40% (TBA, Merck); phosphoric acid 85% (Merck) and perchloric acid for analysis
70% (Merck). The water used in analyses was treated through a Millipore purifying system.

Serum ciprofloxacin concentrations of treated pigs were assayed by a highly sensitive
automated technique — high-performance liquid chromatography with UV detection. The analysis
protocol was that of Imre et al. (2003), already used by us, with a slight modification consisting of
substituting blood serum for plasma. Serum concentrations were analyzed on a reverse-phase HPLC
system Waters equipped with quaternary pump, fluorescence detector, protected and analytical
columns Lichrospher (Beckman).

The mobile phase consisted of acetonitrile and water (1:1), supplemented with 3% potassium
phosphate buffer, 2% TEA and 2% TBA. Mobile phase pumping rate was 1.2 ml/min.
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The HPLC system was connected to a PC with Waters Empower software.

Blood proteins were precipitated by adding two acids — 85% phosphoric acid and 70%
perchloric acid to 100 ul serum. Then, serum was homogenised by a vortex mixer and centrifuged
for 10 min at 1500xg. One hundred pl of supernatant aliquots were injected in the HPLC system.

Assay was validated by the method of external calibration curves from spiked matrix
standards. The limit of quantitation (LOQ) for ciprofloxacin was 0.025 ug/ml, and the limit of
detection (LOD) — 0.005 pg/ml.

Pharmacokinetic analysis. The TopFit, v. 2.0. software was used for describing the behaviour
of the tested fluoroquinolone after single intravenous or intramuscular injection in this
pharmacokinetic experiment (Henzel et al., 1993). Two pharmacokinetic models were used — the
compartmental and non-compartmental analysis (Gibaldi and Perrier, 2007). The pharmacokinetic
modelling was done according to Akaike's criterion (Yamaoka et al., 1978). Determined
pharmacokinetic parameters were presented as means (Mean) + standard error of means (SEM).

The following parameters were determined: rate constants for the distribution (o) and
elimination (B) phases; drug transfer rate constants from the central to the peripheral (ki2) and from
the tissue to the central (k1) compartment; absorption rate constant for i.m. application (Kass.), and
elimination rate constant (ke). The distribution half-life (ti2.) and elimination half-life (tip), the
mean residence time (MRT) and absorption half-life (t12abs.); the volume of distribution in the central
(Vc) and peripheral (Vi) compartments, as well as steady state volume of distribution (Vss) were
determined. The total body clearance (Clg); back-extrapolated zero serum concentration of the
fluoroquinolone (C°p); area under the serum concentration curve from hour 0 to the limit of
quantitation (AUCo-Log) and from hour 0 to infinity (AUCo-x); maximum serum drug
concentration (Cmax), and the time to reach maximum serum concentration (Tmax) were calculated

The absolute bioavailability (F) after intramuscular injection of fluoroguinolone solution was
calculated as per the formula:

F (0/0) = [(AUCOHOO im X Di.v.)/ [(AUCO%OO iv. X Di.m.)] x 100.

On the basis of mean residence time (MRT) values after i.v. and i.m. application, individual
mean absorption times (MAT) were calculated as:

MAT = MRTim — MRTi.v.

Results

After intravenous application of ciprofloxacin, serum concentrations were higher than 0.076
pug/ml until the post treatment hour 24. The analysis of individual time vs concentration curves
showed comparable serum values, usually close to mean values.

Serum concentration curves in both routes of administration corresponded to two-
compartmental open pharmacokinetic model of distribution and elimination, with a rapid
distribution phase and a slower elimination phase (Fig. 1).

