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Abstract:

Background:

Our recent work has been treating the pharmacokinetics of pyridinium aldoximes of various structures including their time-dependent distribution
in the body of male rats and also the extent of blood-brain-barrier penetration.

Objective:

Our overall aim was to find a proper antidote in organophosphate poisoning with fast elimination.

Methods:

White male Wistar rats were intramuscularly injected with the aqueous solution of 3 µmol of K-347. The animals were sacrificed at different time
periods following treatment; various tissues and body fluids were taken and homogenised. The level of K-347 was determined using reversed-
phase HPLC. Dose-dependence of tissue level was also determined by using various doses, 3 µmol through 100 µmol of K-347.

Results:

The serum level of K-347 showed a definitely fast decline. K347 did not have any effect on Gram-positive and Gram-negative bacteria that we
tested.

Conclusion:

The kinetics of K-347 showed an extremely fast offset, even in comparison with several other pyridinium aldoximes in clinical practice and in
developmental stages.
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1. INTRODUCTION

Tabun, sarin, etc. (phospho-organic compounds) are used
by terrorists. Organophosphates are also applied as pesticides
and   insecticides.   Proper   handling   and   adequate   use   in
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Hungary; E-mail drkalasz@gmail.com.

agriculture may ensure safety, however, their side effects may
be toxic in case of improper application.

The use of sarin by terrorists resulted in innocent human
victims at the Tokyo metro [1] and recently in Syria [2]. It is
important  to  underline  that  the  rescue  persons  of  a  terrorist
attack are in no less danger than the victims themselves. The
use  of  pralidoxime  and  obidoxime  only  partially  helps  to
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restore acetylcholinesterase and butyrylcholinesterase activity.
The  therapy  utilizes  atropine,  fluids,  oxygen  and  either
pralidoxime or obidoxime [3]. Pesticide handlers are subjected
to depression to cholinesterases, both BuChE and AcChE [4].

Quantitative  determination  of  pyridinium  aldoxime-type
cholinesterase reactivators can be done in various ways. HPLC
is applied using UV absorbance [5], mass spectrometry [6] or
electrochemical  detection  [7].  Sakurada  et  al.  [8]  discovered
that  pralidoxime  can  penetrate  into  the  brain.  Our  work  and
results  have  also  confirmed  that  both  the  brain  and
cerebrospinal  fluid  (a  blood-free  part  of  the  central  nervous
system)  contain  a  certain  level  of  pyridinium  aldoxime
following  its  application  [5].

Kuca and Musilek et al. [9 - 17] synthesized a large series
of pyridinium aldoximes (PyrAlds). Our target was to study the
pharmacokinetics of PyrAlds. The chemical structures of these

compounds together with their lipophilicity (logP), and other
characteristics are listed in Table 1.

Our  recent  work  has  been  dealing  with  the
pharmacokinetics  of  pyridinium  aldoximes  of  various
structures  including  their  time-dependent  distribution  in  the
body  of  male  rats  and  also  the  extent  of  blood-brain-barrier
penetration. Chemically similar compounds were used, such as
K117 and K127 [12]. We found that certain compounds with
lipophilic substituents stayed in the sera and brain of rats for a
long time.

Petroianu  et  al.  [13]  compared  the  ability  of  various
pyridinium  aldoximes  to  reactivate  AcChE  inhibited  by
paraoxon, and the classical ones (pralidoxime and HI-6 were
found to be among the best reactivators), however, the effect of
the novel aldoximes and their comparable reactivators proved
to be similar. These compounds are presented in Table 1.

