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ABSTRACT 

Objective: Development and validation of three electrochemical sensors for determination of metoclopramide hydrochloride (MCP) in its bulk 

powder and in pharmaceutical preparaion. Methods: The three electrochemical sensors based on the use of metoclopramide - phosphomolybdate 
(MCP-PMA) ion pair as an electroactive material in plasticized PVC membrane, carbon paste and coated graphite sensors. Results: The suggested 
three-sensors show a near-Nernstian response for MCP over a wide concentration range of 1×10-5-1×10-2 M with detection limits of 8 x10-6 M for 
PVC and carbon paste sensors and 9×10-6 M for coated graphite sensor. The proposed sensors have a fast response time and can be used for 3-4 
weeks without any considerable divergence in potentials. Conclusion: They exhibit comparatively good selectivity with respect to related 
substances, dosage form additives, alkaline earth and some heavy metal ions, the proposed sensors have been successfully applied for the 
determination of MCP in its pharmaceutical formulation. Also, the obtained results have been statistically compared to a reported method indicating 
no significant difference between the investigated methods and the reported one with respect to accuracy and precision. 

Keywords: Metoclopramide, potentiometry, PVC, carbon paste, coated graphite. 

INTRODUCTION

Metoclopramide monohydrochloride monohydrate (MCP) fig.1, 4-
amino-5-chloro-2-methoxy-N-(2-diethylamino-ethyl), 
monohydrochloride, monohydrate is a dopamine receptor 
antagonist. It is a substituted benzamide used for its prokinetic and 
antiemetic properties in disorders of decreased gastrointestinal 
motility such as gastroparesis and ileus, as well as in gastro 
esophageal reflux disease, dyspepsia, nausea and vomiting, and for 
the prevention of cancer therapy-induced emesis [1]. It is official in 
British Pharmacopoeia (2009) and United States Pharmacopoeia 
(2007) which recommend acid-base titrations with potentiometric 
end point detection [2,3]. It is a white or almost white crystalline 
powder and it is odorless. At 25 °C, 1 g MCP is soluble in 0.7 g of 
water, 3 g of ethanol (96%) and 55 g of chloroform, though it is 
practically insoluble in ether. It is soluble in dilute hydrochloric acid. 
It shows two ionization constants; pK1= 0.42 and pK2= 9.71 [4]. 

Many analytical methods have been developed for analysis of MCP in 
both clinical and experimental medicine which has promoted 
extensive interest in its determination. Current analytical methods 
employed for the determination of MCP can involve potentiometry 
[5-17], spectrometry [18-34], fluorimetry [35-40], chromatography 
[41-51], capillary electrophoresis [52], gas chromatography-mass 
spectrometry (GC-MS) [53,54], voltammetry and amperometry [55], 
square wave anodic stripping voltammetry [56], fast stripping 
continuous cyclic voltammetry [57].  

Most of the mentioned methods are complicated and need 
sophisticated instruments; as well as the chromatographic methods 
are costly and time-consuming, limiting their application. Other 
methods often are typically less sensitive or have their own intrinsic 
complexity or require expensive instrumentation. The present work 
establishes new simple, accurate, rapid and reproducible techniques 
for determination of MCP, by construction and electrochemical 
evaluation of novel potentiometric sensors. These sensors 
incorporate the ion association complexes of MCP cation with 
phosphomolybdic acid as a counter anion in each composition of the 
proposed three sensors. These sensors have fast response and near-
Nernstian slopes. The proposed sensors have been demonstrated to 
be superior to the reported methods with respect to speed, 
simplicity, sensitivity, selectivity and cost-effectiveness, and have 

been successfully applied for the determination of MCP in simple 
and complex matrices 

 

Fig. 1: Structural formula of metoclopramide hydrochloride.  

EXPERIMENTAL 

Instruments 

 Bandelinsonorox, Rx 510 S, magnetic stirrer (Hungarian). 

 Jenway, 3510 pH meter (England) with Ag/AgCl reference 
electrode no 924017 -LO3-Q11C. 

Chemicals and solvents 

All reagents used were of analytical grade and water used 
throughout the procedure was freshly distilled. 

 Tetrahydrofuran, dioctylphthalate (DOP), graphite powder 
(synthetic 1–2μm), multi walled carbon nanotubes (MWCNT)  
and poly (vinyl chloride) of high relative molecular weight 
(Sigma-Aldrich, Germany). 

 Phosphomolybdic acid (Sigma-Aldrich, Germany), prepared as 
10-2 M aqueous solution. 

 Glucose, glycine, sucrose, potassium chloride, calcium chloride, 
magnesium chloride, sodium chloride and nickel chloride (El-
Nasr Company, Egypt), prepared as 10-3 M aqueous solution. 

 Sodium hydroxide (El-Nasr Company, Egypt), prepared as (0.1-
1) M aqueous solution. 

 Hydrochloric acid (El-Nasr Company, Egypt), prepared as (0.1-
1) M aqueous solution. 