After intramuscular injection, serum ciprofloxacin concentrations appeared very soon — after
0.17 h and persisted in detectable concentrations over 12 hours (Fig. 1). The maximum levels (Crax)
were attained very soon after i.m. application (by the 1% hour) and in 2 pigs — even earlier — after
0.50 h.
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Table 1: Pharmacokinetic parameters of ciprofloxacin after single intravenous application to pigs at a dose
of 10 mg/kg (Mean+SEM)

Compartmental Non-compartmental

Parameter Units Parameter Units .
method analysis
Mean SEM Mean SEM
tra h 0.54 0.03 tuop h 5.76 0.09
tuop h 5.92 0.08 MRT h 8.41 0.08
MRT h 8.74 011  AUCon ug.h/mL 21.78 1.04
kiz ht 2.04 0.08 AUCo_ 0 ng.h/mL 22.24 2.47
Kox bt 0.29 005  Cls ’Ifg'-’m'”’ 7.16 0.20
Kel ht 0.26 0.04 \Z L/kg 5.14 0.09
Cls rk"gum'”’ 1.44 011  AUMCose  ngh/mL 348.23 5.24
AUCq,s, pg.h/mL 23.14 0.72 r? - 0.99 0.08
V. L/kg 3.01 0.02
Vs L/kg 4.87 0.03

tioq — distribution half-life; ty,3 — elimination half-life; MRT — mean residence time; ky, —transfer rate constant from
the central to the peripheral compartment; k,; — transfer rate constant from the peripheral to the central compartment; ke —
elimination rate constant; Vs, — steady-state volume of distribution; V¢ — volume of distribution in the central compartment;
Vd — volume of distribution; CLg — total body clearance; AUC,_,.. — area under the serum concentration curve from time 0
to infinity; AUCo_,.sn— area under the serum concentration curve from hour 0 to hour 24; r? — correlation coefficient.

Table 1 presents the pharmacokinetic parameters of ciprofloxacin after its intravenous
application to pigs. Similarly to other fluoroquinolones, it is characterised with a long elimination
half-life (ti2p) and a rapid distribution phase as could be seen from the distribution half-life (ti).
The fluoroquinolone left rapidly the central compartment and spread at a large volume in body fluids
and the other tissues in pigs, as shown by values of kiz, ka1, Ve and Vs,

The area under the serum concentration curve (AUCo-s») Was 23.14+0.18 ug.h/ml (Table 1).
The steady-state volume of distribution Vs was rather high — 4.87+0.32 I/kg (Table 1).

Table 2 presents pharmacokinetic parameters depicting ciprofloxacin behaviour after single
intramuscular injection. The absorption of the drug from the neck muscles of pigs was rapid and
maximum serum concentrations are attained within a short time as seen from ti/zaps,, Tmax and Crax.
Maximum serum concentrations (Cmax) for this route of application, determined by the two
pharmacokinetic models were 0.714 ug/ml and 0.625 ug/ml, respectively and appeared after 0.76 h
and 0.88 h respectively.

The distribution half-life (ti2.) was short —0.46 h (Table 2).
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Table 2: Pharmacokinetic parameters of ciprofloxacin after single intramuscular application to pigs at a dose

of 10 mg/kg body weight (Mean+SEM)

Compartmental Non-compartmental
Parameter Units analysis Parameter Units analysis

Mean SEM Mean SEM

s h 0.46 001 | tuy h 461 0.16
tuos h 483 0.02 MRT h 9.68 0.74
MRT h 9.89 0.13 AUCo24n pg.h/mL 14.23 2.08
1/2abs. h 0.56 0.06 AUCy0 pg.h/mL 16.84 1.74
AUCy ug.h/mL 16.63 1.34 Crnax png/mL 0.63 0.12
Crnax pug/mL 0.71 0.23 T max h 0.88 0.26
T max h 0.76 0.02 AUMCo0 ng.h/mL 512.34 4.24
MAT h 1.15 0.23 MAT h 1.12 0.44
F % 76.23 2.76 F % 75.69 1.92
r - 0.991 0.05

ti2a — distribution half-life; tys — elimination half-life; tyzuns — absorption half-life; MRT — mean residence time;
MAT — mean absorption time; AUCo_,4,— area under the plasma concentration curve from hour 0 to hour 24; Cpax— maxi-
mum plasma concentration; Tmax — time to reach maximum plasma concentration; F — absolute bioavailability; r>— correlation
coefficient.