Table 1. The chemical structure, lipophilicity (log P), total polar surface area and molecular mass of compounds are given in
this paper. Calculations were done using the Pallas 3.8 program of CompuDrug/ ComInnex Inc. (Budapest, Hungary)

Compound Chemical Structure logP TPSA (Å2) MWcation Ref.
K-347 -1.89 36.47 213.28 [14]

K-027 -7.82 85.47 286.37 [15]

K-048 -7.63 83.47 300.40 [16]

K-117 -7.77 82.17 316.40 [17]

K-127 -8.47 92.67 316.40 [17]

K-203 -7.88 83.44 298.38 [18]

K-269 -3.47 104.31 329.42 [14]
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Compound Chemical Structure logP TPSA (Å2) MWcation Ref.
K-456 -7.82 83.44 286.37 [14]

K-867 -6.78 83.44 332.82 [15]

K-868 -7.23 83.44 355.25 [15]

K-870 -6.58 83.44 367.26 [15]

Metoxime -7.10 72.94 258.31 [9]

Obidoxime -7,15 82,17 288.34 [9]

Pralidoxime -3,36 36.47 137.18 [3]

A  search  for  highly  effective  reactivators  is  an  essential
task;  research  on  them  is  in  progress  [17  -  19].  Similarly,  a
short-stay  and  also  a  retarded-stay  reactivator  should  be
searched based on their in vivo pharmacokinetics. This paper
was found to be successful in finding a pyridinium aldoxime
compound with a short-term stay in the body.

2. MATERIALS AND METHODS

K-347 and K-870 were synthesized in the Department of
Chemistry,  University  of  Hradec  Kralove;  the  chemical
structures are given in Table 1. The reactivator effect of K-347
on tabun-intoxicated rats outlined by Karasova et al. [14].

Solvents and chemicals were purchased from commercial

sources  in  the  best  possible  quality,  such  as  acetonitrile
(LiChrosolv, gradient grade for liquid chromatography, Merck,
Darmstadt),  methanol  (HPLC  grade,  Aldrich,  Milwauke),  1-
octane  sulfonic  acid,  HPLC  grade  (Reanal,  Budapest),  citric
acid hydrate, a.r., sodium acetate, a.r. and perchloric acid 70%,
ACS grade (Molar Chemicals Kft., Halásztelek, Hungary).

2.1. Animals and Treatment

Rats  (male,  Wistar,  180-199 gram) were purchased from
Toxicoop  (Budapest,  Hungary).  Following  a  24  h
acclimatization  period,  rats  were  intramus-  cularly  injected
with  the  freshly  prepared  aqueous  solution  of  K-347.  The
solution was applied in one of the hindlimbs of rats in a volume
of  0.2  mL.  Rats  were  sacrificed  5,  15,  30,  60  and  120  min
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following administration. In the dose-dependence studies, 10,
20, 40, 70, 100 µmol doses of K347 were i.m. injected, and the
animals were sacrificed at 30 min following the treatment. One
of  the  10  animals  got  lost  after  10  minutes  following  its
treatment with 70 µmol of K-347. Rats were anaesthetized and
exsanguinated  in  the  campus  and  serum  was  gained  by
centrifugation  (1600  g,  15  min,  4  C,  Janetzky-K70,  Berlin,
Germany). CSF was collected by cisternal puncture through the
foramen occipital magnum. All the other tissue samples were
isolated  immediately  and  kept  at  -80  ºC,  not  longer  than  14
days.  On the day of  the analysis,  the aliquots  of  the samples
were  homogenized  in  0.3  M of  perchloric  acid  (PCA)  by  an
Ultra  Turrax  T25  Janke  &  Kunkel  homogenizer  (IKA
Labortechnik, Staufen, Germany) at 20,000 rpm/min for 30 s at
room temperature. Serum samples were homogenized with a 9-
fold excess of PCA; 4-fold excess of PCA was added to all the
other  samples.  The  homogenates  were  centrifuged  in  an
Eppendorf  centrifuge  (A.  Hettich,  Tuttlingen,  Germany)  at
14,000 rpm for 20 min at 4°C. The supernatants were directly
used for HPLC.

The analytical equipment (JASCO 4000 series) contained
the following modules: a quaternary gradient pump (PU-4180),
a  sample  unit  (AS-4050),  and  a  photodiode  array  (PDA)
detector (MD-4010). The analytical column was thermostated
in  an  Antec  Decade  II  electrochemical  detector.  The

ChromNav 2.0 software was employed for instrument control
and data acquisition (ABL&E-JASCO Hungary Ltd, Budapest,
Hungary).

