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ABSTRACT
Oral drug delivery system (DDS) is the preferred route of administration of drugs, but poor bioavailability (BA) of orally administered
drugs is still a challenging one, though extensive advancements in drug discovery process are made. Drugs with narrow absorption
window in the gastrointestinal tract have poor absorption. Gastric emptying of dosage forms is an extremely variable process and
ability to prolong and control the emptying time is a valuable asset for dosage forms, which reside in the stomach for a longer
period of time than conventional dosage forms. Therefore, gastroretentive DDSs (GRDDSs) have been developed, which prolong
the gastric emptying time. Most of the antihypertensive drugs have short half-life, short gastric residence time, low BA, and narrow
absorption window. GRDDS can be a viable option for management of hypertension for several antihypertensive drugs. Several
techniques such as floating DDS, low-density systems, raft systems, mucoadhesive systems, high-density systems, super porous
hydrogels, and magnetic systems have been employed. These forms are expected to remain buoyant on gastric content without
affecting the intrinsic rate of emptying. This results in prolonged gastric retention time of floating forms which improve BA of
drug and also improve clinical situations. Prolonged gastric retention not only improves the BA and reduces drug waste but also
improves solubility for drugs that are less soluble in a high pH environment. It has applications also for local drug delivery to the
stomach and proximal small intestines. Gastroretention helps to provide better availability of new products with new therapeutic
possibilities and substantial benefits for patients. Hence, it can be concluded that GRDDS promises to be a potential approach for
antihypertensive drugs. This review mainly focuses on the different types of GRDDS used for management of hypertension and
also includes the updated compiled study of different antihypertensive drugs explored as GR dosage forms.
Key words: Bioavailability, gastric emptying, gastroretentive drug delivery systems

INTRODUCTION
Despite tremendous advancements in drug delivery, the oral route
remains the preferred route of administration of therapeutic
agents because of low cost of therapy and ease of administration
lead to high levels of patient compliance. However, the issue of
poor bioavailability (BA) of orally administered drugs is still
a challenging one, though extensive advancements in drug
discovery process are made.[1]

Conventional oral dosage forms provide a specific drug
concentration in systemic circulation without offering any control
over drug delivery. CRDFs or controlled release drug delivery
systems (CRDDS) provide drug release at a pre-determined,
predictable, and in a controlled rate. The de novo design of an
oral controlled DDS should be primarily aimed at achieving more
predictable and increased BA of drugs.
A major constraint in oral CRDD is that not all drug candidates
are absorbed uniformly throughout the gastrointestinal tract
(GIT). Some drugs are absorbed uniformly throughout the GIT,
while some drugs are absorbed in a particular portion of GIT only
or are absorbed to a different extent in various segments of GIT.
Such drugs are said to have an “absorption window.” Thus, only

the drug released in the region preceding and in close vicinity
to the absorption window is available for absorption. After
crossing the absorption window, the released drug goes to waste
with negligible or no absorption. This phenomenon drastically
decreases the time available for drug absorption after it and
limits the success of delivery system. These considerations have
led to the development of oral CRDFs possessing gastric retention
capabilities.[2]

One of the most feasible approaches for achieving a prolonged and
predictable drug delivery profiles in GIT is to control the gastric
residence time (GRT) using GR dosage forms (GRDFs) that offer
a new and better option for drug therapy.
Dosage forms that can be retained in stomach are called
gastroretentive DDSs (GRDDS). GRDDS can improve the controlled
delivery of drugs that have an absorption window by continuously
releasing the drug for a prolonged period of time before it reaches
its absorption site thus ensuring its optimal BA.[3]
Drugs that are easily absorbed from the gastrointestinal tract
(GIT) with having a short half-life are quickly eliminated from
the blood circulation and require frequent dosing. To avoid this
problem, the oral formulations have been developed in an attempt
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to release the drug slowly into the GIT and maintain a constant
drug concentration in the serum for longer period of time. Such
oral drug delivery devices have a restriction due to the gastric
retention time (GRT), a physiological limitation.

Prolonged gastric retention improves BA, reduces drug waste,
and improves solubility of drugs that are less soluble in a high
pH environment. It is also suitable for local drug delivery to the
stomach and proximal small intestines. Gastroretention helps
to provide better availability of new products with suitable
therapeutic activity and substantial benefits for patients.

Physiological Considerations
Stomach-the site for gastro retention

The stomach is situated in the left upper part of the abdominal
cavity immediately under the diaphragm. Its size varies according
to the amount of distension up to 1500 ml following a meal;
after food has emptied, a collapsed state is obtained with resting
volume of 25–50 ml. The stomach is anatomically divided into
three parts: fundus, body, and antrum (or pylorus). The proximal
stomach made up of fundus and body regions serves as a reservoir
for ingested materials, while the distal region (antrum) is the
major site of mixing motions, acting as a pump to accomplish
gastric emptying.