Pure and market samples 

MCP was kindly supplied by Sanofi-aventis Egypt and certified to 
contain 99.99%.  
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Primperan® tablets with batch number 6EG022 manufactured by 
Sanofi Aventis Company. Each tablet was labeled to contain 10 mg of 
MCP, purchased from local market. 

Standard and stock solutions of MCP 

A stock standard solution of 10-2 M MCP was prepared by dissolving 
0.35427 g of the drug powder in 50 ml of water and complete to 100 
ml with water. Different working solutions of varying strengths 
ranging from (10-6 to 10-3 M) were prepared by suitable dilution 
from the stock standard solution with water. 

PROCEDURES 

Preparation of the ion-exchanger 

The ion-exchanger, metoclopramide ــــphosphomolybdate (MCP-
PMA) was prepared by mixing of 150 ml of 10-2 M MCP solution to 
50 ml of 10-2 M of phosphomolybdic acid. The resulting precipitate 
was left in contact with their mother liquor over night to assure 
complete coagulation, then the precipitate was filtered and washed 
thoroughly with distilled water and left to dry at room temperature 
for at least 3 days. 

Preparation of membranes 

PVC sensor 

In a glass petri dish (5-cm diameter), 168 mg of dioctylphthalate was 
thoroughly mixed with 168 mg of PVC and 14 mg of MCP-PMA as an 
ion pair. The mixture was dissolved in 10 mL of tetrahydrofuran. 
The petri dish was then covered with a Whatman No. 3 filter paper 
and left to stand overnight to allow for solvent evaporation at room 
temperature. A master membrane with a thickness of 0.1 mm was 
obtained. 

Coated graphite sensor 

In a glass petri dish (5 cm diameter), 168 mg of DOP was thoroughly 
mixed with 168 mg of PVC and 14 mg of MCP-PMA. The mixture was 
dissolved in 10 ml of tetrahydrofuran and homogenized thoroughly. 
The solvent was slowly evaporated at room temperature until oily 
concentrated mixture was obtained. 

Electrodes assembly 

PVC sensor 

From the master membrane, an 8-mm diameter disk was cut out 
from the prepared membrane and glued using tetrahydrofuran to a 
transposable PVC tip that was clipped into the end of the electrode 
glass part. The resulting electrode body was filled with equal 
portions of 10-2 M KCl and 10-2 M MCP. The prepared sensor was 
preconditioned by soaking in 10-2 M drug solution for 8 hours. When 
not in use, the sensor was stored in air. 

Coated graphite sensor 

It was fabricated using commercial graphite bar (2.5 cm length an, 3 
mm diameter). One end of the bar was used for connection, while the 
other was dipped in the electro active membrane mixture. The 
process was repeated several times until a layer of proper thickness 
were formed covering the terminal of graphite bar. The electrode 
was left standing at room temperature to dry. The uncoated end of 
the graphite rod was sealed in a poly tetra ethylene tube; the tube 
was filled with metallic mercury into which a copper wire was 
dipped. The prepared sensor was preconditioned by soaking in 10-2 
M drug solution for 12 hours. When not in use, the sensor was stored 
in air. 

Preparation of carbon paste sensor modified with MCP-PMA/ 
multi walled carbon nanotubes composite (MWCNT/MCP-PMA) 

115 mg pure graphite powder, 14 mg MCP-PMA and 5 mg multi 
walled carbon nanotubes (MWCNT) were transferred to mortar and 
mixed well with 150 mg of dioctylphthalate .The paste matrices 
were packed into a piston driven Teflon holder. The prepared sensor 
was preconditioned by soaking in 10-2 M drug solution for 8 hours 
before measurements and electrode surface regeneration was 

performed by screwing the piston and polishing with a moistened 
filter paper. 

Measurement conditions 

 pH: 3 - 8. 
 Soaking time: 8 hours for both PVC and carbon paste sensors, 

but 12 hours for coated graphite sensor. 
 Response time: 20, 45 and 60 seconds for PVC, carbon paste 

and coated graphite sensors, respectively. 
 Sensor stability: 4 weeks for both PVC and carbon paste 

sensors, but 3 weeks for coated graphite sensor. 

Sensors calibration 

The prepared sensors were immersed in conjunction with Ag/AgCl 
reference electrode in solutions of MCP in the range of 10-6 to 10-2 M. 
They were allowed to equilibrate while stirring until achieving a 
constant reading of the potentiometer. Then, the electromotive force 
values were recorded within ± 1 mV. Calibration graphs were 
plotted that related the recorded electrode potential values versus 
the negative logarithmic values of the drug concentrations. 

Validation of the methods 

Limit of detection (LOD) 

LOD was calculated by determining the concentration of the drug at 
the point of intersection of the extrapolated linear mid-range and 
final low concentration level segments of the calibration plot. 

Accuracy and precision 

Accuracy and precision of the sensors were determined by applying 
the procedures for determination of three different concentrations 
(10-2, 10-3 and 10-5 M), each in triplicate, of MCP in pure form in the 
same day (intra-day) and in three successive days (inter-day), then 
the accuracy as percent recovery (R %) and precision as percent 
relative standard deviation (RSD %) were calculated. 

