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Capsules & Health
Ingredients

Statement on Hypromellose Acetate Succinate Safety
and Quality

Capsugel® empty Enprotect® capsule products

Related to the use of Hypromellose Acetate Succinate (hydroxypropylmethylcellulose acetate succinate,
HPMC-AS) as a raw material in Capsugel® empty Enprotect® capsules manufactured by Lonza, the following
information applies:

Hypromellose Acetate Succinate is commonly used in oral pharmaceutical formulations as a film coating
material and an enteric coating material for tablets, granules, or capsules. The safety and pharmacological
profiles of HPMC-AS are similar to those of other ether and ester derivatives of cellulose!™. Included in the
FDA Inactive Ingredients Database (lID) for use in oral preparations (capsules, granules, tablets, and delayed-
release preparations), HPMC-AS has been approved for use in commercial oral dose pharmaceutical
products in the USA with a maximum daily exposure (MDE) of up to 4480 mg in a tablet formulation, and up
to 104 mg in a delayed-release capsule?.

Moreover, HPMC-AS is available in the GRAS notice database under GRAS Notice No. GRN 000960, with a
no-question letter from the US Food and Drug Administration (FDA) indicating that HPMC-AS is GRAS as an
enteric agent based on scientific procedures and corroborated by a history of safe use.

Specifically related to the quality of Hypromellose Acetate Succinate as used in our Enprotect® capsules, we
inform you that it meets the most current requirements of the following regulatory references and
subsequent amendments:

e United States Pharmacopoeia / National Formulary (USP-NF)

e Japanese Pharmacopoeia (JP)

As a source of information, the table below shows the values for the HPMC-AS specifications used by Lonza
and the requirements mentioned in the United States and Japanese Pharmacopeias.

Lonza

Parameter Specification Current USP-NF monograph Current JP monograph
Appearance Conform NA Conform
Identification Positive Positive Positive
Hydroxypropoxy content 6.0-10.0% 4.0-23.0% 40-23.0%

Methoxy content 22.0-26.0% 12.0-28.0% 12.0-28.0%
Succinoyl content 40-80% 40-28.0% 40-28.0%

Acetyl content 10.0-14.0 % 2.0-16.0% 2.0-16.0%

Viscosity Conform Conform Conform




Lonza

Parameter Specification Current USP-NF monograph Current JP monograph
Loss on drying NMT 5.0 % NMT 5.0 % NMT 5.0%

Sulphated ashes / NMT 0.2% NMT 0.2% NMT 0.2%

Residue on ignition

Appez'arance of Conform Conform Conform

solution

Acetic acid and free NMT 1.0% NMT 1.0% NMT 1.0%

succinic acid

Heavy metals NMT 10 ppm NA NMT 10 ppm

References:

[ Handbook of Pharmaceutical Ingredients, 8th Edition, Pharmaceutical Press, 2017
(21 FDA Inactive Ingredient Database, updated on October 27th, 2022

The information contained herein corresponds to Lonza’s knowledge on the subject at the date of publication and is, to the best of our knowledge,
accurate. However, Lonza refuses any liability for the application and use of further processed material containing our products. According to the relevant
regulations, the manufacturer of the final product is solely responsible for the use and commercialization of the Lonza product and the information

contained herein.

For further information, please contact your Lonza account representative.
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