It should be noted that biological half-life (t2s) was insignificantly shorter than that after i.v.
application—4.83 hand 4.61 h, respectively (Table 2). An opposite tendency was exhibited by MRT,
which was 9.89 h and 9.68 h determined by both pharmacokinetic models

Discussion

Data from the present pharmacokinetic experiment suggested that serum concentrations curves
for both routes of administration of the tested fluoroquinolone fitted the two-compartmental model.
They were comparable to previous investigations in other animal species — cats (Albarelos, 2004),
broiler chickens (Atta and Sharif, 1997; Anadon et al., 2001), sheep (Javed et al., 2009; Igbal et al.,
2012), goats (Igbal et al., 2007; Raina et al., 2008; Javed et al., 2009; Igbal et al., 2011), calves
(Mohan and Garg, 2003), cows and buffaloes (Javed et al., 2009) and rabbits (Bashir et al., 2007;
Bashir et al., 2008a; Bashir et al., 2008b; Parikh et al., 2008 ).

The present study in sexually intact clinically healthy pigs established rapid distribution of i.v.
and i.m. injected ciprofloxacin followed by slower elimination, a trend, observed after application
of other fluoroquinolones in pigs (enrofloxacin and pefloxacin) (Dimitrova et al., 2009.; Bimazubite
et al., 2009; Dimitrova et al., 2012). A similar tendency was reported by other researchers in other
species — broiler chickens (Anadon et al., 2001; Bashir et al., 2008a; Raina et al., 2008; Igbal et al.,
2011).

For both used routes of administration in pigs, ciprofloxacin was characterized with a relatively
long biological half-life which after i.v. injection was 5.92+0.98 h (compartmental model) and
5.76+0.92 h (non-compartmental analysis), and after intramuscular application — 4.83+0.24 h and
4.61+0.16 h, respectively (Tables 1 and 2). The elimination half-life values (ti2p) after i.v. injection
of the quinolone were similar to those reported in broiler chickens (Raina et al., 2007), but lower
than those in chickens (Atta and Sharif, 1997; Anadon et al., 2001) and rabbits (Bashir et al., 2007),
and higher than values in cats (Albarelos et al., 2004), sheep (Javed et al., 2009), goats (Raina et al.,
2008; Javed et al., 2009), calves and buffalo calves (Saini and Srivastava, 2001; Mohan and Garg,
2003), buffaloes and cattle (Javed et al., 2009).
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The V. and Vs values determined by the two pharmacokinetic models showed that
ciprofloxacin penetrated well in all body tissues and was distributed within a large volume, similarly
to what was reported by others (Anadon et al., 2001; Saini and Srivastava, 2001; Javed et al., 2009;
Igbal et al., 2011).

The area under the time concentration curve (AUCy-«) for intravenously administered
ciprofloxacin in pigs was comparable to that in rabbits (Prikh et al., 2008), cats (Albarellos et al.,
2004) and broiler chickens (Anadén et al., 2001).

We demonstrated that the studied gyrase inhibitor was absorbed well and rapidly in the
muscles of the neck, as evidenced by values of pharmacokinetic parameters ti/2ans, MAT, Cmax and
Tmax (Table 2) and HPLC-assayed serum concentrations, which were detected to be sufficiently
enough high as early as the 10™ min in all pigs after intramuscular application of the
fluoroquinolone — over 0.10 pg/ml, and persisted at that level until post application hour 10.

After intramuscular injection, the ciprofloxacin was rapidly absorbed and resulting maximum
serum concentrations (Cmax) were comparable or close to those reported in cats ( Albarellos et al.,
2004), but lower that those in buffaloes, cows and goats (Javed et al., 2009; Igbal et al., 2007). The
time for attaining maximum serum levels (Tmax) Was similar to values in those ruminant species —
within 0.86 and 0.90 h.