K-347 was assayed in  isocratic  chromatographic  runs.  A
Phenomenex  Kinetex  EVO-C18  100x3  mm  (particle  size:  5
µm) column, thermostated at 40 °C, was used as the stationary
phase. The mobile phase was a 80:10:10 ratio mixture of buffer
solution:methanol:acetonitrile.  The  buffer  solution  contained
citric  acid  (9.4  g/L),  sodium  acetate  (10.8  g/L)  and  sodium
octanesulfonate (3.7 g/L).

The injected sample volume was 20 µL, and the run time
was  10  min.  K-347  and  the  internal  standard  K-870  were
detected at 300 nm. A 80:10:10 mixture of water, acetonitrile
and methanol was used as flush solvent.

The  peak  area  ratios  of  the  analytes  and  those  of  the
internal  standard  K-870  were  used  for  evaluation.  All  the
samples  were  measured  in  triplicates.  Calibration  was
performed  using  0.3  N  aqueous  perchloric  acid  solution
containing an analyte and the internal standard between.0.234
and 46.9 µmol/L. The calibration model was linear with 1/x2

weights. Parameters of typical calibration curves for K347 are
shown in Table 2.

The  method  was  validated  according  to  the  effective
guidelines of the European Medicines Agency and is shown in
Table  2.  The  analysis  was  selective  and  no  carry-over  was
observed.

Table 2. Calibration and validation parameters of K-347.

Validation Parameter Result
LOQ 0.023 µmol/L
LOD 0.009 µmol/L

Calibration (y = mx + b) y=2.419-0.0355
R2 0.9982

Accuracy of back-calculated calibrator points (n=32) 88.4-108.0%
Accuracy (intra-day) -

level 1 (0.347 µmol/L) 93.6%
level 2 (0.591 µmol/L) 99.4%
level 3 (20.6 µmol/L) 103%
level 4 (44.1 µmol/L) 106%

Reproducibility (intra-day) -
level 1 (0.347 µmol/L) 10.0%
level 2 (0.591 µmol/L) 5.4%
level 3 (20.6 µmol/L) 11.3%
level 4 (44.1 µmol/L) 3.7%
Accuracy (inter-day) -

level 1 (0.347 µmol/L) 99.0%
level 2 (0.591 µmol/L) 106%
level 3 (20.6 µmol/L) 88.1%
level 4 (44.1 µmol/L) 104%

Reproducibility (inter-day) -
level 1 (0.347 µmol/L) 10.4%
level 2 (0.591 µmol/L) 14.4%
level 3 (20.6 µmol/L) 3.9%
level 4 (44.1 µmol/L) 5.2%

Freeze-thaw stability (3 cycles) -
level 2(0.591 µmol/L) 102-115%
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Validation Parameter Result
level 4 (44.1 µmol/L) 95.7-107%

The robustness of the analytical method was evaluated in
terms of the effect of buffer concentration, the concentration of
the  ion-pairing  reagent  and  the  content  of  the  organic
component  in  the  eluent.  A  ±5%  difference  in  buffer
concentration caused a ±1.1% change in the retention time. The
effect  of  a  change  in  the  concentration  of  the  ion-pairing
reagent was even smaller, with a ±5% concentration difference
resulting in ±1.5% shift in the retention time. The retention of
the analyte and that of the internal standard was, however, very
sensitive to changes in the organic content of the mobile phase,
decreasing the acetonitrile and methanol content from 10% to
8% in each shifted retention time of K-347 and K-870 from 6.7
to  4.1  min  and  from  8.0  min  to  4.4  min,  respectively.
Employing a mobile phase containing 12% of acetonitrile and
methanol, it increased the retention times to 12.5 min and 15.6
min,  respectively.  Because  of  the  sensitivity  of  K-347  and
K-870  to  the  organic  content  of  the  mobile  phase,  only  the
aqueous  component  was  stored  and  was  mixed  with  the
employed organic solvents immediately before setting up the
analytical system for each run.

2.2. Bacterial Strains

The  following  bacterial  strains  were  used  for  the
antibacterial  susceptibility  testing;  Gram-positive  bacteria:
Bacillus  subtilis  ATCC6633,  Methicillin  sensitive
Staphylococcus  aureus  ATCC29213,  Enterococcus  feacalis

ATCC51299,  and  Gram-negative  bacteria:  Pseudomonas
aeruginosa  ATCC15442,  Escherichia  coli  ATCC  25922,
Klebsiella  pneumoniae  ATCC700603  (Table  3).