Gastrointestinal motility and emptying of food

The process of gastric emptying occurs both during fasting and
fed states; however, the pattern of motility differs markedly in
the two states. Two distinct patterns of gastrointestinal motility
and secretion exist corresponding to the fasted and fed states. As
a result, the BA of orally administered drugs will vary depending
on the state of feeding.

In the fasted state, it is characterized by an interdigestive series
of electrical event and cycle, both through the stomach and small
intestine every 2–3 h. This activity is called the interdigestive
myoelectric cycle or migrating motor complex (MMC) is often
divided into four consecutive phases: basal (Phase I), pre-burst
(Phase II), burst (Phase III), and Phase IV intervals.

The motor activity in the fed state is induced 5–10 m after ingestion
of a meal and persists as long as food remains in the stomach. The
larger the amount of food ingested, the longer the period of fed
activity, with usual time spans of 2–6 h, and more typically, 3–4 h,
with phasic contractions similar to Phase II of MMC.[4]
When CRDDS are administered in the fasted state, the MMC may
be in any of its phases, which can significantly influence the total
GRT and transit time in GIT.
This assumes even more significance for drugs that have an
absorption window because it will affect the amount of time
the dosage form spends in the region preceding and around the
window. The less time spent in that region, the lower the degree
of absorption. On the other hand, in the fed stomach the gastric
retention time (GRT) of non-disintegrating dosage forms depends
mostly on their size and composition and caloric value of food.

Requirements for gastroretention

From the discussion of the physiological factors in stomach,
to achieve gastroretention, the dosage form must satisfy some
requirements. One of the key issues is that the dosage form must
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be able to withstand the forces caused by peristaltic waves in
the stomach and constant grinding and churning mechanisms. It
must resist premature gastric emptying and once the purpose has
been served, it should be removed from the stomach with ease.[5]

Factors Affecting Gastric Retention
Density

GRT is a function of dosage form buoyancy that is dependent on
the density. Density of the dosage form should be less than the
gastric contents (1.004 g/ml).

Size

Dosage form units with a diameter of more than 7.5 mm are
reported to have an increased GRT compared to those with a
diameter of 9.9 mm.

Shape of dosage form

Tetrahedron and ring-shaped unfolding expandable GRDF with
a flexural modulus of 48 and 22.5 kilopounds per square inch,
respectively, are reported to have better GRT ≈ 90–100% retention
at 24 h compared with other shapes such as continuous stick,
planar disc, planar multilobe, and string.

Single or multiple unit formulation

Multiple unit formulations show a more predictable release
profile and insignificant impairing of the performance due to
the failure of units, allow coadministration of units with different
release profiles or containing incompatible substances and permit
a larger margin of safety against dosage form failure compared
with single unit dosage forms.

Fed state

Under fasting conditions, the gastrointestinal motility is
characterized by the periods of strong motor activity or the MMC
that occur every 2–3 h. The MMC sweeps undigested material from
the stomach and, if the timing of administration of formulation
coincides with that of the MMC, then, GRT of the unit may be
expected to be very short. However, in the fed state, MMC is
delayed, and GRT is considerably longer.

Nature of meal

Feeding of indigestible polymers or fatty acid salts such as
cellulose, starch, polydextrose, and raffinose can change the
motility pattern of the stomach by delaying the MMC, thus
decreasing the gastric emptying rate and prolonging drug release.

Caloric content

GRT can be increased by 4–10 h with a meal that is high in
proteins and fats.

Frequency of feed

The GRT can increase by over 400 min when successive meals
are given compared with a single meal due to the low frequency
of MMC.

Gender

It was observed that mean GRT in males is less than the female
subjects of same age and race. Females emptied their stomach
slowly in comparison to male candidates, regardless of their
weight, height, and body surface area.
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Age

Elderly people, especially those over 70, have a significantly
longer GRT.

Posture

GRT can vary between supine and upright ambulatory states of the
patient. For the floating systems, it was reported that when subjects
were kept in the upright ambulatory position, the dosage form
stayed continuously on gastric content in comparison to the supine
state of the patients. Thus, in the upright position of the patients,
floating dosage forms protected against post-prandial emptying.

Concomitant drug administration

Clonidine, lithium, nicotine, progesterone, anticholinergics such
as atropine and propantheline and opiates like codeine prolong
GRT. On the other hand, erythromycin and octreotide enhance
the gastric emptying.[6-10]

Approaches for Gastroretention

Different methods have been devised to improve period of
retainment of oral dosage form in the stomach. They may be
broadly classified as:
1. High-density systems;
2. Floating systems;
3. Expandable systems;
4. Super porous hydrogels;
5. Mucoadhesive or bioadhesive systems;
6. Magnetic systems; and
7. Dual working systems.