Application to pharmaceutical preparation 

Twenty Primperan® tablets (10 mg per tablet) were weighed and 
then finely powdered. Appropriate weight of powder equivalent to 
0.17715 g of MCP was accurately weighed, transferred to 50 ml 
volumetric flask and the volume was made up to 30 ml with distilled 
water. The solution was shaken vigorously for 15 minutes then 
sonicated for 30 minutes and filtered through Whatman filter paper 
no 41. The volume was completed to 50 ml with water to produce a 
stock solution labeled to contain 10-2 M of MCP. Appropriate 
dilutions of the stock solution were made up with water to obtain 
different concentrations of MCP. Apply the described general 
procedures using aliquots covering the working concentration 
range. Determine MCP content of the tablets from the corresponding 
regression equation. 

Results and discussion 

The design and application of potentiometric sensors is of interest 
for quantitative pharmaceutical analysis because these sensors offer 
the advantages of simple design, higher selectivity, fast response and 
wide dynamic range with low detection limit. In the present study 
ion selective electrodes, of three types: PVC, carbon paste and coated 
graphite electrodes have been constructed for the selective 
determination of MCP in bulk powder and in its tablet formulation. 
The methods were based on the fact that, MCP behaves as a cation, 
due to the presence of tertiary amino group. This property suggested 
the use of anionic type of ion exchanger such as phosphomolybdic 
acid as a counter ion to prepare water insoluble association complex 
using precipitation based technique. 

Electrochemical behavior of MCP with the investigated sensors 

The electrochemical performance of the suggested sensors was 
evaluated according to IUPAC recommendation data [58,59]. 
Calibrations were achieved by immersing the sensors in conjunction 
with Ag/AgCl reference electrode in solutions of MCP in the 
concentration range of 10-6 to 10-2 M. They were allowed to 
equilibrate and recording the electromotive force values. The 
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performance, response characteristics, investigation and results 
obtained for the proposed sensors were summarized in table (1). 
The profiles of the potential in mV versus negative log molar 
concentration of MCP by the proposed sensors were plotted as 
shown in figure (2). 

Table 1: The performance, investigation and response 
characteristics of the proposed sensors. 

Parameter 
PVC 
sensor 

Carbon 
paste 
sensor 

Coated 
graphite 
sensor 

Regression parameters 
- Slope (b)  -57.89 -55.32 -52.67 
- Intercept (a)  311.27 455.598 393.115 
Regression 
coefficient 

0.9999 0.9998 0.9996 

Linearity range (M) 
1x10-5 - 
1x10-2 

1x10-5 - 
1x10-2 

1x10-5 - 1x10-2 

Working pH range 3-7 3-7 3-7 
Response time 
(sec.) 

20 45 60 

LOD (M) 8 x 10-6 8 x 10-6 9 x 10-6 
Life span (weeks) 4 4 3 
Accuracy (% R) 100.06 100.11 100.66 
Precision  
Repeatability 0.860 0.937 0.928 
Intermediate 
precision (% RSD) 

0.906 1.041 0.986 

 

Fig. 2: Profile of the potential in mV/- Log molar concentration 
of    MCP using PVC, carbon paste and coated graphite sensors. 

Investigation and optimization of experimental conditions: 

Optimization of the membrane composition for both PVC and 
coated graphite sensors 

The ion exchanger, MCP-PMA, was tested as a modifier for the these 
two sensors. It was studied by varying the percentage of the MCP-
PMA, while keeping the percentage of the PVC and DOP equal 1:1 as 
shown in tables (2,3). The sensors made of 4 % (w/w) MCP-PMA 
gave the best performance. 

Table 2: Optimization of the membrane composition (w/w %) of the proposed PVC sensors 

Sensor no. 
Composition % (w/w) 

LOD (M) 
Linearity range 
(M) 

Slope (mV/ 
decade) 

r2 
MCP-PMA PVC 

Plasticizer 
(DOP) 

1 1 49.5 49.5 3 x 10-5 5x10-5 - 1x10-2 -48.24 0.9956 
2 2 49 49 2 x 10-5 5x10-5 - 1x10-2 -50.65 0.9942 
3 3 48.5 48.5 8 x 10-6 1x10-5 - 1x10-2 -54.65 0.9984 
4 4 48 48 8 x 10-6 1x10-5 - 1x10-2 -57.89 0.9999 
5 5 47.5 47.5 3 x 10-5 5x10-5 - 1x10-2 -51.35 0.9987 

Table 3: Optimization of membrane composition (w/w) coated graphite MCP sensors 

Sensor no. 
Composition % (w/w) 

LOD (M) 
Linearity range 
(M) 

Slope (mV/ 
decade) 

r2 
MCP-PMA PVC 

Plasticizer 
(DOP) 

1 1 49.5 49.5 3 x 10-5 5x10-5 - 1x10-2 -47.24 0.9992 
2 2 49 49 2 x 10-5 5x10-5 - 1x10-2 -49.65 0.9941 
3 3 48.5 48.5 8 x 10-6 1x10-5 - 1x10-2 -50.65 0.9954 
4 4 48 48 9 x 10-6 1x10-5 - 1x10-2 -52.67 0.9996 
5 5 47.5 47.5 3 x 10-5 5x10-5 - 1x10-2 -48.35 0.9932 