2.3. Antibacterial Susceptibility Testing

The efficacy of the prepared compounds was determined
with  the  broth  micro-dilution  method  according  to  the
EUCAST guideline (www.eucast.org).  Bacterial  strains  were
grown  on  COS  agar  (Columbia  agar  +  5%  sheep  blood,
Biomérieux,  Budapest,  Hungary)  at  35.5 °C  overnight.
Appropriate  numbers  of  colonies  were  suspended  in
physiological  saline  in  order  to  reach  a  density  of  0.5
McFarland  for  inoculation.  Stock  solutions  containing  the
substances were prepared in distilled water and DMSO (1:1).
These were two-fold serially diluted from 20 to 0.044 mg l−1 in
cation-adjusted  Mueller–Hinton  broth  (Biolab,  Budapest,
Hungary)  and  100 μl  of  each  dilution  was  transferred  into
microplate holes. Inoculation was carried out with 10 μl of each
bacterial suspension. Incubation was performed at 35 °C for 24
h  and  minimal  inhibitory  concentrations  (MICs)  were
determined  visually.

3. RESULTS

Time-dependent changes of K-347 levels in rat serum and
the brain are shown in Fig. (1).

Fig. (1). Time-dependent changes of K-347 levels in rat serum and the brain.

Time (min)

0 20 40 60 80 100 120 140

µm
ol

/L
ite

r

0

1

2

3

4

5

6

Serum
Brain

�������	
���
�������

http://www.eucast.org


104   The Open Medicinal Chemistry Journal, 2020, Volume 14 Kalász et al.

Fig. (2). Time-dependent elimination of K-347.

The 60- and 20-minute samples in the brain, and the 120-
minute serum sample contained a K-347 level under the limit
of determination (LOD) value following i.m. administration.

K-347 gets  eliminated from the  body of  rats  through the
kidneys, lungs, livers and lacrimal glands. The essential organs
of  elimination  are  the  kidneys,  while  the  lungs  also  play  a

major  role,  as  the  level  of  K-347  in  kidneys  is  continuously
higher than that in the liver and the lacrimal glands (Fig. 2).

Dose-dependent  pharmacokinetics  shows  proportional
levels of K-347 in various tissues and cells. The serum level of
K-347 was found to be increased with elevated doses of K-347
in the range of 10 to 100 µmol doses (Fig. 3).

Fig. (3). Serum and brain levels versus doses of K-347.
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However, the K-347 content in the brain does not show a
similar  increase  (Fig.  3).  The  extraction  efficiency  of  the
increased serum level  was also increased,  especially  through
the kidneys (Fig. 4).

The excretion of  K-347 takes  place through the kidneys,

lungs, liver and lacrimal glands. Their dose-dependent K-347
levels are shown in Fig. (4).

The levels of K-347 in the testes and eyes were elevated
with increasing doses as shown in Fig. (5).

Fig. (4). Dose-dependent changes of K-347 in organs serving elimination.

Fig. (5). Levels of K-347 in the testes and eyes as the function of doses.
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Table 3. Bacterial susceptibility of K-347 and some other pyridinium aldoximes. Antibiotic susceptibility, Minimal inhibitory
concentration (µmol/mL) of the tested bacteria.

Agents Bacillus subtilis
ATCC6633

Methicillin sensitive
Staphylococcus aureus

ATCC29213

Enterococcus
faecalis ATCC51299

Pseudomonas
aeruginosa

ATCC15442

Escherichia coli
ATCC 25922

Klebsiella
pneumoniae

ATCC700603
K-27 over 1400
K-48 over 1400
K-117 over 1400
K-127 over 1400
K-269 over 1400
K-347 over 1400
K-867 over 1400
K-870 over 1400

4. DISCUSSION

Xenobiotics can be eliminated from the body through the
liver  (either  metabolized  or  non-metabolized),  through  the
kidneys  (by  either  glomerular  filtration,  tubular  secretion  or
diffusion  across  the  renal  tubules)  [20,  21].  Several,  mainly
minor elimination routes also exist, such as excretion through
sweat, tears and saliva, which are generally nonessential [20,
21]. Elimination through the lungs is rarely mentioned, except
when precise calculations of drug distribution are outlined [22].
Elimination of K-347 through the lungs is also less important
than  that  through  the  kidneys,  as  its  amount  in  the  lungs  is
about  half  of  its  levels  in  the  kidneys.  However,  the  K-347
level in the lungs is higher than in the liver.

