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I am a Pharmacist

O I am a specialist in med1'cat1'ons

I supply medicines and pharmaceuticals to those who need them.

I prepare and compound special dosage forms.

I control the storage and preservation of all rnedications in my care.

0 I am a custodian of medical information

My library is a ready source of drug knowledge.

My files contain thousands of specific drug names and tens of
thousands of facts about them. ,

My records include the medication and health history of entire families.
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I am a partner in the case of every patient who takes any kind of
medication.

I am a consultant on the merits of different therapeutic agents.

I am the connecting link between physician and patient and the final
check on the safety of medicines.

O lam a counselor to the patient

I help the patient understand the proper use of prescription
medication.

I assist in the palienfs choice of nonprescription drugs or in the
decision to consult a physician.

I advise the patient on matters of prescription storage and potency.

O lam a guardian of the public health

My pharmacy is a center for health—care inforrnation.

I encourage and promote sound personal health practices.

My services are available to all at all times.

0 This is my calling 9 This is my pride
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Dosage Form Design:

Biopharmaceutic Considerations

As DISCUSSED in the previous chapter, the biologic

response to a drug is the result of an interaction
between the drug substance and functionally im-

portant cell receptors or enzyme systems. The
response is due to an alteration in the biologic

processes that were present prior to the drug’s
administratiort. The magnitude of the response
is related to the concentration of the drug
achieved at the site of its action. This drug con-

centration depends upon the dosage of the drug
administered, the extent of its absorption and
distribution to the site, and the rate and extent

of its elimination from the body. The physical
and chemical constitution of the drug sub-

stance—-particularly its lipid solubility, degree
of ionization, and molecular size—determines to

a great extent its ability to effect its biological
activity. The area of study embracing this rela-
tionship between the physical, chemical, and bi-
ological sciences as they apply to drugs, dosage
forms, and to drug action has been given the

descriptive term biophenrzaceutics.
In general, for a drug to exert its biologic effect,

it must be transported by the body fluids, tra-
verse the required biologic membrane barriers,
escape widespread distribution to unwanted

areas, endure metabolic attack, penetrate in ade-
quate co'n,centrat'.on to the sites of action, and

interact in a specific fashion, causing an alter-
ation of cellular function. A simplified diagram
of this complex series of events between a drug’s

administration and its elimination is presented
in Figure 3—1.

The absorption, distribution, biotransforma-

tion (InetabolisIn),_and elimination of a drug
from the body are dynamic processes that con-
tinue from the time a drug is taken until all of

the drug has been removed from the body. The
rates at which these processes occur affect the
onset, intensity, and the duration of the drug’5

activity within the body. The area of study which
elucidates the time course of drug concentration

in the blood and tissues is termed pharmacoki—

netics. It is the study of the kinetics of absorption,
distribution, metabolism and excretion (ADMCE)_

of drugs and their corresponding pharmaco-
logic, therapeutic, or toxic response in animals
and man. Further, since one drug may alter the
absorption, distribution, metabolism or excre-

tion of another drug, pharmacokinetics also may
be applied in the study of interactions between
drugs.

Once a drug is administered and drug absorp-

tion begins, the drug does not remain in a single
body location, but rather is distributed through-
out the body until its ultimate elimination. For

instance, following the oral administration of a
drug and its entry into the gastrointestinal tract,

a portion of the drug is absorbed into the circula-
tory system from which it is distributed to the

various other body fluids, tissues, and organs.

From thesesites the drug may return to me circu-
latory system and be excreted through the kid-
ney as such or the drug may be metabolized by
the liver or other cellular sites and be excreted

as rnetabolita. shown i.n Figure 3-1, drugs
administered by intravenous injection are placed
directly into the circulatory system, thereby
avoiding the absorption process which is re-

quired from all other routes of administration
for systemic effects.

The various body locations to which a drug
travels may be viewed as separate compart-
ments, eadl containing some traction of the ad-

ministered dose of drug. The transfer of drug
from the blood to other body locations is gener-
ally a rapid process and is reversible; that is, the
drug may diffuse back into the circlilafion. The
drug in the blood therefore exists in equilibrium
with the drug in the other compartments. How-
ever, in this equilibrium state, the concentration
of the drug in the blood may be quite different

(greater or lesser) than the concentration of the
drug in the other cornpartments. This is due
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Fig. 3-1. Schematic representation of events of absorption, metabolism, and ercretiort of drugs after their administration
by various routes.

largely to the physiochernical properties of the
drug and its resultant ability to leave the blood
and traverse the biological membranes. Certain

drugs may leave the circulatory system rapidly
and completely, whereas other drugs may do so
slowly and with difficulty. A number of drugs
become bound to blood proteins, particularly the
albumins, and only a small fraction of the drug

administered may actually be found at locations
outside of the circulatory system at a given time.
The transfer of drug from one cornpartoient to
another is mathematically associated with a spe-
cific rate constant describing that particular
transfer. Generally, the rate of transfer of a drug
from one compartment to another is propor-
tional to the concentrration of the drug in the com-
partment from which it exits; the greater the con-
centration, the greater is the amount of drug
transfer.

