IN VITRO BIOEQUIVALENCE
STUDIES FOR SUCRALFATE
About Sucralfate
Sucralfate is a non-absorbed sucrose octasulfate complex that is
prescribed for gastric and duodenal ulcers.
Sucralfate is available in two dosage forms: tablets and suspension.
As Sucralfate is a non-absorbed polymer, traditional in vivo
bioequivalence evaluation is not feasible. Hence, the USFDA recommends
evaluation of bioequivalence by in vitro binding assays performed at
physiologically relevant conditions.

Assessment of In Vitro Bioequivalence:
USFDA Requirements

Sucralfate

Equilibrium Binding Study with
Human Serum Albumin (HSA)/
Bovine Serum Albumin (BSA)

Equilibrium Binding Study
with Bile Salts

Kinetic Binding with Bile Salts

Incubation of acidiﬁed Sucralfate IP with minimum
8 different concentrations of BSA in minimum 12 replicates
Equivalence based on 90% Conﬁdence interval of
Test to Reference ratios for k2 values
Incubation of acidiﬁed Sucralfate IP with minimum 8 different
concentrations of Bile salts in minimum 12 replicates
Equivalence based on 90% Conﬁdence interval of Test to
Reference ratios for k2 values

Incubation of acidiﬁed Sucralfate IP for minimum 8 different
time points at minimum and maximum concentrations of bile
salts (obtained from equilibrium study) in minimum 12 replicates
Equivalence based on qualitative comparison of Test to
Reference ratios for percent binding

Enzyme (Pepsin) Activity Study

Incubation of 5 different concentrations of acidiﬁed Sucralfate IP
for with same concentration of pepsinin minimum 12 replicates
Equivalence based on qualitative comparison of Test to
Reference ratios for percent inhibiton of enzyme activity

Raptim’s Experience with Sucralfate
Raptim Research Pvt. Ltd. has optimized and validated the assay
conditions and analytical methods for sample analysis.
The methods are simple, reproducible and as per the product speciﬁc
guidance for Sucralfate suspension and tablets.
The assays are developed considering physiological conditions,
properties of adsorbate and site of action.
The pH of samples is maintained throughout the experiments with
regular monitoring.
We have submitted 2 pivotal studies and performed screening for
three clients.
We are working with sponsors in optimization of the formulation by
screening the prototype using in vitro assays.

Key Parameters for In Vitro Studies
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Kinetic binding assay
with Bile salts

Assay performed with mixture of Bile
acid salts (GCA : GCDA : TDCA)
Time points selected to cover the
transit time of drug under physiological
condition and the time required for
maximum binding
Validated LCMS method for sample
analysis

Kinetic Binding of Bile Acids
with Sucralfate
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Why work with Raptim
Raptim Research Pvt Ltd has submitted more than 30 in vitro permeability
and binding studies.
Raptim has a team of Scientists with more than 7 years of experience with
in vitro studies.
Raptim is quick to learn, adapt and improvise on the skills and
methodologies required by the regulatory agencies.
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