Chloride substitution on the pyridinium ring slows the rate
of  elimination  and,  therefore,  the  drug  levels  in  the  blood
become  higher.  Effects  of  substitution  of  either  aromatic  or
aliphatic carbohydrates to pyridinium aldoximes are even more
pronounced. A long-lasting constant (or nearly constant) drug
level can be detected in doses around 30 µmol/200 g in rats,
where an alkyl chain, the substitution of an aromatic ring, or a
condensed ring is coupled. The shape of the pharmacokinetic
curve  thereby  transforms  from  a  triangle-like  shape  into  a
trapezoid  one.  It  can  be  the  cause  of  limited  glomerular
fittration  indicated  by  the  increase  in  the  molecular  size  of
aldoxime.

The serum level of K-347 exhibits a monotonous decline.
The fast  pharmacokinetics  of  K-347 is  probably caused by a
possible  intensive  extraction,  especially  by  glomerular
filtration  through  the  kidneys.

CONCLUSION

K-347  is  a  promising  antidote  to  be  used  by  rescue
person(s)  who  help  patients  in  organophosphate  poisonings,
especially  when  they  should  be  in  contact  with  the
organophosphate-contaminated area for a short time. The fast
decline  of  K-347  minimizes  any  potential  side  effects.
Moreover, the absence of its antibacterial effect excludes any
interference in later treatments with antibiotics.

ETHICS  APPROVAL  AND  CONSENT  TO  PARTI-
CIPATE

All the steps of animal handling, treatment procedures and

sample preparations conformed to the 86/509/EEC regulation
on the well-being of experimental animals and were performed
according to the permission of the Local Committee of Animal
Welfare  Semmelweis  University,  Budapest,  Hungary  (Perm.
No.: PE/EA/385-7/2018).

HUMAN AND ANIMAL RIGHTS

No  humans  were  used.  All  the  animal  rights  were  fully
considered  according  to  the  Animals  Act  1986  Amendment
Regulation (SI 2012/3039).

CONSENT FOR PUBLICATION

Not applicable.

AVAILABILITY OF DATA AND MATERIALS

Not applicable.

FUNDING

This  project  was  financially  sponsored  by  No.  126968
grant  of  the  Hungarian  National  Office  for  Research  and
Development  (Budapest,  Hungary),  by  the  Ministry  of
Education,  Youth  and  Sports  of  the  Czech  Republic  (No.
8F17004) and by the University of Hradec Kralove, Faculty of
Sciences  (Hradec  Kralove,  Czech  Republic),  No.
VT2019-2021).

CONFLICT OF INTEREST

The  authors  declare  no  conflict  of  interest,  financial  or
otherwise.

ACKNOWLEDGEMENTS

Pyridinium  aldoximes  were  synthesized  and  supplied  by
the Department of Chemistry, Faculty of Sciences, University
of Hradec Kralove, Czech Republic.  Advice and cooperation
by Mr. János Horváth, Mrs. Bogi Szalacsi, Mrs. Divikiné Gúth
Györgyike, Ms. Krisztina Kecskés and Ms. Fanni Bákonyi are
acknowledged.

REFERENCES

Okumura,  T.;  Hisaoka,  T.;  Yamada,  A.;  Naito,  T.;  Isonuma,  H.;[1]
Okumura, S.; Miura, K.; Sakurada, M.; Maekawa, H.; Ishimatsu, S.;
Takasu,  N.;  Suzuki,  K.  The  Tokyo  subway  sarin  attack--lessons
learned. Toxicol. Appl. Pharmacol., 2005, 207(2)(Suppl.), 471-476.