GR drug delivery is an approach to prolong GRT, thereby targeting
site-specific drug release in the upper GIT for local or systemic
effects. GRDFs can remain in the gastric region for long periods
and hence significantly prolong the gastric retention time of
drugs. Several GR drug delivery approaches being designed and
developed.

Floating DDSs (FDDSs)

FFDDS is an effective technology to prolong the GRT to improve
the BA of the drug. FDDS are low-density systems that have
sufficient buoyancy to float over the gastric contents and remain
in the stomach for a prolonged period. Floating systems can be
classified as effervescent and non-effervescent system.

Effervescent systems

These buoyant delivery systems utilize matrices prepared with
swellable polymers such as Methocel or polysaccharides, for
example, chitosan, and effervescent components, for example,
sodium bicarbonate and citric or tartaric acid or matrices
containing chambers of liquid that gasify at body temperature. Gas
can be introduced into the floating chamber by the volatilization
of an organic solvent (e.g., ether or cyclopentane) or by the carbon
dioxide produced as a result of an effervescent reaction between
organic acids and carbonate–bicarbonate salts. This produces an
upward motion of the dosage form and maintains its buoyancy.
Recently, a multiple-unit type of floating pill, which generates
carbon dioxide gas, has been developed.

Non-effervescent systems

Non-effervescent floating DDSs are normally prepared from
gel-forming or highly swellable polysaccharides or matrix forming

polymers such as polyacrylate, polycarbonate, polystyrene, and
polymethacrylate. In one approach, intimate mixing of drug with
a gel-forming hydrocolloid which results in contact with gastric
fluid after oral administration and maintain a relative integrity
of shape and a bulk density less than unity within the gastric
environment. The air trapped by the swollen polymer confers
buoyancy to these dosage forms. Excipients used most commonly
in these systems include hydroxyl, propyl, methyl, cellulose,
polyacrylates, polyvinyl acetate, carbopol, sodium alginate,
calcium chloride, polyethylene oxide, and polycarbonates.

Raft-forming systems

On contact with gastric fluid, a gel-forming solution (e.g., sodium
alginate solution containing carbonates or bicarbonates) swells
and forms a viscous cohesive gel containing entrapped CO2
bubbles. This forms raft layer on top of gastric fluid which releases
drug slowly in stomach. Such formulation typically contains
antacids such as aluminum hydroxide or calcium carbonate to
reduce gastric acidity. They are often used for gastroesophageal
reflux treatment as with liquid Gaviscon.

Bioadhesive DDSs

Bioadhesive systems are those which bind to the gastric
epithelial cell surface or mucin and serve as the potential means
of extending the GRT of DDS in the stomach, by increasing the
duration of contact of drug with the biological membrane. The
concept is based on self-protecting mechanism of GIT. Mucus
secreted continuously by the specialized goblet cells located
throughout the GIT plays a cytoprotective role. Bioadhesion is an
interfacial phenomenon in which is biological, is held together by
means of interfacial forces.

Swelling and expanding systems

These systems since they exhibit the tendency to remain longed at
the pyloric sphincter. On coming in contact with gastric fluid, the
polymer imbibes water and swells. The extensive swelling of these
polymers is due to the presence of physical/chemical cross-links
in the hydrophilic polymer network. These cross-links prevent
the dissolution of the polymer, and hence, maintain the physical
integrity of the dosage form. A balance between the extent and
duration of swelling is maintained by the degree of cross-linking
between the polymeric chains. A high degree of cross-linking
retards the swelling ability of the system maintaining its physical
integrity for prolonged period.

High-density systems

These dosage forms have a density (3g/ml) far exceeding that
of normal stomach contents (1g/ml) and thus retained in rugae
of the stomach and are capable of withstanding its peristaltic
movements. The density of these systems should at least be
1.004 g/ml. This is accomplished by coating the drug with heavy
inert materials such as barium sulfate, zinc oxide, titanium
dioxide, and iron powder.

Self-unfolding systems

The self-unfolding systems are capable of mechanically increasing
in size relative to the initial dimension. This increase prevents
the system from passing through the pylorus and provides for its
prolonged stay in the stomach. A drug can be either contained in a
polymeric composition of the gastroretentive systems or included
as a separate component. Several methods were suggested to
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provide for the self-unfolding effect: (1) The use of hydrogels
swelling in contact with the gastric juice, (2) osmotic systems,
comprising an osmotic medium in a semipermeable membrane,
and (3) systems based on low-boiling liquids converting into a
gas at the body temperature.[11-14]

arteriosclerosis, end-stage renal disease, and other lifethreatening disorders. According to the World Health Organization,
hypertension is the third leading cause of death worldwide.

•

This becoming a chronic disease requires long-term treatment. Most
of the antihypertensive drugs have short half-life, short GRT, low BA,
and narrow absorption window. GRDDS can be a viable option for
management of hypertension as several antihypertensive drugs.