In the present investigation, biological half-life values after i.m. application (ti2s) and mean
residence times (MRT) were longer than values reported in buffaloes (Javed et al., 2009), cows
(Javed et al., 2009), sheep (Javed et al., 2009) and goats (Javed et al., 2009; Igbal et al., 2011).
Probable reasons are differences related to the species, hormonal status of animals and the different
dosage of the drug.

The absolute bioavailability (F) of ciprofloxacin for this non-venous route of application,
determined according to the two pharmacokinetic models — compartmental and non-compartmental
analysis (Table 2) was higher than values established in cats (Albarellos et al., 2004) but comparable
to those observed by Dimitrova et al. (2009b) in sheep.

References

1. Abadia, A.R.,J. J. Aramayona, M. J. Mufioz, J. M. Pla Deffina, M. A. Bregante. (1995). Ciproflox-
acin Pharmacokinetics in Dogs Following Oral Administration. Journal of Veterinary Medicine A,
42,505-511.

2. Albarellos, G. A., V. E. Kriel, M. F. Landoni. (2004). Pharmacokinetics of ciprofloxacin after single
intravenous and repeat oral administration to cats. Journal of VVeterinary Pharmacology and Ther-
apeutics, 27, 155-162.

3. Albarellos, G. A., L. Montoya, S. Waxman, V. Kriel, L. A. Ambros, R. Hallu, M. Rebuelto. (2006).
Ciprofloxacin and norfloxacin pharmacokinetics and prostatic fluid penetration in dogs after mul-
tiple oral dosing. The Veterinary Journal, 172, 334-339.

4. Anadon, A., M. R. Martinez-Lrranaga, J. [turbe, M. A. Martinez, M. J. Diaz, M. T. Frejo, M. Mar-
tinez. (2001). Pharmacokinetics and residues of ciprofloxacin and its metabolites in broiler chickens.
Research in Veterinary Sciences, 71, 101-1009.

5. Atta, A. H., L. Sharif. (1997). Pharmacokinetics of ciprofloxacin following intravenous and oral ad-
ministration in broiler chickens. Journal of Veterinary Pharmacology and Therapeutics, 20, 326-329.

6. Bashir, S. (2007). Pharmacokinetics of Ciprofloxacin in Normal and Different Metabolically Altered
Condition in Rabbits. PhD Thesis, University College of Pharmacy, University of the Punjab La-
hore, Pakistan.



Pharmacokinetics of ciprofloxacin in pigs after single intravenous and ... 15

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Bashir, S., M. Jamshaid, B. Ahmad, I. Bukhari. (2007). Disposition kinetics of ciprofloxacin after
different oral dosage level in rabbits. Pakistan Journal of Pharmacology, 24, 1, 61-65.

Bashir, S., M. Jamshaid, B. Ahmad, J. Igbal. (2008). Pharmacokinetics of ciprofloxacin in normal
rabbits and changes observed in induced dehydrated state. Pakistan Journal of Pharmaceutical Sci-
ences, 24, 225-229.

Bimazubite, M., C. Cambier, K. Baert, S. Vanbelle, P. Chiap, A. Albert, J. P. Delporte, P. Gustin
(2009). Penetration of enrofloxacin into nasal secretions and relationship between nasal se-
crations and plasma enrofloxacin concentrations after intramuscular administration in healthy pigs.
Journal of Veterinary Pharmacology and Therapeutics, 33, 183-188.

Boothe, D. M., A. Boeckh, R. B. Simpson, K. Dubose. (2006). Comparison of pharmacodynamic
and pharmacokinetic indices of efficacy for 5 fluoroquinolones toward pathogens of dogs and cats.
Journal of Veterinary Internal Medicine, 20, 1297-1306.

Dimitrova, D. J., D. S. Dimitrov, D. M. Tzoneva. (2009a). Pharmacokinetics of enrofloxacin in pigs.
Journal of Mountain Agriculture on the Balkans, 12, 198-213.