Pharmacokinetics of a Mono-pyridinium-mono-aldoxime (K-347) The Open Medicinal Chemistry Journal, 2020, Volume 14   107

[http://dx.doi.org/10.1016/j.taap.2005.02.032] [PMID: 15979676]
John, H.; van der Schans, M.J.; Koller, M.; Spruit, H.E.T.; Worek, F.;[2]
Thiermann, H.; Noort, D. Fatal sarin poisoning in Syria 2013: forensic
verification  within  an  international  laboratory  network.  Forensic
Toxicol.,  2018,  36(1),  61-71.
[http://dx.doi.org/10.1007/s11419-017-0376-7] [PMID: 29367863]
Alston,  T.A.  Pralidoxime  rescues  both  muscarinic  and  nicotinic[3]
systems. Anesth. Analg., 2005, 101(3), 926-927.
[http://dx.doi.org/10.1213/01.ANE.0000173672.80018.D9]  [PMID:
16116023]
García-García, C.R.; Parrón, T.; Requena, M.; Alarcón, R.; Tsatsakis,[4]
A.M.; Hernández, A.F. Occupational pesticide exposure and adverse
health effects at the clinical, hematological and biochemical level. Life
Sci., 2016, 145, 274-283.
[http://dx.doi.org/10.1016/j.lfs.2015.10.013] [PMID: 26475762]
Kalász, H.; Szökő, É.; Tábi, T.; Petroianu, G.A.; Lorke, D.E.; Omar,[5]
A.; Alafifi, S.; Jasem, A.; Tekes, K. Analysis of pralidoxime in serum,
brain and CSF of rats. Med. Chem., 2009, 5(3), 237-241.
[http://dx.doi.org/10.2174/157340609788185882] [PMID: 19442213]
Sakurada,  K.;  Ohta,  H.  Liquid  chromatography-tandem  mass[6]
spectrometry method for determination of the pyridinium aldoxime 4-
PAO  in  brain,  liver,  lung,  and  kidney.  J.  Chromatogr.  B  Analyt.
Technol. Biomed. Life Sci., 2010, 878(17-18), 1414-1419.
[http://dx.doi.org/10.1016/j.jchromb.2010.01.021] [PMID: 20138594]
Di  Maso,  M.;  McClintock,  S.A.;  Purdy,  W.C.  The  electrochemical[7]
investigation of certain bis-pyridiniom aldoximes. Anal. Lett., 1985,
18, 2277-2289.
[http://dx.doi.org/10.1080/00032718508068618]
Sakurada,  K.;  Matsubara,  K.;  Shimizu,  K.;  Shiono,  H.;  Seto,  Y.;[8]
Tsuge,  K.;  Yoshino,  M.;  Sakai,  I.;  Mukoyama,  H.;  Takatori,  T.
Pralidoxime iodide (2-pAM) penetrates across the blood-brain barrier.
Neurochem. Res., 2003, 28(9), 1401-1407.
[http://dx.doi.org/10.1023/A:1024960819430] [PMID: 12938863]
Winter, M.; Wille, T.; Musilek, K.; Kuca, K.; Thiermann, H.; Worek,[9]
F.  Investigation  of  the  reactivation  kinetics  of  a  large  series  of
bispyridinium  oximes  with  organophosphate-inhibited  human
acetylcholinesterase.  Toxicol.  Lett.,  2016,  244,  136-142.
[http://dx.doi.org/10.1016/j.toxlet.2015.07.007] [PMID: 26210933]
Marek,  J.;  Stodulka,  P.;  Cabal,  J.;  Soukup,  O.;  Pohanka,  M.;[10]
Korabecny, J.; Musilek, K.; Kuca, K. Preparation of the pyridinium
salts  differing  in  the  length  of  the  N-alkyl  substituent.  Molecules,
2010, 15(3), 1967-1972.
[http://dx.doi.org/10.3390/molecules15031967] [PMID: 20336025]
Kuca, K.; Jun, D.; Junova, L.; Musilek, K.; Hrabinova, M.; da Silva,[11]
J.A.V.; Ramalho, T.C.; Valko, M.; Wu, Q.; Nepovimova, E.; França,
T.C.C. Synthesis, biological evaluation, and docking studies of novel
bisquaternary  aldoxime  reactivators  on  acetylcholinesterase  and
butyrylcholinesterase  inhibited  by  paraoxon.  Molecules,  2018,
23(5)E1103