Optimization of the paste composition for carbon paste sensor  

Incorporation of multi walled carbon nanotubes in the composition 
of the carbon paste will improve the conductivity and transduction 
of the chemical signal to electrical signal, which in turn improved the 
dynamic working range and response time. Different amounts of 
multi walled carbon nanotubes (2.5, 5, 7.5, 10 mg) were added to the 
paste matrix (containing 115 mg of pure graphite powder, 14 mg of 

MCP-PMA and 150 mg of dioctylphthalate) and the results obtained 
were given in table (4).The results showed that on using paste of 
optimum compositions (5 mg MWCNT) exhibits the best 
performance. However, the consistence of pastes containing more 
than 5mg multi walled carbon nanotubes was difficult to be mixed 
with the paste showed lower Nernstian slopes with long response 
time. This may be due to the high surface area on the electrode 
surface and capturing ions on the surface of the paste. 

Table 4: Effect of the ionophore and modifier contents on the performance chracterisics of MCP carbon paste sensors 

Sensor no. 
Composition (w/w) 

LOD (M) 
Linearity range 
(M) 

Slope (mV/ 
decade) 

r2 
MCP-PMA Graphite MWCNTS 

Plasticizer 
(DOP) 

1 14 115 2.5 150 8 x 10-6 1x10-5 - 1x10-2 -50.36 0.9991 
2 14 115 5 150 8 x 10-6 1x10-5 - 1x10-2 -55.32 0.9998 
3 14 115 7.5 150 3 x 10-5 5x10-5 - 1x10-2 -52.98 0.9985 
4 14 115 10 150 4 x 10-5 5x10-5 - 1x10-2 -0.48.56 0.9947 

Effect of soaking time

Freshly prepared sensor must be soaked to form thin gel layer at the 
surface of the membrane where ion exchange occurs. This process 
requires different times depending on diffusion at the electrode test 
solution interface. For this purpose, the sensors were soaked in 10-2 
M MCP. The slopes obtained from calibration curves were recorded 

after 0, 2, 4, 8, 12, 16, 24 and 36 h as shown in table (5). The 
optimum soaking time was found to be 8 hours for both PVC and 
carbon paste sensors, while for coated graphite sensor was 12 hours. 
Soaking more than the required hours should be avoided to prevent 
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the leaching of the active ingredients (MCP-PMA and DOP) to the 
bathing solution [60]. 

Table 5: Effect of soaking time on performance of the proposed 
three sensors at 25 ± 1 0C. 

Soaking 
time/h 

PVC sensor 
slope 
(mV/decade) 

Carbon paste 
sensor slope 
(mV/decade) 

Coated graphite 
sensor slope 
(mV/decade) 

0 -51.65 -44.98 -44.32 
2 -54.89 -47.58 -46.85 
4 -56.25 -50.68 -48.58 
8 -57.89 -55.32 -50.23 
12 -54.69 -53.45 -52.67 
16 -50.51 -50.87 -51.24 
24 -48.54 -48.75 -47.25 
36 -46.36 -45.87 -45.87 

Effect of pH 

In an approach to understanding the impact of pH on the electrodes 
response, the potential was measured at  two particular 
concentrations of the metoclopramide solution (1×10-3 M and 1×10-4 
M ) from the pH value of 2 up to 11 (0.1-1 M sodium hydroxide or 
hydrochloric acid solutions were employed for the pH adjustment). 
Representative curves for the effect of pH on the proposed sensors 
using (1×10-3 M and 1×10-4M ) metoclopramide solution is shown in 
figures (3-5). The results revealed that the potential remained 
constant despite the pH change in the range of 3 to 8, indicating the 
applicability of this electrode in the specific pH range. Relatively 
noteworthy fluctuations in the potential versus pH behavior took 
place below and above the formerly stated pH limits. In detail, the 
fluctuations above the pH value of 8 might be justified by removing 
the positive charge on the drug molecule (non-protonated form) and 
the fluctuations below the pH value of 3 were attributed to the 
removing the ion-pair in the membrane or due to an increased 
solution acidity which could lead to extraction of H+ by the 
membrane, thus leading to noisy responses. 

 

Fig 3: Effect of pH on the response of metoclopramide using PVC 
membrane sensor. 

 

Fig 4: Effect of pH on the response of metoclopramide using 
coated graphite sensor. 

 

Fig5: Effect of pH on the response of metoclopramide using 
carbon paste sensor. 

Sensor Selectivity 

The potentiometric selectivity coefficients ( ) of MCP sensors 
were measured by the separate solutions method (SSM) [61] for 
inorganic cations. In this method, the potentials of 1×10-3 M 
concentration of both MCP and the interfering species were 
determined separately. The selectivity coefficients were calculated 
using the following equation : 

 

where, E1 and E2 are the potential readings observed after exposing 
the sensors to the same concentration of MCP and interferentcation 
[J+Z] in separate solutions, respectively, and S is the slope of the MCP 
calibration graph (mV/concentration decade). 