Effects of Prolong Gastric Retention of Drugs
Advantages of prolong gastric retention of drugs
•
•
•
•
•
•
•
•

Increase in BA and curative efficiency of drugs and economic
usage of dosage.
Minimized factor of risk in resistance in antibiotics owing
to stabilized therapeutic levels over prolonged periods
removing fluctuations.
Optimized release in case of short half-life drugs causes flipflop pharmacokinetics and also ensures patient compliance
with reduced dosage frequency.
They are advantageous against drawbacks of the gastric
retention time (GRT) as well as the gastric emptying time
(GET). The system remains buoyant on gastric fluid because
of lower bulk density than gastric fluids.
These are efficient in repairing stomach and small intestinerelated problems. Its attributed to the fact that gastroretentive
drug delivery sustains drug release, and hence, avail local
therapy in these organs.
This method provides with a systematic and controlled
DDS which minimizes chances of drug overexposure at the
diseased site.
Providing a narrow curative index, the gastroretentive dosage
forms minimize variance in concentrations of drugs and effects.
This system provides higher efficiency due to reduced
counter-activity by body.
As the system provides with controlled rates of fluctuation,
a wider array is provided for selectivity in receptor
activation.[15-17]

Disadvantages of GRDDS
•
•

Need for increased level of fluids in the stomach.
Unsuitable for such drugs as:
•
Problematic with solubility in gastric fluid.
•
Causing GI irritation.
•
Inefficient in acidic environment.
•
Drugs intended for selective release in the colon.
•
Unpredictable adherence owing to state of constant
renewal of mucus wall of stomach.
•
GRDDS is fed into the system after the meal as time of
stay in stomach depends on digestive state.
•
The ability of the drug to remain in the stomach depends
on the subject being positioned upright.
•
Hydrogel-based swelling system takes longer time to
swell.
•
On multiple administrations, size increasing DDSs pose
the threat to life owing to possible hazard of permanent
retention in stomach.
•
Superporous systems having drawback like
problematical storage of much easily hydrolyzable,
biodegradable polymers.[18-22]

GRDDS for Antihypertensive Drugs

Uncontrolled hypertension is a major risk factor for stroke,
coronary heart disease, left ventricular hypertrophy, arrhythmia,
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Joint National committee VIII (United States) estimates suggest
more than 1 billion hypertensive patients worldwide. As per the
WHO report on World Health Statistics 2012, one in every three
adults has raised blood pressure.[23,24]

It may be beneficial for some of the following drugs having.
• Narrow absorption window, for example, furosemide,
atenolol, and diltiazem[23,24]
• Short half-life, for example, losartan and furosemide[25,26]
• Instability, for example, captopril at high pH values[27,28]
• Low solubility, for example, verapamil, furosemide, and
propranolol at high pH[29-31]
• Degradation in the colon.

GRDDS is an approach to prolong GRT, thereby targeting sitespecific drug release in the upper GIT for local or systemic effects.
Table 1: Compiled research study on various
antihypertensive drugs explored as GRDFs
Drug

GRDF

Losartan
Propranolol
Furosemide
Verapamil
Captopril
Nimodipine
Nicorandil
Quinapril
Amlodipine
Atenolol
Metoprolol
Ramipril
Lacidipine
Diltiazem
Propranolol
Furosemide
Verapamil
Nifedipine
Carvedilol
Diltiazem
Felodipine
Nicardipine
Lisinopril
Lercanidipine
Furosemide
Captopril
Diltiazem
Furosemide
Verapamil
Captopril
Lisinopril

Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Tablets
Microspheres
Microspheres
Microspheres
Microspheres
Microspheres
Microspheres
Microspheres
Microspheres
hollow microspheres
Capsules
Capsules
Capsules
Films
Films
Beads
Beads
Beads
Beads
Beads

GRDFs: Gastroretentive dosage forms
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Table 2: Marketed GRDFs (products) for treatment of hypertension

[34,70]

Drug

Technology

Brand name

Manufacturer

Prazosin HCl
Carvedilol
Verapamil HCl
Nisoldipine

Effervescence and swelling based floating system
Osmotic system
OROS
GeomatrixTM

Prazopress XL®
Coreg CR®
Covera HS®
Sular®

Sun Pharma, India
GlaxoSmithKline, USA
DURECT Corporation, USA
Skyepharma, Shionogi Pharma Inc., UK

GRDFs: Gastro retentive dosage forms

This site-specific drug delivery reduces undesirable side effects of
administered drug as it can minimize the counter activity of the
body leading to higher drug efficiency. GRDDS of antihypertensive
drugs may be useful to increase the GRT, BA, henceforth to reduce
the dose of the drug, dosing frequency, and increased patient
compliance.[32,33]

REFERENCES
1.
2.

Hence, to formulate a GRDDS for an antihypertensive drug, to
achieve an extended retention in the upper GIT, which may
be result in enhanced absorption and thereby improved BA
[Tables 1 and 2].

