
SOLID-STATE PROPERTIES OF
PHARMACEUTICAL MATERIALS

STEPHEN R. BYRN
GEORGE ZOGRAFI
XIAOMING (SEAN) CHEN

Byrn, Stephen, et al. Solid State Properties of Pharmaceutical Materials, John Wiley & Sons, Incorporated, 2017. ProQuest Ebook Central, http://ebookcentral.proquest.com/lib/nyli/detail.action?docID=4915572.
Created from nyli on 2018-03-14 08:26:52.

C
op

yr
ig

ht
 ©

 2
01

7.
 J

oh
n 

W
ile

y 
& 

So
ns

, I
nc

or
po

ra
te

d.
 A

ll 
rig

ht
s 

re
se

rv
ed

.

Gilead 2012 
I-MAK v. Gilead
IPR2018-00126

Page 1 of 55

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


This edition first published 2017
© 2017 John Wiley & Sons, Inc.

All rights reserved. No part of this publication may be reproduced, stored in a retrieval system, or transmitted, in any form or by any means, electronic,
mechanical, photocopying, recording or otherwise, except as permitted by law. Advice on how to obtain permission to reuse material from this title is
available at http://www.wiley.com/go/permissions.

The right of Stephen R. Byrn, George Zografi and Xiaoming (Sean) Chen to be identified as the author(s) of this work has been asserted in accordance
with law.

Registered Offices
John Wiley & Sons, Inc., 111 River Street, Hoboken, NJ 07030, USA

Editorial Office
111 River Street, Hoboken, NJ 07030, USA

For details of our global editorial offices, customer services, and more information about Wiley products visit us at www.wiley.com.

Wiley also publishes its books in a variety of electronic formats and by print-on-demand. Some content that appears in standard print versions of this book
may not be available in other formats.

Limit of Liability/Disclaimer of Warranty
The publisher and the authors make no representations or warranties with respect to the accuracy or completeness of the contents of this work and specifically
disclaim all warranties; including without limitation any implied warranties of fitness for a particular purpose. This work is sold with the understanding that
the publisher is not engaged in rendering professional services. The advice and strategies contained herein may not be suitable for every situation. In view of
on-going research, equipment modifications, changes in governmental regulations, and the constant flow of information relating to the use of experimental
reagents, equipment, and devices, the reader is urged to review and evaluate the information provided in the package insert or instructions for each chemical,
piece of equipment, reagent, or device for, among other things, any changes in the instructions or indication of usage and for added warnings and precautions.
The fact that an organization or website is referred to in this work as a citation and/or potential source of further information does not mean that the author or
the publisher endorses the information the organization or website may provide or recommendations it may make. Further, readers should be aware that
websites listed in this work may have changed or disappeared between when this works was written and when it is read. No warranty may be created or
extended by any promotional statements for this work. Neither the publisher nor the author shall be liable for any damages arising here from.

Library of Congress Cataloging-in-Publication Data:
Names: Byrn, Stephen R., author. | Zografi, George, author. | Chen, Xiaoming (Sean), author.
Title: Solid-state properties of pharmaceutical materials / Stephen R. Byrn, George Zografi,
Xiaoming (Sean) Chen.

Description: Hoboken, NJ : John Wiley & Sons, 2017. | Includes index.
Identifiers: LCCN 2017005555 (print) | LCCN 2017008527 (ebook) | ISBN 9781118145302 (cloth) |
ISBN 9781119264446 (Adobe PDF) | ISBN 9781119264453 (ePub)

Subjects: LCSH: Solid state chemistry. | Solid dosage forms–Properties.
Classification: LCC QD478 .B96 2017 (print) | LCC QD478 (ebook) | DDC 615.1028/4–dc23
LC record available at https://lccn.loc.gov/2017005555

Cover images: (Background) © Mimi Haddon/Getty images; (Inset images) Aeinleng, Nunchanit et al. “Physicochemical Performances of Indomethacin in
Cholesteryl Cetyl Carbonate Liquid Crystal as a Transdermal Dosage.” AAPS PharmaSciTech 13.2 (2012): COVER. PMC
Cover design by Wiley

Set in 10/12pt TimesLTStd by Aptara Inc., New Delhi, India

10 9 8 7 6 5 4 3 2 1

Byrn, Stephen, et al. Solid State Properties of Pharmaceutical Materials, John Wiley & Sons, Incorporated, 2017. ProQuest Ebook Central, http://ebookcentral.proquest.com/lib/nyli/detail.action?docID=4915572.
Created from nyli on 2018-03-14 08:26:52.

C
op

yr
ig

ht
 ©

 2
01

7.
 J

oh
n 

W
ile

y 
& 

So
ns

, I
nc

or
po

ra
te

d.
 A

ll 
rig

ht
s 

re
se

rv
ed

.

Page 2 of 55

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


1
SOLID-STATE PROPERTIES AND PHARMACEUTICAL
DEVELOPMENT

1.1 INTRODUCTION

Solid-state chemistry and the solid-state properties of phar-
maceutical materials play an ever increasing and important
role in pharmaceutical development. There is much more
emphasis on physical characterization since the release of
the International Committee on Harmonization (ICH) Q6A
guidance on specifications. This guidance directs the scientist
to determine what solid form is present in the drug substance
(active pharmaceutical ingredient [API]) and drug product. It
directs themanufacturer to “knowwhat they have.” Addition-
ally, the ICH Q8 guidance on development and the ICH Q9
guidance on risk management require a firm understanding
of how the medicine was developed and any risks involved.