[http://dx.doi.org/10.3390/molecules23051103] [PMID: 29735900]
Tekes, K.; Karvaly, G.; Nurulain, S.; Kuca, K.; Musilek, K.; Adeghate,[12]
E.; Jung, Y.S.; Kalász, H. Pharmacokinetics of K117 and K127, two
novel  antidote  candidates  to  treat  Tabun  poisoning.  Chem.  Biol.
Interact., 2019, 310108737
[http://dx.doi.org/10.1016/j.cbi.2019.108737] [PMID: 31279792]
Petroianu,  G.A.;  Arafat,  K.;  Nurulain,  S.M.;  Kuca,  K.;  Kassa,  J.  In[13]
vitro  oxime  reactivation  of  red  blood  cell  acetylcholinesterase
inhibited by methyl-paraoxon. J. Appl. Toxicol., 2007, 27(2), 168-175.
[http://dx.doi.org/10.1002/jat.1189] [PMID: 17265452]
Karasova, J.Z.; Kassa, J.; Jung, Y.S.; Musilek, K.; Pohanka, M.; Kuca,[14]
K. Effect of several new and currently available oxime cholinesterase
reactivators on tabun-intoxicated rats. Int. J. Mol. Sci.,  2008,  9(11),
2243-2252.
[http://dx.doi.org/10.3390/ijms9112243] [PMID: 19330072]
Zorbaz,  T.;  Malinak,  D.;  Kuca,  K.;  Musilek,  K.;  Kovarik,  Z.[15]
Butyrylcholinesterase  inhibited  by  nerve  agents  is  efficiently
reactivated with chlorinated pyridinium oximes. Chem. Biol. Interact.,
2019, 307, 16-20.
[http://dx.doi.org/10.1016/j.cbi.2019.04.020] [PMID: 31004594]
Kuca, K.; Marek, J.; Karasova, J.; Pohanka, M.; Korabecny, J.; Kalasz,[16]
H.  Novel  acetylcholinesterase reactivator--oxime K048--reactivation
activity in vitro. Med. Chem., 2010, 6(1), 1-5.
[http://dx.doi.org/10.2174/157340610791208709] [PMID: 20402654]
Kalász,  H.;  Karvaly,  G.;  Musilek,  K.;  Kuca,  K.;  Jung,  Y-S.  J.;[17]
Malawska, B.; Adeghate, E.A.; Nurulain, S.M.; Szepesy, J.; Zelles, T.;
Tekes,  K.  Dose-dependent  tissue  distribution  of  K-117,  a  bis-
pyridinium aldoxime, in rats. Open Med. Chem. J., 2019, 13, 1-6.
[http://dx.doi.org/10.2174/1874104501913010001]
Kassa, J.; Karasova, J.; Vasina, L.; Bajgar, J.; Kuca, K.; Musilek, K. A[18]
comparison of  neuroprotective efficacy of  newly developed oximes
(K203, K206) and commonly used oximes (obidoxime, HI-6) in tabun-
poisoned rats. Drug Chem. Toxicol., 2009, 32(2), 128-138.
[http://dx.doi.org/10.1080/01480540802593873] [PMID: 19514949]
Pohanka, M.; Karasova, J.Z.; Musilek, K.; Kuca, K.; Kassa, J. Effect[19]
of  five  acetylcholinesterase  reactivators  on  tabun-intoxicated  rats:
induction  of  oxidative  stress  versus  reactivation  efficacy.  J.  Appl.
Toxicol., 2009, 29(6), 483-488.
[http://dx.doi.org/10.1002/jat.1432] [PMID: 19338015]
Rang, H.P.; Dale, M.M.; Ritter, J.M.; Moore, P.K. Pharmacology, 5th[20]
ed; Churcill Livingstone: Edinburgh, 2003, p. 112.
Burton,  I.I.O.  Pharmacokineticsa  and  Pharmacodynamics.Brunton,[21]
L.L.,  Lazo,  J.S.,  Parker,  K.L.,  Goodman  &  Gilman’s  The
Pharmacological  Basis  of  Therapeutics;  McGraw-Hill:  New  York,
2005, p. 11.
Sahrgel,  L.;  Andrew,  B.C.Y.  Applied  Biopharmaceutics  and[22]
Pharmacokinetics, 3rd ed; Appleton & Lange: Norwalk, CT, 1992, p.
495.