Metabolism is the major process by which for-
eign substances, including drugs are eliminated
from the body. In the process of metabolism a

drug substance may be biotransformecl into
pharmacologically active or inactive Inetabolites.

Often, both the drug substance and its metabo—

lite(s) are active and exert pharmacologic effects.
For example, the antzianxiety drug prazepam
{Cent.rax) metabolizes, in part, to oxazepam

(Seraxl, which also has antianxiety effects. In
some instances a phaxmacologically inactive

drug (termed a prod:-ug) may be administered
for the known effects of its active metabolites.

Dipivefrin, for example, is a prodrug of epineph-

rine formed by the esterification of epinephrine
and pivalic acid. This enhances the lipophilic
character of the drug, and as a consequence its
penetration into the anterior chamber of the eye

is 17 times that of epinephrine. Within the eye;
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dipivefxin HCl is converted by enzymatic hy-
drolysis to epinephrine.

The metabolism of a drug to inactive products
is usually an irreversible process which culmi-

nates in the excretion of the drug from the body,
usually via the urine. The pharmacokineticist
may calculate an elimination rate constant
(termed keg) for a drug to describe its rate of elim-
ination from the body. The term elimination refers
to both metabolism and excretion. For drugs
which are administered intravenously, and
therefore involve no absorption process, the task
is much less complex than for drugs adminis-
tered orally or by other routes. in the latter in-

stances, drug absorption and drug elimination
are occurring simultaneously but at different
rates.

General Principles of Drug

Absorption

Before an adiifinistered drug can arrive at its
site of action in effective concentrations, it must

surmount _a number of barriers. 'I'hese barriers

are chiefly a succession of biologic membranes
such as those of the gastrointeslilial epithelium,
lungs, blood, and brain. Body membranes are
generally classified as three main types: (21) those
composed of several layers of cells, as the skin;
(bl those composed of a single layer of cells, as

the intestinal epithelium; and (c) those of less
than one cell in thickness, as the membrane of a

single cell. In most instances a drug substance
must pass more than one of these membrane
types before it reaches its site of action. For in-

stance, a drug taken orally must first traverse the

gastrointestinal membranes (stomach, small and
large intestine), gain entrance into the general
circulation, pass to the organ or tissue with"

which it has affinity, gain entrance into that tis-
sue, and then enter into its individual cells.

Although the chemistry of body membranes
differs one from another, the membranes maybe

viewed in general as a bimolecular lipoid (fat-
containing) layer attached on both sides to a pro-
tein layer. Drugs are thought to penetrate these
biologic membranes in two general ways: (1) by
passive diffusion and (2) through specialized
transport mechanisms. Within each of these
main categories, more clearly defined processes
have been ascribed to drug transfer.
Passive Diffusion

The term passive diffusion is used to describe
the passage of (drug) molecules through a mem-

brane which behaves inertly in that it does not

actively participate in the proms. Drugs ab-
sorbed according to this method are said to be

passively absorbed. The absorption process is
driven by the concentration gradient (i.e., the dif-

ferences in concentration) existing across _ the
membrane, with the passage of drug molecules
occurring primarily from the side of high drug

concentration. Most drugs pass through biologic
membranes by diffusion.

Passive diffusion is described by Fick’s first
law, which states that the rate of diffusion or

transport across a membrane (dcfdt) is propor-
tional to the difference in drug concentration on
both sides of the membrane:

in which C1 and C2 refer to the drug concentra-
tions on each side of the membrane and P is a

permeability coefficient or constant. The term C1

is customarily used to represent the compart-
ment with the greater concentration of drug and
thus the transport of drug proceeds from com-
partment one (e.g., absorption site) to Compart-
ment two (e.g., blood).

Because the concentration of drug at the site
of absorption (C1) is usually much greater than
on the other side of the membrane, due to the

rapid dilution of the drug i_n the blood and its
subsequent distribution to the tissues, for practi-
cal purposes the value of C-1 — C2 may be taken
simply as that of C1 and the equation written in

the standard form for a first order rate equaflon:

The gastrointestinal absorption of most drugs
from solution occurs in this manner in accor-

dance with first order kinetics in which the rate is
dependent upon drug concentration, i.e., dou-
bling the dose doubles the transfer rate. The

magrnihide of the permeability constant, de-
pends on the diffusion coefficient of the drug,
the thickness and area of the absorbing mem-
brane, and the permeability of the membrane to
the particular drug.