3.

Adequate control of the GRT combined with controlled drug
release patterns can significantly improve the BA of the drug.
To achieve this goal, floating, bioadhesive, expanding/swelling,
and raft forming systems have depicted promising potential.
However, various other systems need to be explored for
achieving maximum therapeutic efficacy. While many systems
have proven their efficacy, in vitro and in vivo, clinical intricacies
need to be resolved before the novel GRDDS can be put into
commercial use.

6.

Future Prospective

In spite of various benefit till date, there is very few utilization of
these DDS on an industrial level. Especially for management of
hypertension, the GRDDS may be a potential approach in future.
This delivery system can play a beneficial role in not only the
absorption of active pharmaceutical ingredients with decrease
in dosing frequency but also enhance the BA of antihypertensive
drugs and reduce the side effects related with applications of
these drugs.

CONCLUSION

4.
5.

7.

8.

9.

10.

11.
12.

Increased GRT of a CR system has great practical applications.
A CR system with GR ability can significantly improve BA and
improve the efficiency of medical treatment. All the GR systems
have their positive aspects and drawbacks.

For management of hypertension, these systems also meliorate
the efficacy of drugs which have altered stability, solubility,
and absorption in GIT. These systems have special additional
advantages for the drugs that are primarily absorbed from the
upper segment of the GIT. It is also evident that the maximum
number of commercial products and patents of GR systems belong
to the class of floating DDSs. Hence, with an improved knowledge
of formulation aspects and physiochemical and pharmacological
prospects of drugs, someone can design an optimum system for
drug delivery in the gastric cavity.

13.

14.
15.
16.

17.

Rabbie SC, Flanagan T, Martin PD, Basit AW. Intersubject variability in intestinal drug solubility. Int J Pharm
2015;485:229-34.
Rouge N, Buri P, Doelker E. Drug absorption sites in the
gastrointestinal tract and dosage forms for site-specific
delivery. Int J Pharm 1996;136:117-39.
Mandal UK, Chatterjee B, Senjoti FG. Gastro-retentive drug
delivery systems and their in vivo success: A recent update.
Asian J Pharm Sci 2016;11:575-84.
Gupta PK, Robinson JR. Gastric emptying of liquids in the
fasted dog. Int J Pharm 1988;43:45-52.
Streubel A, Siepmann J, Bodmeier R. Gastroretentive drug
delivery systems. Expert Opin Drug Deliv 2006;3:217-33.
Bera H, Kumar S, Maiti S. Facile synthesis and characterization
of tailor-made pectin-gellan gum-bionanofiller composites
as intragastric drug delivery shuttles. Int J Biol Macromol
2018;118:149-59.
Desai N, Purohit R. Development of novel high density
gastroretentive multiparticulate pulsatile tablet of clopidogrel
bisulfate using quality by design approach. AAPS
PharmSciTech 2017;18:3208-18.
Mahmoud D, Shukr MH, ElMeshad AN. Gastroretentive
microsponge as a promising tool for prolonging the release of
mitiglinide calcium in Type-2 diabetes mellitus: Optimization
and pharmacokinetics study. AAPS PharmSciTech 2018.
Neumann M, Schneider F, Koziolek M, Garbacz G,
Weitschies W. A novel mechanical antrum model for the
prediction of the gastroretentive potential of dosage forms.
Int J Pharm 2017;530:63-70.
Zhang Y, Zhang L, Zhang Q, Zhang X, Zhang T, Wang B.
Enhanced gastric therapeutic effects of Brucea javanica oil
and its gastroretentive drug delivery system compared to
commercial products in pharmacokinetics study. Drug Des
Dev Ther 2018;12:535-44.
Chen Z, Cheng Q, Yu X, He Y, Li L. Research progress of growth
factor sustained-release microspheres in fat transplantation.
Chin J Reparative Reconstr Surg 2017;31:1402-6.
Huang J, Wang S, Zhang X, Li G, Ji P, Zhao H. Experimental
study on loading naringin composite scaffolds for repairing
rabbit osteochondral defects. Chin J Reparative Reconstr
Surg 2017;31:489-96.
Yang TT, Wen BF, Liu K, Qin M, Gao YY, Ding DJ, et al.
Cyclosporine a/porous quaternized chitosan microspheres as
a novel pulmonary drug delivery system. Artif Cells Nanomed
Biotechnol 2018;1-13.
Ye M, Pan W, Yang X, Zhang X. Research progress of
progesterone preparations: A mini review. Curr Drug Metab
2018.
Jielani A, Fatima T, Hussain JA, Rasheed R. Gastric emptying
scintigraphy in assessment of chronic vomiting. J Ayub Med
Coll Abbottabad 2018;30:295-7.
Petchsomrit A, Sermkaew N, Wiwattanapatapee R. Alginatebased composite sponges as gastroretentive carriers for
curcumin-loaded self-microemulsifying drug delivery systems.
Sci Pharm 2017;85:11.
Qin C, Wu M, Xu S, Wang X, Shi W, Dong Y, et al. Design

Asian Pacific Journal of Health Sciences | Vol. 5 | Issue 2 | April-June | 2018

Page | 221

Chawra, et al.: Gastro retentive drug delivery systems

18.