While, for sugars and amino acids were determined using the 
matched potential method (MPM) using the following equation [62]: 

 

where a known activity [aP'] of the primary ion solution is added 
into a reference solution that contains afixed activity [aP] of primary 
ions and the corresponding potential change [ΔE] is recorded, and 
[aI] is the activity of the interfering ion that produced the same 
potential change [ΔE]. The selectivity coefficients obtained show that 
the proposed electrodes are highly selective towards the MCP ion. 
There is no interference from the inorganic cations due to the 
differences in their ionic size, mobility and permeability in 
comparison to the MCP ion. In the case of sucrose, glucose, urea and 
glycine the selectivity is most probably attributed to the difference 
in polarity and to the moderately hydrophobic nature of their 
molecules relative to the MCP ion table (6). 

Table 6: Potentiometric selectivity coefficients for some 
common cationswith the proposed sensors: 

Interferents 
of 

PVC 
sensor 

of 
Carbon paste 
sensor 

of 
Coated graphite 
sensor 

SSM ** 
Potassium 
chloride 

1.2 x 10-3 2.6 x 10-3 2.1 x 10-3 

Calcium chloride 2.4 x 10-3 3.2 x 10-3 5.6 x 10-3 
Magnesium 
chloride 

4.7 x 10-3 2.8 x 10-3 4.5 x 10-3 

Sodium chloride 1.8 x 10-3 3.8 x 10-3 6.5 x 10-3 
Nickel chloride 2.5 x 10-2 5.2 x 10-3 5.7 x 10-2 
MPM *** 
Glucose 3.4 x 10-2 3.6 x 10-2 6.3 x 10-2 
Sucrose 4.5 x 10-2 9.6 x 10-3 8.5 x 10-2 
Glycine 8.7 x 10-3 5.8 x 10-3 9.9 x 10-3 

**SSM: separate solution method. 
***MPM: matched potential method. 
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Response time of the proposed sensors 

The response time of a prepared sensor is of critical importance. The 
average time required for the electrode to reach a steady potential 
response within ±1 mV of the final equilibrium value after 
successive immersion of a series of MCP solutions, each having a 10-
fold difference in concentration, was investigated [59]. The dynamic 
response time for the proposed sensors to reach values within ± 1 
mV of the final equilibrium potential after increasing the drug 
concentration 10-folds were found to be 20, 45 and 60 sec. for PVC, 
carbon paste and coated graphite sensors, respectively as shown in 
figures (6-8). 

 

Fig. 6: Response time of the investigated PVC sensor. 

 

Fig. 7: Response time of the investigated carbon paste sensor. 

 

Fig. 8: Response time of the investigated coated graphite sensor. 

Method validation 

The proposed methods were validated in compliance with the ICH 
guidelines [63]. Table (1) shows the accuracy and precision, LOD, 
linearity and range of the proposed methods. 

Application to pharmaceutical preparation 

The proposed sensors were applied to the determination of MCP in 
Primperan® tablets. Satisfactory results were obtained in good 
agreement with the label claim, indicating no interference from 
excipients and additives. The obtained results were statistically 
compared to those obtained by the reported method [64] as could be 
seen from table (7). The results revealed good agreement with the 
reported method. 

Table 7: Determination of MCP in Primperan® tablets by the 
proposed sensors and reported method: 

Parameters 
PVC 
sensor 

Carbon 
paste 
sensor 

Coated 
graphite 
sensor 

Reported 
method a 

N * 5 5 5 5 
Mean 99.18 100.15 99.58 99.81 
SD 0.774 1.558 1.841 0.978 
% RSD 0.780 1.555 1.849 0.979 

t ** 
1.125 
(2.306) 

0.417 
(2.306) 

0.250 
(2.306) 

 ــــــــ

F ** 
0.627 
(6.388) 

2.540 
(6.388) 

3.548 
(6.388) 

 ــــــــ

* Number of experiments. 
 ** The values in parenthesis are tabulated values of “t “and “F” 
at (P = 0.05) 
a Reported zero order method using the absorbance at 272 nm 
( λmax ) for determination of MCP in pure form and solid 
pharmaceutical dosage form (tablets). 

Conclusion: 

The proposed methods were precise, specific and accurate. MCP 
could be determined in bulk powder and in pharmaceutical 
preparation without interference from common excipients using the 
proposed sensors. PVC and carbon paste sensors had shorter 
soaking and response time with lower detection limit than those of 
coated graphite sensor, attributed to the presence of an internal 
solution of the drug inside PVC glass electrode and the presence of 
multi walled carbon nanotubes as a modifier in carbon paste one, 
enhancing their electroactivity.. 

REFERENCES 

1. American Hospital Formulary Service: Drug Information 1989. 
American Society of Hospital Pharmacists, Inc., Bethesda, MD, 
p. 1622. 

2. British Pharmacopoeia, 2009. Her Majesty’s Stationary Office, 
London. 

3. The United States Pharmacopoeia, 2007. XXX Revision, the 
National Formulary XXV Rockville, USP Convention. 

4. Pitrè D, Stradi R, and Klaus F. Metoclopramide hydrochloride, 
in: analytical profiles of drug substances. Academic Press .1987 
:327-360. 