Dimitrova, D. J., D. S. Dimitrov, D. M. Tzoneva (2009b). Pharmacokinetics of ciprofloxacin in
sheep following single intravenous and intramuscular administration. Journal of Mountain Agricul-
ture on the Balkans, 12, 266-276.

Dimitrova, D. J., V. Katsarov, D. Tzoneva. (2012). Pharmacokinetics of pefloxacin in pigs after
single intramuscular application. Agricultural Science and Technollogy, 4, 215-219.

Garcia Ovando, H., N. Gorla, C. Luders, G. Poloni, C. Errecalde, G. Prieto, I. Puelles. (1999). Com-
parative pharmacokinetics of enrofloxacin and ciprofloxacin in chickens. Journal of Veterinary
Pharmacology and Therapeutics, 22, 209-212.

Gellert, M. (1981). DNA topoisomerases. Annual Review of Biochemistry, 50, 879-910.

Hannan, P. C. T., P. J. O, Hanlon, N. H. Rogers. (1989). In vitro evaluation of various quinolone
antibacterial agents against veterinary mycoplasmas and porcine respiratory bacterial pathogens.
Research in Veterinary Science, 46, 202-211.

Gibaldi, M., D. Perrier. (2007). Noncompartimental analysis based on the statistical moment theory.
In: Pharmacokinetics, 2-nd edn., Revised and Expanded, Informa Healthcare Inc., New York, USA.
Hassan, Y., S. O. Alfadly, M. N. Azmin, K. K. Peh, T. F. Y. Tan, A. A. Noorizan, O. Ismail. (2007).
Bioequivalence evaluation of two different formulations of ciprofloxacin tablets in healthy volun-
teers. Singapore Medical Journal, 48, 819-823.

Heinzel, G., R. Wolszcak, P. Tomann (1993). TopFit@Z.O. Pharmacokinetic and Pharmacodynamic
Data Analysis for the PC. Gustav Fischer Verlag, Stuttgard, Germany.

Hendrix, D. V. H., S. K. Cox. (2008). Pharmacokinetics of topically applied ciprofloxacin in tears
of mesocephalic and brachycephalic dogs. Veterinary Ophthalmology, 11, 7-10.

Igbal, Z., I. Javed, B. Salam, F. Muhammad, 1. U. Jan. (2007). Renal clearance and urinary excretion
of ciprofloxacin in goats. Pakistan Veterinary Journal, 27, 179-183.

Igbal, Z., I. Javed, A. Basit, I. Jan, A. Ali Khan. (2011). Pharmacokinetics and dosage regimen of
ciprofloxacin following single intramuscular administration in teddy goats. Pakistan Journal of
Pharmaceutical Sciences, 24, 69—-74.

Igbal, Z., A. Ali Khan, J. Hasnain, . Javed. (2012). Renal clearance and urinary excretion of ciprof-
loxacin in Lohi sheep. Pakistan Journal of Pharmacology, 29, 39-44.

Imre, S., M. T. Dogaru, C. E. Vari, T. Muntean, L. Kelemen. (2003). Validation of an HPLC method
for the determination of ciprofloxacin in human plasma. Journal of Pharmaceutical and Biomedical
Analysis, 33, 125-130.

Javed, I., Z. Ighal, Z. Rahman, M. Zargham Khan, F. Muhammad, B. Aslam, M. A. Sandhu, J.
Sultan. (2009). Disposition Kinetics and Optimal Dosage of Ciprofloxacin in Healthy Domestic Ru-
minant Species. Acta Veterinaria Brno, 78, 155-162.

Morlet, N., G. G. Graham, B. Gatus, A. J. McLachlan, C. Salonicas, D. Naidao, I. Goldberg, C. man



16

Dimitrichka Dimitrova, Sofiya Ivanova, Metodi Petrichev

27.

28.

29.

30.

3L

32.

33.

34.

35.

36.

37.

38.

39.

40.