There are many more poorly soluble drugs under devel-
opment. In many cases, the solid form of the API and
the solid form and formulation in the drug product deter-
mine apparent solubility that in turn determines blood lev-
els. That is, the formulation determines bioavailability and
therapeutic response. In these cases, it is even more impor-
tant to physically characterize the API form and the formu-
lations. Furthermore, the vast majority of medicines (drug
products) are solids and those drug products that are not
solids often start with solid APIs. In addition to solubil-
ity and bioavailability, the solid form may affect stability,
flow, compression, hygroscopicity, and a number of other
properties.

This book focuses on solid-state properties of pharmaceu-
tical materials and methods of determining these properties.
The authors have made every effort to include examples and

case studies in order to illustrate the importance of knowing
what you have. This book will focus on solid-state prop-
erties and general strategies for physical characterization.
Case studies and practical examples will be emphasized. In
many respects, this book will illustrate that a medicine is
more than a molecule. Additional goals include providing a
full physical/analytical/operational definition of the different
solid forms as well as other terms frequently used in phar-
maceutical materials science including: polymorph, solvate,
amorphous form, habit, nucleation, transformation, dissolu-
tion, solubility, and stability.

1.2 SOLID-STATE FORMS

Pharmaceutical materials can exist in a crystalline or amor-
phous state. Figure 1.1 illustrates the crystalline state as a
perfectly ordered solid with molecules (circles) packed in an
orderly array. Figure 1.1 illustrates an amorphous material
as a disordered material with only short-range order. Crys-
talline materials give an X-ray diffraction pattern because
Bragg planes exist in the material (see Figure 1.2). Amor-
phous materials do not give a diffraction pattern (Figure 1.2).
Of course, there are many interesting cases where a phar-
maceutical material shows an intermediate degree of order
falling somewhere between the highly ordered crystalline
state and the disordered amorphous state. From a thermody-
namic point of view, crystalline materials are more stable but
the rate of transformation of amorphous materials to crys-
talline materials can be highly variable [1].
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2 SOLID-STATE PROPERTIES AND PHARMACEUTICAL DEVELOPMENT

FIGURE 1.1 Idealized view of crystalline (left panel) and amorphous (right panel) material. In
this two-dimensional figure, the molecules are viewed as circles.

Crystals of a pharmaceutical material from different
sources can vary greatly in their size and shape. Typical parti-
cles in different samplesmay resemble, for example, needles,
rods, plates, and prisms. Such differences in shape are col-
lectively referred to as differences in morphology. This term
merely acknowledges the fact of different shapes. It does not
distinguish among themany possible reasons for the different

shapes. Naturally, when different compounds are involved,
different crystal shapes would be expected as a matter of
course. When batches of the same substance display crystals
with different morphology, however, further work is needed
to determine whether the different shapes are indicative of
polymorphs, solvates, or just habits. Because these distinc-
tions can have a profound impact on drug performance, their

FIGURE 1.2 X-ray diffraction pattern of three samples, crystalline, low crystallinity, and
amorphous.
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SOLID-STATE FORMS 3

careful definition is very important to our discourse. At this
time, only brief definitions are presented.

� Polymorphs: When two crystals have the same chemical
composition but different internal structure (molecular
packing), they are polymorphic modifications, or poly-
morphs (think of the three forms of carbon: diamond,
graphite, and fullerenes). Polymorphs can result from
different molecular packing, different molecular confor-
mation, different tautomeric structure, or combinations
of these.

� Solvates: These crystal forms, in addition to containing
molecules of the same given substance, also contain
molecules of solvent regularly incorporated into a unique
structure (think ofwet, setting plaster: CaSO4 +2H2O→
CaSO4⋅2H2O).

� Habits: Crystals are said to have different habits when
samples have the same chemical composition and the
same crystal structure (i.e., the same polymorph and unit
cell) but display different shapes (think of snowflakes).

Together, these solid-state physical modifications of a com-
pound are referred to as crystalline forms. When differences
between early batches of a substance are found by micro-
scopic examination, for example, a reference to “form” is
particularly useful in the absence of information that allows
the more accurate description of a given variant batch (i.e.,
polymorph, solvate, habit, or amorphous material). The term
pseudopolymorphism is applied frequently to designate sol-
vates. These solid-state modifications have different physical
properties.

To put these important definitions into a practical con-
text, we consider two cases (aspirin and flufenamic acid)
in which a drug was crystallized from several different sol-
vents and different-shaped crystals resulted in each exper-
iment. Although sometimes dramatically different shapes
were obtained upon changing solvents for the various crys-
tallizations, the final interpretations in the two cases are dif-
ferent. For aspirin, X-ray powder diffraction showed that all
crystals regardless of shape had the same diffraction pattern.
Thus, the different shaped crystals are termed crystal habits.
For flufenamic acid, the different shaped crystals had differ-
ent X-ray powder diffraction patterns. Subsequent analysis
showed that the crystals did not contain solvent. Thus these
different crystals are polymorphs.

Further analysis of the crystals from this case provides
the single crystal structure. The single crystal structure
gives the locations of the atoms relative to a hypothetical unit
cell. The unit cell is the smallest building block of a crys-
tal. Figure 1.3 shows the unit cell of Form I of flufenamic
acid. This unit cell contains four flufenamic acid molecules.
Figure 1.4 shows a space-filling model of the contents of
the flufenamic acid Form I unit cell. This figure illustrates
Kitaigorodskii’s close-packing theory, which requires that
the molecules pack to minimize free volume [2].

Amorphous materials will be discussed in Chapter 6. In
this introductory chapter as mentioned briefly above, amor-
phous materials have no long range order and are thermody-
namically metastable. An amorphous solid is characterized
by a unique glass transition temperature Tg, the temperature
at which it changes from a glass to a supercooled liquid or
rubbery state. When T rises above Tg, the rigid solid can

COOH
0

0

a

CF3
H
N

c

FIGURE 1.3 Single crystal structure the Form I polymorph of flufenamic acid (structure shown
on the right panel).
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