19.
20.
21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

and optimization of gastro-floating sustained-release tablet
of pregabalin: In vitro and in vivo evaluation. Int J Pharm
2018;545:37-44.
Aoki H, Iwao Y, Mizoguchi M, Noguchi S, Itai S.
Clarithromycin highly-loaded gastro-floating fine granules
prepared by high-shear melt granulation can enhance the
efficacy of Helicobacter pylori eradication. Eur J Pharm
Biopharm 2015;92:22-7.
Garg T, Kumar A, Rath G, Goyal AK. Gastroretentive drug
delivery systems for therapeutic management of peptic ulcer.
Crit Rev Ther Drug Carrier Syst 2014;31:531-57.
Malik R, Garg T, Goyal AK, Rath G. Polymeric nanofibers:
Targeted gastro-retentive drug delivery systems. J Drug
Target 2015;23:109-24.
Singh B, Kaur A, Dhiman S, Garg B, Khurana RK, Beg S.
QbD-Enabled development of novel stimuli-responsive
gastroretentive systems of acyclovir for improved patient
compliance and biopharmaceutical performance. AAPS
PharmSciTech 2016;17:454-65.
Verma A, Dubey J, Hegde RR, Rastogi V, Pandit JK.
Helicobacter pylori: Past, current and future treatment
strategies with gastroretentive drug delivery systems. J Drug
Target 2016;24:897-915.
Chudiwal VS, Shahi S, Chudiwal S. Development of sustained
release gastro-retentive tablet formulation of nicardipine
hydrochloride using quality by design (QbD) approach. Drug
Dev Ind Pharm 2018;44:787-99.
Gupta P, Kumar M, Kaushik D. Pantoprazole sodium loaded
microballoons for the systemic approach: In vitro and in vivo
evaluation. Adv Pharm Bull 2017;7:461-7.
Ha JM, Seo JW, Kim SH, Kim JY, Park CW, Rhee YS,
et al. Implementation of quality by design for formulation
of rebamipide gastro-retentive tablet. AAPS PharmSciTech
2017;18:3129-39.
Zhang LP, Wang XL, Pang QQ, Huang YP, Tang L, Chen M,
et al. Solvent-responsive floating liquid crystalline-molecularly
imprinted polymers for gastroretentive controlled drug release
system. Int J Pharm 2017;532:365-73.
Choudhary S, Jain A, Amin M, Mishra V, Agrawal GP,
Kesharwani P. Stomach specific polymeric low density
microballoons as a vector for extended delivery of rabeprazole
and amoxicillin for treatment of peptic ulcer. Colloids Surfaces
B Biointerfaces 2016;141:268-77.
Zhang C, Tang J, Liu D, Li X, Cheng L, Tang X. Design
and evaluation of an innovative floating and bioadhesive
multiparticulate drug delivery system based on hollow
structure. Int J Pharm 2016;503:41-55.
Bhalekar MR, Bargaje RV, Upadhaya PG, Madgulkar AR,
Kshirsagar SJ. Formulation of mucoadhesive gastric retentive
drug delivery using thiolated xyloglucan. Carbohydr Polym
2016;136:537-42.
Jain SK, Haider T, Kumar A, Jain A. Lectin-conjugated
clarithromycin and acetohydroxamic acid-loaded PLGA
nanoparticles: A novel approach for effective treatment of
H. pylori. AAPS PharmSciTech 2016;17:1131-40.
Zhang S, Bellinger AM, Glettig DL, Barman R, Lee YA,
Zhu J, et al. A pH-responsive supramolecular polymer gel
as an enteric elastomer for use in gastric devices. Nat Mater
2015;14:1065-71.
Kadivar A, Kamalidehghan B, Javar HA, Davoudi ET,
Zaharuddin ND, Sabeti B, et al. Formulation and in vitro,
in vivo evaluation of effervescent floating sustained-release
imatinib mesylate tablet. PLoS One 2015;10:e0126874.
Qi X, Chen H, Rui Y, Yang F, Ma N, Wu Z. Floating tablets
for controlled release of ofloxacin via compression coating of
hydroxypropyl cellulose combined with effervescent agent.
Int J Pharm 2015;489:210-7.
Srikanth MV, Ram BJ, Sunil SA, Rao NS, Murthy KV.
Gastroretentive drug delivery systems: Novel approaches
and its evaluation - A review. Int J Pharm Sci Rev Res

