Accepted Manuscript

INTERNATIONAL JOURNAL OF

Title: Orodispersible films: product transfer from lab-scale to
continuous manufacturing

Authors: Yasmin Thabet, Joerg Breitkreutz

PII: S0378-5173(17)31076-1

DOLI: https://doi.org/10.1016/j.ijpharm.2017.11.021
Reference: P 17141

To appear in: International Journal of Pharmaceutics
Received date: 15-9-2017

Revised date: 9-11-2017

Accepted date: 10-11-2017

Please cite this article as: Thabet Y, Breitkreutz J, Orodispersible films: product transfer
from lab-scale to continuous manufacturing, International Journal of Pharmaceutics
(2010), https://doi.org/10.1016/j.ijpharm.2017.11.021

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.


https://doi.org/10.1016/j.ijpharm.2017.11.021
https://doi.org/10.1016/j.ijpharm.2017.11.021

Orodispersible films: product transfer from lab-scale to continuous manufacturing
Yasmin Thabet, Joerg Breitkreutz*
Heinrich Heine University Duesseldorf, Universitaetsstrasse 1, 40225 Duesseldorf, Germany

Yasmin.Thabet@hhu.de, Joerg.Breitkreutz@hhu.de

*Corresponding author

Graphical abstract

"\

3\ Lab | duchi Residual solvents
h ab-scale production 100 sscos [ cortincus
Coaling Km{&f‘g P 3 W s

Oradispersible Films Y -

Film characterization | oy A
y HCT content

g _ . . mHPC W MG
Continuous production * Morphological
properties £ Bzl

H
"
P h . . + Sorption behaviour i
-rzl::v)ce?sctaracterltzatwon. — ] + Méchahical %S
Mkl I 1 characterization g
+ Viscosity of casting solutions: " C—
. - A
Hydroxypropylcellulose (HPC), Hydroxypropylmethylcellulose (HPMC), Hydrochlorothiazide (HCT) Drying empatures 1]
Abstract

Orodispersible films have been described as new beneficial dosage forms for special patient populations.
Due to various production settings, different requirements on film formulations are required for non-
continuous and continuous manufacturing. In this study, a continuous coating machine was qualified in
regards of the process conditions for film compositions and their effects on the formed films. To
investigate differences between both manufacturing processes, various film formulations of
hydrochlorothiazide and hydroxypropylcellulose (HPC) or hydroxypropylmethycellulose (HPMC) as

film formers were produced and the resulting films were characterized.

The qualification of the continuously operating coating machine reveals no uniform heat distribution
during drying. Coating solutions for continuous manufacturing should provide at least a dynamic
viscosity of 1 Pa*s (wet film thickness of 500 um, velocity of 15.9 cm/min). HPC films contain higher
residuals of ethanol or acetone in bench-scale than in continuous production mode. Continuous
production lead to lower drug content of the films. All continuously produced films disintegrate within
less than 30 s. There are observed significant effects of the production process on the film characteristics.
When transferring film manufacturing from lab-scale to continuous mode, film compositions,

processing conditions and suitable characterization methods have to be carefully selected and adopted.
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