5. Badawy S, Shoukry A, Issa Y. Ion-selective electrode for the 
determination of metoclopramide. Analyst. 
1986;111[12]:1363-1365. 

6. Li XX, Zhao WQ, Miao LX, Liu QR. Electrochemical 
determination of metoclopramide hydrochloride and its 
interaction with bovine serum albumin. J Instrumental Anal. 
2010;11:005. 

7. Faridbod F, Ganjali MR, Labbafi S, Dinarvand R, Riahi S, Norouzi 
P. A new metoclopramide potentiometric membrane sensor for 
analysis in pharmaceutical formulation and urine: concerns to 
theoretical study. Int J Electrochem Sci. 2009;4:772-786. 

8. Farghaly O, Hameed RA, Abu-Nawwas A-AH. Analytical 
application using modern electrochemical techniques. Int J 
Electrochem Sci. 2014;9[1]. 

9. Diaz C, Vidal JC, Galban J. Potentiometric determination of 
metoclopramide using a double-membrane based ion-selective 
electrode. J Electroanal Chemi Interfacial Electrochemi. 1989; 
258[2]:295-302. 

10. Mostafa G. PVC matrix membrane sensor for potentiometric 
determination of metoclopramide hydrochloride in some 
pharmaceutical formulations. J Pharm Biomed Anal. 2003;31 
[3]:515-521. 

11. Shahrokhian S, Naderi L, Ghalkhani M. Nanocellulose/carbon 
nanoparticles nanocomposite film modified electrode for 
durable and sensitive electrochemical determination of 
metoclopramide. Electroanal. 2015;27[11]:2637-2644. 

12. Ghonim OA. PVC membrane sensors for potentiometric 
determination of metoclopramide in pharmaceutical 
preparations and in presence of itsdegradate. Anal Bioanal 
Electrochem. 2014;6:296-307. 



Rady F. et al 

Innoriginal International Journal of Sciences |Volume 5|Issue 4| July-Aug 2018 | 21-27 

 

26 

13. Mendes CB, Andrade FN, Segatelli MG, Pereira AC, Dragunski 
DC, Tarley CRT. Multivariate optimization strategies in the 
development of an electroanalytical method for the assay of 
metoclopramide using mercury-film-modified carbon nanotube 
paste electrode. Bullet ChemSoci Japan. 2010;83 [11]:1364-
1366. 

14. Cázares-Delgadillo J, Aziza IB, Balaguer-Fernández C, 
Calatayud-Pascual A, Ganem-Rondero A, Quintanar-Guerrero D. 
Comparing metoclopramide electrotransport kinetics in vitro 
and in vivo. Euro J Pharm Sci. 2010;41[2]:353-359. 

15. Patil SM, Nandibewoor ST. Electrochemical behavior of 
antiemetic drug metoclopramide at electrochemically pre-
treated pencil graphite electrode. Anal BioanalElectrochem. 
2015;7:387-400. 

16. Patil SM, Pattar VP, Nandibewoor ST. Simultaneous 
electrochemical determination of acetaminophen and 
metoclopramide at electrochemically pre-treated disposable 
graphite pencil electrode. J ElectrochemSci Engineer. 2016;6 
[3]:265-276. 

17. Al-Haideri A-MA, Abdulla NI, Malih IK. Polymeric membrane 
sensors for the selective determination of metoclopramide 
hydrochloride and their applications to pharmaceutical 
analysis. Iraqi J Pharm Sci .2017; 21[1]:70-77. 

18. Shah J, Jan MR, Khan MA, Amin S. Spectrophotometric 
determination of metoclopramide in pharmaceutical 
preparations. J Anal Chem. 2005; 60[7]:633-5. 

19. El-Gendy AE. Spectrophotometric determination of 
metoclopramide via charge-transfer complexes. Spectrosclett. 
1992;25[8]:1297-1313. 

20. Hua-Kan LJ-CL, Li-Li Y. Spectrophotometric determination of 
metoclopramide based on the charge transfer reaction. Chinese 
J Spectrosc Lab. 2009; 5:085. 

21. Wamorkar V, Manjunath S, Varma MM. Development and 
validation of UV spectroscopic method for determination of 
metoclopramide hydrochloride in bulk and tablet formulation. 
Int J Pharm Pharm Sci. 2011; 3:171-174. 

22. Silva LS, Saraiva MLM, Santos JL, Lima JL. Sequential injection 
spectrophotometric determination of metoclopramide in 
pharmaceutical preparations. SpectroscLett. 2007;40 [1]:51-
61. 

23. Jawad AA, Kadhim KH. Spectrophotometric determination of 
metoclopramide hydrochloride in bulk and pharmaceutical 
preparations by diazotization-coupling reaction. Int J Pharm 
Pharm Sci. 2013;5[3]:294-298. 