Page | 222

www.apjhs.com
2011;10:203-16.
35. Chen RN, Ho HO, Yu CY, Sheu MT. Development of
swelling/floating gastroretentive drug delivery system based
on a combination of hydroxyethyl cellulose and sodium
carboxymethyl cellulose for losartan and its clinical relevance
in healthy volunteers with CYP2C9 polymorphism. Eur J
Pharm Sci 2010;39:82-9.
36. Chinta DD, Graves RA, Pamujula S, Praetorius N,
Bostanian LA, Mandal TK, et al. Spray-dried chitosan as a
direct compression tableting excipient. Drug Dev Ind Pharm
2009;35:43-8.
37. Balsara J, Fletcher P. An audit of whether prescribed doses
are measurable on the graduations of one oral syringe. Arch
Dis Child 2016;101:e2.
38. Khan MA, Badshah A, Shahid M. Pharmaceutical evaluation
and toxicological quantification of heavy metals and
adulterated allopathic contents in raw and finished dosage
form of antihypertensive herbal products. Afr J Tradit
Complement Altern Med 2016;13:54-60.
39. Muhammad S, Xu G, Wei F, Ma Y, Ma Y, Song Y,
et al. Determination of verapamil HCl in pharmaceutical
preparations by a fluorescent nano probe based on CdTe/
CdS/ZnS quantum dots. Nanomater (Basel, Switzerland)
2017;7:358.
40. Rezaee F, Ganji F. Formulation, characterization, and
optimization of captopril fast-dissolving oral films. AAPS
PharmSciTech 2018;19:2203-12.
41. Mu H, Wang L. Efficacy of nimodipine plus yufeng ningxin
tablets for patients with frequent migraine. Pharmacology
2018;102:53-7.
42. Maeda H, Ogawa Y, Ishiyama M, Hirayama T, Terada K.
Formulation approach for nicorandil pulsatile release tablet.
Chem Pharm Bull 2008;56:464-7.
43. Tamilvanan S, Babu RV, Nappinai A, Sivaramakrishnan G.
In vitro and in vivo evaluation of hydrophilic and hydrophobic
polymers-based nicorandil-loaded peroral tablet compared
with its once-daily commercial sustained-release tablet. Drug
Dev Ind Pharm 2011;37:436-45.
44. Liu Y, Liu N, Zhou YN, Lin L, He L. Rapid analysis of drug
dissolution by paper spray ionization mass spectrometry.
J Pharm Biomed Anal 2017;136:106-10.
45. Lu CY, Wang YR, Chen SH, Feng CH. Analysis of quinapril
by two solvent-saving methods: Application of capillary
column high-performance liquid chromatography with
ultraviolet absorbance detection and LDI-TOF-MS. J AOAC
Int 2010;93:1201-6.
46. Bialy LP, Wojcik C, Mlynarczuk-Bialy I. Mucosal delivery
systems of antihypertensive drugs: A practical approach in
general practice. Biomed Pap Med Fac Univ Palacky Olomouc
Czech Repub 2018;162:71-8.
47. Khan HU, Hanif M, Sarfraz RM, Maheen S, Afzal S, Sher M,
et al. Development and evaluation of novel antihypertensive
or odispersible tablets. Pak J Pharm Sci 2017;30:1557-65.
48. Boyce H, Smith D, Byrn S, Saluja B, Qu W, Gurvich VJ,
et al. In vitro assessment of nasal insufflation of comminuted
drug products designed as abuse deterrent using the vertical
diffusion cell. AAPS PharmSciTech 2018;19:1744-57.
49. Klein S, Seeger N, Mehta R, Missaghi S, Grybos R, RajabiSiahboomi A. Robustness of barrier membrane coated
metoprolol tartrate matrix tablets: Drug release evaluation
under physiologically relevant in vitro conditions. Int J Pharm
2018;543:368-75.
50. Zaid AN, Ghanem M, Maqboul L, Zaid H, Mahasne A. Biowaiver
eligibility of a lower strength ramipril/hydrochlorothiazide
immediate release tablets using a new validated HPLC
analytical method. Drug Res 2016;66:539-46.
51. Funato H, Watanabe M, Uemura A. Therapeutic effects of a
calcium antagonist, lacidipine, on stroke-prone spontaneously
hypertensive rats with cerebrovascular lesions. Japn J
Pharmacol 1999;80:199-208.