Lam. (2000). Pharmacokinetics of Ciprofloxacin in the Human Eye: A Clinical Study and Popula-
tion Pharmacokinetic Analysis. Antimicrobial Agents and Chemotherapy, 44, 6, 1674-1679.
Miiler, M., M. Briiner, U. Hollenstein, C. Joukhadar, R. Schmid, E. Minar, H. Ehringer, H. G. Eich-
ler. (1999). Penetration of Ciprofloxacin into Intestinal Space of Inflamed Foot lesion in Non-Insu-
lin-Dependent Diabetes Mellitus Patients. Antimicrobial Agents and Chemotherapy, 43, 8, 2056—
2058.

Muiioz, M. J., P. Lloveria, M. P. Santos, A. R. Abadia, J. J. Aramayona. (1996). Pharmacokinetics
of ciprofloxacin in sheep after single intravenous or intramuscular administration. The Veterinary
Quarterly, 18, 2, 45-48.

Neer, T. M. (1988). Clinical pharmacologic features of fluoroquinolone antimicrobial drugs. Jour-
nal of the American Veterinary Medical Association, 193, 577-580.

Nouws, J. F. M., D. J. Mevius, T. B. Vree, A. M. Baars, J. Laurensen. (1988). Pharmacokinetics,
renal clearance and metabolism of ciprofloxacin following intravenous and oral administration to
calves and pigs. The Veterinary Quarterly, 10, 156-163.

Prabhala, R. H., B. Rao, R. Marshall. (1984). In vitro susceptibility of anaerobic bacteria to ciprof-
loxacin (BAY09867). Antimicrobial Agents and Chemotherapy, 26, 785-786.

Prescott, J., K. H. Yelding. (1990). In vitro susceptibility of selected veterinary bacterial pathogens
to ciprofloxacin, enrofloxacin and norfloxacin. Canadian Journal of Veterinary Research, 54, 195—
197.

RainaR., S. Prawez, D. J. Dimitrova, P. K. Verma N. K. Pankaj. (2007). Pharmacokinetics of ciprof-
loxacin following intravenous administration in Wlh Chickens (Gallus domesticus). Journal of Vet-
erinary Pharmacology and Toxicology, 6, 2, 6-11.

Raina, R., S. Prawez, D. J. Dimitrova, N. K. Pankaj, P. K. Verma. (2008). Disposition kinetics and
urinary excretion of ciprofloxacin in goats following single intravenous administration. Journal of
Veterinary Science, 9, 3, 241-245.

Raina, R. S. Prawez, N. K. Pankaj, P.K. Verma. (2008). Pharmacokinetics of ciprofloxacin after
single oral administration to WLH chicken (Gallus domesticus). Tamilnadu Journal of Veterinary
and Animal Sciences, 3, 5, 254-259.

Saini, S. P. S., A. K. Srivastava. (2001). The Disposition Kinetics, Urinary Excretion and Dosage
Regimen of Ciprofloxacin in Buffalo Calves (Bubalus bubalis). Veterinary Research Communica-
tions, 25, 641-649.

Tung-Hu Tsaj, Jhy-Wen Wu. (2001). Pharmacokinetics of ciprofloxacin in the rat and its interaction
with cyclosporin A: a microdialysis study. Analytica Chimica Acta, 448, 195-199.

Vancustem, P. M., J. G. Babish, W. S. Schwark. (1990). The fluoroquinolone antimicrobials: struc-
ture, antimicrobial activity, pharmacokinetics, clinical use in domestic animals and toxicity. Cornell
Veterinarian, 80, 173-186.

Yamaoka, K., T. Nakagava, T. Uno. (1978). Application of Akaike ‘s Information Criterion (AIC) in
the evaluation of linear pharmacokinetic equgtion. Journal of Pharmacokinetics and Biopharmaceu-
tics, 6, 166-171.

Yu-Speight, A. W., T. J. Kern, H. N. Erb. (2005). Ciprofloxacin and ofloxacin aqueous concentra-
tions after topical administration in dogs undergoing cataract surgery. Veterinary Ophthalmology,
8, 3, 181-187.



