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Table 1: Formula of atenolol gel
Ingredients
HPMC (%)
Aqupec HV‑505 (%)
Atenolol (%)
TEA (%)
Propylene glycol (%)
Ethyl acetate (%)
DMDM hydantoin (%)
Aquadest ad (%)

FA

FB

FA1

FA2

FA3

FB1

FB2

FB3

‑
0.50
0.50
1.00
25.00
5.00
0.30
100.00

‑
1.00
0.50
1.75
25.00
5.00
0.30
100.00

‑
1.50
0.50
2.50
25.00
5.00
0.30
100.00

1.50
‑
0.50
1.00
25.00
5.00
0.30
100.00

2.00
‑
0.50
1.00
25.00
5.00
0.30
100.00

2.50
‑
0.50
1.00
25.00
5.00
0.30
100.00

FA: Formula gel using Aqupec HV‑505, FA1: Formula gel using Aqupec
HV‑505 0.5%, FA2: Formula gel using Aqupec HV‑505 1%, FA3: Formula gel
using Aqupec HV‑505 1.5%, FB: Formula gel using HPMC, FB1: Formula gel using
HPMC 1.5%, FB2: Formula gel using HPMC2%, FB3: Formula gel using HPMC 2.5.
TEA: Triethanolamine

Table 2: Formula of gel with various concentration of atenolol

Ingredients

FA2.0

FA2.1

FA2.2

FA2.3

Aqupec HV‑505 1(%)
Atenolol (%)
TEA (%)
Propylene glycol (%)
Ethyl acetate (%)
DMDM hydantoin (%)
Aquadest ad (%)

1.00
‑
1.75
25.00
5.00
0.30
100.00

1.00
0.50
1.75
25.00
5.00
0.30
100.00

1.00
1.00
1.75
25.00
5.00
0.30
100.00

1.00
1.50
1.75
25.00
5.00
0.30
100.00

FA2.0: Formula of Aqupec HV‑505 1% gel without atenolol, FA2.1: Formula of
Aqupec HV‑505 1% gel with atenolol 0.5%, FA2.2: Formula of Aqupec HV‑505 1%
gel with atenolol 1.0%, FA2.3: Formula of Aqupec HV‑505 1% gel with atenolol
1.5%. TEA: Triethanolamine
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(TLC) into gel. Samples were dissolved in methanol and the eluent was
ammonia:methanol (1:4). The spot was observed at UV light 254 nm.

Quantitative analysis was conducted by measuring the atenolol content
in the sample. 1 g of gel was accurately weighed and placed in a 100 ml
volumetric flask containing 30 ml of methanol, stirred for 30 min,
and made up to volume. The amount of atenolol was calculated using
standard obtained curve. The determination was conducted at 1st day
and 56th day of preparation.
Safety test
The safety test was conducted into 10 volunteers using patch test
method.

RESULTS AND DISCUSSION
Physical stability investigation of atenolol in Aqupec HV-505 and
HPMC bases
Organoleptic investigation showed that all formulae have smooth texture,
odorless, and spreadable. Gel with HPMC base was white opaque, while
the one with Aqupec HV-505 was clear and transparent. The result was
stable during 56 days of storage. Based on aesthetic considerations,
Aqupec HV-0505 1% was best one for gel base. So it is used for next
experiment to which variating the Atenolol concentration in gels.

pH of gels in various bases
Ideal pH for topical preparation is 5.5–10. The result showed that pH
of FA was 7.58–7.80, and it means that all gels with Aqupec HV-505 and
HPMC base fulfilled the pH requirement. The pH was decreased during
56 days of storage, especially FB formulas, but they all still in required
pH for topical preparation. pH of gels during storage is shown in Fig. 1.
Viscosity of gels
Investigation on gels’ viscosity gave the results that viscosity was
decreased during the time of storage (Fig. 2). A decrease in viscosity
may due to indirectly monitor chemical degradation because changes at
the molecular level may cause changes in viscosity [16-18].

Further investigation was conducted by varying the atenolol
concentration on 1% Aqupec HV 505. Based on organoleptic
investigation, almost all gels were also clear, transparent, and well
spreadable. Aqupec HV-505 1.5% became turbid, especially, after 0.5%
atenolol was added. No bleeding happened in all gels during 56 days of
storage. Formula used in gels with various concentration of atenolol is
shown in Table 2.
Physical stability investigation of 1% Aqupec HV-505 gels with
various concentration of atenolol
Fig. 1: pH of atenolol gels in various bases

Organoleptic investigation
Based on the result of organoleptic investigation including color, smell,
and consistency during 56 days of storage, it was concluded that FA2.0,
FA2.1, FA2.2, and FA2.3 had homogenous and stable during the time of
investigation at ambient temperature. The results show that there were
no visible changes in the gel formulation.

pH of gel

The pH of FA2 was 7.74–8.30. Addition of atenolol causes an increase in
pH. It may be caused by the physicochemical of Atenolol itself as weak
base. The increase in the concentration of atenolol resulted in bigger
pH value of gels. The pH of gels with various concentration of atenolol
is shown in Fig. 3.

Viscosity of gels
Fig. 2: The viscosity of each gel during the time of storage
Qualitative and quantitative determination of atenolol in gel
Qualitative analysis was performed by thin-layer chromatography

The viscosity of gels containing atenolol was lower compared with
those without atenolol, which is due to internal and molecular change
of atenolol addition. Furthermore, the results revealed that the increase
of atenolol concentration in gel formulation did not affect the viscosity.
Effect of time of storage was investigated for 56 days. The results
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showed that gel formulation was stable after 56 days of storage.
Viscosity of gels with various concentration of atenolol during the time
of storage is shown in Fig. 4.

Microbial Investigation

The test was conducted to prove that preservative used in formulation
was effective. It was found that there was no bacterial growth after
14 days of investigation which can be concluded that the preservative is
effectively worked in the gels.

Qualitative analysis by TLC

Fig. 3: pH of gels with various concentration of atenolol during
the time of storage

The purpose of the study was to investigate atenolol content in gels
during the time of storage. First, the investigation was conducted by
qualitative analysis using TLC method. Furthermore, the quantitative
analysis was conducted to investigate the homogeneity content of
atenolol in gel preparation. The study was performed into all gels at the
day of preparation and after 56 days of storage. Qualitative analysis by
TLC method showed that Rf of atenolol in gels and atenolol powder as
standard were unchanged after formulation, as well as after 56 days of
storage as shown in Table 3.

Quantitative analysis

Atenolol content in gels is shown in Fig. 5. From the results, it can
be concluded that drug content in gels did not significantly changed
during the time of storage. Stability of atenolol in gel formulation can
be explained by inert matrix using as gel basis. HPMC and Carbopol as
matrix used in gel basis revealed the stability for atenolol after 56 days
of storage.

Safety test

Fig. 4: Viscosity of gels with various concentration of atenolol
during the time of storage

Safety test was conducted by Patch test method to find out whether the
formulation may be caused or aggravated by a contact allergy to the
skin. Positive reactions were observed; skin reaction nearly becomes
red and/or itchy. The safety test gave the result that all gels were save
to be used because it did not give the allergic reaction to the volunteers.
CONCLUSIONS

Organoleptic investigation showed that all formulae have smooth
texture, odorless, and spreadable. Gel with HPMC base was white
opaque, while the one with Aqupec HV-505 were clear and transparent
which was stable during 56 days of storage. Gels with Aqupec HV505 and HPMC base were fulfilled the pH requirement for topical
preparation. Viscosity of FA and FB was decreased during the time
of storage. The addition of atenolol concentration did not affect the
viscosity significantly.
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