24. Devi OZ, Basavaiah K, Vinay K, Revanasiddappa H. Sensitive 
spectrophotometric determination of metoclopramide 
hydrochloride in dosage forms and spiked human urine using 
vanillin. Arabian J Chem. 2016;9:S64-S72. 

25. Devi OZ, Basavaiah K, Vinay KB. Determination of 
metoclopramide hydrochloride in pharmaceuticals and spiked 
human urine through diazotization reaction. J Food Drug Anal. 
2012;20[2]. 

26. Jia-chuan L, Hua-kan L, Yu-hua W. Spectrophotometric 
determination of metoclopramide based on the charge-transfer 
reaction between metoclopramide and purpurin [J]. J Anal Sci. 
2010;3:029. 

27. El-Habeeb AA, Al-Saif FA, Refat MS. Charge-transfer 
interactions of metoclopramide nausea drug against six kind of 
π-acceptors: spectral and thermal discussions. 
SpectrochimActa Part A: MolBiomolSpectrosc. 2014; 123:455-
466. 

28. Thangamani A, Smith AA, Vedhapriya B. Development of 
analytical method for metoclopromide using UV- 
spectrophotometry. Inter J Pharm ChemiBiol Sci. 2014;4[3]. 

29. Devi OZ, Basavaiah K, Vinay K. Application of potassium 
permanganate to spectrophotometric assay of metoclopramide 
hydrochloride in pharmaceuticals. J ApplSpectrosc. 
2012;78[6]:873-883. 

30. Li-li Y, Hua-kan L, Jia-chuan L, Yu-hua W. Spectrophotometric 
determination of metoclopramide based on its charge transfer 
reaction with chloranilic acid. Phys Test Chem Anal (Part B: 
Chemi Anal). 2010; 8:906-907. 

31. Mohammed Lassa, Al-Abbasi KM. Spectrophotometric 
determination of metoclopramide hydrochloride in 

pharmaceutical preparations using diazotization reaction. 
Vol.22:76-88. 

32. Basheer MY, Kashif AA, Aljaily A, Ibrahim MM, Osman HM. 
Development and validation of UV-spectroscopic method for 
assay of metoclopramide hydrochloride in bulk and injectable 
dosage form. American J Res Communic. 2017; 5[3]:22-33. 

33. Li S-Y, Qu W-X. Study on the charge-transfer complex of 
levodopa with 2, 3-dichloro-5, 6-dicyano-1, 4-benzoquinone by 
spectrophotometry. Chinese J Anal Lab. 2006; 8:013. 

34. Naggar A, Elnasr T, Sayed Ali A, Kotb A, El-Sayed A. 
Determination of metoclopramide hydrochloride in 
pharmaceutical formulations using three different 
spectrophotometric methods. Pharm Anal Acta. 2017;8[538]:2. 

35. Attia M, Aboaly M. Highly sensitive and selective 
spectrofluorimetric determination of metoclopramide 
hydrochloride in pharmaceutical tablets and serum samples 
using Eu3+ ion doped in sol–gel matrix. Talanta. 2010; 82[1]:78-
84. 

36. El-Enany N. Second derivative synchronous fluorescence 
spectroscopy for the simultaneous determination of 
metoclopramide and pyridoxine in syrup and human plasma. J 
AOAC Inter. 2008;91[3]:542-550. 

37. Baeyens W, De Moerloose P. Fluorescence properties of 
metoclopramide and its determination in pharmaceutical 
dosage forms. Analyst. 1978; 103[1225]:359-367. 

38. Walash M, Belal F, El-Enany N, El-Maghrabey M. Simultaneous 
determination of metoclopramide hydrochloride and 
pyridoxine hydrochloride in syrup using HPLC method with 
fluorescence detection: application to human plasma. J Liq 
Chromatogr Related Technol. 2013;36 [4]:439-453. 

39. Attia M, Othman A, Elraghi E, Aboul-Enein HY. 
Spectrofluorimetric assessment of metoclopramide 
hydrochloride using terbium doped in PMMA matrix optical 
sensor. J Fluoresc. 2011; 21[2]:739-745. 

40. Elmansi H, Mohamed SAEA, Fathy M. Simultaneous 
determination of metoclopramide and aspirin by 
spectrofluorimetric technique: application to pharmaceutical 
formulations and human plasma. Anal Methods. 
2016;8[6]:1281-1292. 

41. El-Sayed YM, Khidr SH, Niazy EM. A rapid and sensitive high-
performance liquid chromatographic method for the 
determination of metoclopramide in plasma and its use in 
pharmacokinetic studies. Anal lett. 1994; 27[1]:55-70. 

42. Lamparczyk H, Chmielewska A, Konieczna L, Plenis A, Zarzycki 
PK. RP-HPLC method with electrochemical detection for the 
determination of metoclopramide in serum and its use in 
pharmacokinetic studies. Biomed Chromatogr. 2001;15 
[8]:513-517. 

43. Radwan MA. Determination of metoclopramide in serum by 
HPLC assay and its application to pharmacokinetic study in rat. 
Anal Lett. 1998;31[14]:2397-2410. 

44. Teng L, Bruce RB, Dunning LK. Metoclopramide metabolism 
and determination by high-pressure liquid chromatography. J 
Pharm Sci. 1977; 66[11]:1615-1618. 