© 2020 Kalász et al.

This is an open access article distributed under the terms of the Creative Commons Attribution 4.0 International Public License (CC-BY 4.0), a copy of which is
available at: https://creativecommons.org/licenses/by/4.0/legalcode. This license permits unrestricted use, distribution, and reproduction in any medium, provided the
original author and source are credited.

http://dx.doi.org/10.1016/j.taap.2005.02.032
http://www.ncbi.nlm.nih.gov/pubmed/15979676
http://dx.doi.org/10.1007/s11419-017-0376-7
http://www.ncbi.nlm.nih.gov/pubmed/29367863
http://dx.doi.org/10.1213/01.ANE.0000173672.80018.D9
http://www.ncbi.nlm.nih.gov/pubmed/16116023
http://dx.doi.org/10.1016/j.lfs.2015.10.013
http://www.ncbi.nlm.nih.gov/pubmed/26475762
http://dx.doi.org/10.2174/157340609788185882
http://www.ncbi.nlm.nih.gov/pubmed/19442213
http://dx.doi.org/10.1016/j.jchromb.2010.01.021
http://www.ncbi.nlm.nih.gov/pubmed/20138594
http://dx.doi.org/10.1080/00032718508068618
http://dx.doi.org/10.1023/A:1024960819430
http://www.ncbi.nlm.nih.gov/pubmed/12938863
http://dx.doi.org/10.1016/j.toxlet.2015.07.007
http://www.ncbi.nlm.nih.gov/pubmed/26210933
http://dx.doi.org/10.3390/molecules15031967
http://www.ncbi.nlm.nih.gov/pubmed/20336025
http://dx.doi.org/10.3390/molecules23051103
http://www.ncbi.nlm.nih.gov/pubmed/29735900
http://dx.doi.org/10.1016/j.cbi.2019.108737
http://www.ncbi.nlm.nih.gov/pubmed/31279792
http://dx.doi.org/10.1002/jat.1189
http://www.ncbi.nlm.nih.gov/pubmed/17265452
http://dx.doi.org/10.3390/ijms9112243
http://www.ncbi.nlm.nih.gov/pubmed/19330072
http://dx.doi.org/10.1016/j.cbi.2019.04.020
http://www.ncbi.nlm.nih.gov/pubmed/31004594
http://dx.doi.org/10.2174/157340610791208709
http://www.ncbi.nlm.nih.gov/pubmed/20402654
http://dx.doi.org/10.2174/1874104501913010001
http://dx.doi.org/10.1080/01480540802593873
http://www.ncbi.nlm.nih.gov/pubmed/19514949
http://dx.doi.org/10.1002/jat.1432
http://www.ncbi.nlm.nih.gov/pubmed/19338015
https://creativecommons.org/licenses/by/4.0/legalcode

	Pharmacokinetics of a Mono-pyridinium-mono-aldoxime (K-347), a Potential Antidote in Organophosphate Poisoning 
	[Background:]
	Background:
	Objective:
	Methods:
	Results:
	Conclusion:

	1. INTRODUCTION
	2. MATERIALS AND METHODS
	2.1. Animals and Treatment
	2.2. Bacterial Strains
	2.3. Antibacterial Susceptibility Testing

	3. RESULTS
	4. DISCUSSION
	CONCLUSION
	ETHICS APPROVAL AND CONSENT TO PARTI-CIPATE
	HUMAN AND ANIMAL RIGHTS
	CONSENT FOR PUBLICATION
	AVAILABILITY OF DATA AND MATERIALS
	FUNDING
	CONFLICT OF INTEREST
	ACKNOWLEDGEMENTS
	REFERENCES