Asian Pacific Journal of Health Sciences | Vol. 5 | Issue 2 | April-June | 2018

www.apjhs.comChawra, et al.: Gastro retentive drug delivery systems
52. Sultana S, Bhavna, Iqbal Z, Panda BP, Talegaonkar S,
Bhatnagar A, et al. Lacidipine encapsulated gastroretentive
microspheres prepared by chemical denaturation for
pylorospasm. J Microencapsul 2009;26:385-93.
53. Sun C, Liu H, Zhao X, He H, Pan W. In vitro and in vivo
evaluation of a novel diltiazem hydrochloride polydispersity
sustained-release system. Drug Dev Ind Pharm 2013;39:62-6.
54. Guo X, Zhu X, Liu D, Gong Y, Sun J, Dong C. Continuous
delivery of propranolol from liposomes-in-microspheres
significantly inhibits infantile hemangioma growth. Int J
Nanomed 2017;12:6923-36.
55. Zhu X, Guo X, Liu D, Gong Y, Sun J, Dong C. Significant
inhibition of infantile hemangioma growth by sustained
delivery of urea from liposomes-in-microspheres. Oncol Rep
2018;39:109-18.
56. Derakhshandeh K, Karimi M, Azandaryani AH, Bahrami G,
Ghanbari K. Pharmacokinetic study of furosemide
incorporated PLGA microspheres after oral administration to
rat. Iran J Basic Med Sci 2016;19:1049-55.
57. Mouez MA, Zaki NM, Mansour S, Geneidi AS. Bioavailability
enhancement of verapamil HCl via intranasal chitosan
microspheres. Eur J Pharm Sci 2014;51:59-66.
58. Parida P, Mishra SC, Sahoo S, Behera A, Nayak BP.
Development and characterization of ethylcellulose based
microsphere for sustained release of nifedipine. J Pharm Anal
2016;6:341-4.
59. Patil SB, Kaul A, Babbar A, Mathur R, Mishra A, Sawant KK.
In vivo evaluation of alginate microspheres of carvedilol for
nasal delivery. J Biomed Mater Res Part B Appl Biomater
2012;100:249-55.
60. Chiou AH, Cheng HC, Wang DP. Micronization and
microencapsulation of felodipine by supercritical carbon
dioxide. J Microencapsul 2006;23:265-76.
61. Moursy NM, Afifi NN, Ghorab DM, El-Saharty Y. Formulation
and evaluation of sustained release floating capsules of
nicardipine hydrochloride. Die Pharm 2003;58:38-43.
62. Malacco E, Santonastaso M, Vari NA, Gargiulo A, Spagnuolo V,
Bertocchi F, et al. Comparison of valsartan 160 mg with
lisinopril 20 mg, given as monotherapy or in combination
with a diuretic, for the treatment of hypertension: The blood
pressure reduction and tolerability of valsartan in comparison

with lisinopril (PREVAIL) study. Clin Ther 2004;26:855-65.
63. Parmar N, Singla N, Amin S, Kohli K. Study of cosurfactant
effect on nanoemulsifying area and development of lercanidipine
loaded (SNEDDS) self-nanoemulsifying drug delivery system.
Coll Surfaces B Biointerfaces 2011;86:327-38.
64. Patel DP, Setty CM, Mistry GN, Patel SL, Patel TJ, Mistry PC,
et al. Development and evaluation of ethyl cellulose-based
transdermal films of furosemide for improved in vitro skin
permeation. AAPS PharmSciTech 2009;10:437-42.
65. Becker D, Zhang J, Heimbach T, Penland RC, Wanke C,
Shimizu J, et al. Novel orally swallowable IntelliCap((R))
device to quantify regional drug absorption in human GI
tract using diltiazem as model drug. AAPS PharmSciTech
2014;15:1490-7.
66. Setty CM, Sahoo SS, Sa B. Alginate-coated alginatepolyethyleneimine beads for prolonged release of furosemide in
simulated intestinal fluid. Drug Dev Ind Pharm 2005;31:435-46.
67. Yousry C, Amin MM, Elshafeey AH, El Gazayerly ON. Ultrahigh
verapamil-loaded controlled release polymeric beads using
superamphiphobic substrate: D-optimal statistical design,
in vitro and in vivo performance. Drug Deliv 2018;25:1448-60.
68. Pawar HA, Lalitha KG, Ruckmani K. Alginate beads of
Captopril using galactomannan containing Senna tora
gum, guar gum and locust bean gum. Int J Biol Macromol
2015;76:119-31.
69. Molinaro G, Adam A, Lepage Y, Hammerschmidt D,
Koenigbauer U, Eastlund T. Hypotensive reaction during
staphylococcal protein A column therapy in a patient with
anomalous degradation of bradykinin and Des-Arg9-bradykinin
after contact activation. Transfusion 2002;42:1458-65.
70. Awasthi R, Kulkarni GT. Decades of research in drug targeting
to the upper gastrointestinal tract using gastroretention
technologies: Where do we stand? Drug Deliv 2016;23:378-94.

How to cite this Article: Chawra HS, Tanwar YS, Gilhotra RM,
Singh SK. Gastroretentive drug delivery systems a potential approach
for antihypertensive drugs: An updated review. Asian Pac. J. Health Sci.,
2018; 5(2):217-223.
Source of Support: Nil, Conflict of Interest: None declared.

Asian Pacific Journal of Health Sciences | Vol. 5 | Issue 2 | April-June | 2018

Page | 223