45. Graffner C, Lagerstrom P, Lundborg P, Ronn O. 
Pharmacokinetics of metoclopramide intravenously and orally 
determined by liquid chromatography. British J Clinic Pharm. 
1979;8 [5]:469-474. 

46. Suleiman MS, Najib NM, El-Sayed YM, Badwan A. Stability-
indicating high-performance liquid chromatographic assay for 
the determination of metoclopramide hydrochloride in 
pharmaceutical dosage forms. Analyst. 1989;114 [3]:365-8. 

47. Foda NH. Quantitative analysis of metoclopramide in tablet 
formulations by HPLC. Anal lett. 1994;27[3]:549-559. 

48. Cossu M, Sanna V, Gavini E, Rassu G, Giunchedi P. A new 
sensitive reversed-phase high-performance liquid 
chromatography method for the quantitative determination of 
metoclopramide in canine plasma. Anal Lett. 2008; 41[5]:767-
778. 

49. Fairhead A, Brooks S, Butterworth K, Mangham B. An 
automated high-performance liquid chromatographic trace 
enrichment method for the determination of metoclopramide 
in serum and its application to a bioequivalence human 
volunteer study. Food Chem Toxicol. 1989; 27[5]:341-345. 



Rady F. et al 

Innoriginal International Journal of Sciences |Volume 5|Issue 4| July-Aug 2018 | 21-27 

 

27 

50. Shields BJ, Mackichan JJ. High-performance liquid 
chromatographic method for the determination of 
metoclopramide in plasma. J Liq Chromatogr. 1990;13 
[13]:2643-2659. 

51. Nassr S, Brunet M, Lavoie P, Brazier J. HPLC–DAD method for 
studying the stability of solutions containing morphine, 
dexamethasone, haloperidol, midazolam, famotidine, 
metoclopramide, and dimenhydrinate. J LiqChromatogr Related 
Technol. 2001;24 [2]:265-281. 

52. Sultan MA, Maher HM, Alzoman NZ, Alshehri MM, Rizk MS, 
Elshahed MS, et al. Capillary electrophoretic determination of 
antimigraine formulations containing caffeine, ergotamine, 
paracetamol and domperidone or metoclopramide. J 
Chromatogr Sci. 2012; 51[6]:502-510. 

53. Riggs KW, Szeitz A, Rurak DW, Mutlib AE, Abbott FS, Axelson JE. 
Determination of metoclopramide and two of its metabolites 
using a sensitive and selective gas chromatographic—mass 
spectrometric assay. J Chromatogr B: Biomed Sci Appl. 1994; 
660 [2]:315-325. 

54. Jones R, Blanton C, Bowen J. Identification of metoclopramide 
metabolites in the urine of cattle by gas chromatography-mass 
spectrometry and high-performance liquid chromatography-
photodiode array detection. Vet Res Communic. 1993;17 
[5]:387-396. 

55. Dejmkova H, Dag C, Barek J, Zima J. Voltammetric and 
amperometric determination of metoclopramide on boron-
doped diamond film electrode. Cent Euro J Chem. 2012;10 
[4]:1310-1317. 

56. Farghaly O, Taher M, Naggar A, El-Sayed A. Square wave anodic 
stripping voltammetric determination of metoclopramide in 

tablet and urine at carbon paste electrode. J Pharm Biomed 
Anal. 2005;38 [1]:14-20. 

57. Norouzi P, Ganjali MR, Matloobi P. Sub-second adsorption for 
sub-nanomolar monitoring of metoclopramide by fast stripping 
continuous cyclic voltammetry. Electrochem Communic. 
2005;7 [4]:333-338. 

58. Buck RP, Lindner E. Recommendations for nomenclature of 
ion-selective electrodes. Pure App Chem. 1994; 66 [12]: 2527-
2536. 

59. Buck RP, Cosofret VV. Recommended procedures for 
calibration of ion-selective electrodes (Technical Report). Pure 
Appl Chem. 1993; 65[8]: 1849-1858. 

60. Ali TA, Mohamed GG, Azzam EA, Abd-elaal A. Thiol surfactant 
assembled on gold nanoparticles ion exchanger for screen-
printed electrode fabrication. Potentiometric determination of 
Ce (III) in environmental polluted samples. Sens Actuators B. 
2014; 191: 192-203. 

61. Frant M, Ross JW. Use of a total ionic strength adjustment 
buffer for electrode determination of fluoride in water supplies. 
Anal Chem. 1968;40[7]:1169-1171. 

62. Bassett J, Denny RC, Jeffrey JM, Text book of quantitative 
inorganic analysis, Vogel, 4th edn, 1978. 

63. ICH, Q2 (R1) Validation of Analytical Procedures, 2005, 
Proceedings of the International Conference on Harmonization, 
Geneva. 

64. Thangamani A, Smith AA, Vedhapriya B. Development of 
analytical method for metoclopromide using UV-
spectrophotometry. Inter J Pharm ChemBiol Sci. 2014;4[3]: 
551-555..

 