Because of the lipoid nature of the cell mem-
brane, it is highly permeable to lipid soluble sub-
stances. The rate of diffusion of a drug across the
membrane depends not only upon its concentra-
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tion but also upon the relative extent of its affin-
' ity for lipid and rejection of water (a high lipid

partition coefficient). The greater its affinity for
lipid and the more hydrophobic it is, the faster
will be its rate of penetration into the lipid-rich
membrane. Erythromycin base, for example,
possesses a higher partition coefficient than
other erythromycin compounds, e.g., estolate,
gluceptate. Consequently, the base is the pre-

ferred agent for the topical treatment of acne
where penetration into the skin is desired.

Because biologic cells are also permeated by
water and lipid-insoluble substances, it is
thought that the membrane also contains Water-

filled pores or charmels that permit the passage
of these types of substances. As water passes in
bulk across a porous membrane, any dissolved
Solute rnolecularly small enough to traverse the

pores passes in by filtration. Aqueous pores vary
in size from membrane to meulbrane and thus in

their individual permeability characteristics for
certain drugs and other substances.

The majority of drugs today are weak organic
acids or bases. Knowledge of their individual
ionization or dissociation characteristics is im-

portant, because their absorption is governed to
a large extent by their degrees of ionization as
they are presented to the membrane barriers.

Cell membranes are more permeable to the un-
ionized forms of drugs than to their ionized
forms, mainly because of the greater lipid solu-
bility of the unionized forms and to the highly
charged nature of the cell membrane which re-
sults in the binding or repelling of the ionized

drug and thereby decreases cell penetration.
Also, ions become hydrated through association

with water molecules, resulting in larger parti-
cles than the undissociated molecule and again
decreased penetrating capability.

The degree of a. drug’s ionization depends
both on the pH of the solution in which it is pre-
sented to the biologic membrane and on the pK,,,
or dissociation constant, of the drug (Whether an

acid or base}. The concept of pK,, is derived from
the Hertderson-Hasselbalch equation and is:

For an acid:

inized n.(alt)

PH=PKa+1°8 

For :1 base:

unionized conc. (base)

PH = PK’ + log ionized conc. (salt)

Since the pH of body fluids varies (stomach, a

pH 1; lumen of the intestine, = pH 6.6; blood
plasma, = pH 7.4), the absorption of a drug from
various body fluids will differ and may dictate
to some extent the type of dosage form and the
route of administration preferred for a given
drug. .

By rearranging the equation for an acid:

PKa _ PH

_ 1 unionized concentration (acid)
03 ionized concentration (salt)

one can theoretically determine the relative ex-

tent to which a drug remains unionized under

various conditions of pH. This is particularly
useful when applied to conditions of body fluids.
For instance, if a weak acid having a pK,, of 4 is

assumed to be in an environment of gastric juice
with a pH of 1, the left side of the equation would
yield the number 3, which would mean that the

ratio of unionized to ionized drug particles

would be about 1000 to 1, and gastric absorption
would be excellent. At the pH of plasma the re-
verse would be true, and in the blood the drug
would be largely in the ionized form. Table 3—l
presents the effect of pH on the ionization of

Weak electrolytes, and Table 3-2 offers some rep-
resentative pK_., values of common drug sub-
stances.

From the equation and from Table 3—1, it may
be seen that a drug substance is half ionized at

Table 3-1. The Effect of pH on the Ionization of
Weak Eleclrolytest

‘ll: lfnicrxized

pK,,-pH If Weak Acid If Weak Base
-3.0‘ 0.100 99.9
— 2.0 0.990 99.0
- 1.0 9.09 90.9
- 0.7 16.6 33.4
-- 0.5 24.0 76.0
— 0.2 33.7 61.3

0 50.0 50.0
+ 0.2 61.3 33.7
+ 0.5 75.0 24.0
+ 0.7 33.4 16,6
+ 1.0 90.9 9.09
+ 2.0 99.0 0.99
+ 3.0 99.9 0.100

*From Doluisio, ].T., and Swintoslcy, I.V.; Amer. I.
Pliann, I37:149, 1965.
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Table 3-2. pI(, Values for Some Acidic and Basic
Drugs

39K.

Acids: Acetylsalicylic acid 3.5
Barbltal 7.9

Benzylpenicillin 2.3
Boric acid 9.2
Dicoumarol 5.7
Phenobarbital 7.4

Phenytoin 3.3
Sulfanilamlde 10.4

Theophylline - 9.0
Thiopental - 7.6
Tolbutamidel 5.5
Warfarin 4.8

Bases: Amphetamine 9.8
Apornorphine 7.0
Atropine 9.7
Caffeine 0.8

Chlordiazepoxide 4.6
Cocaine 3.5
Codeine 7.9
Guanethidine 11.8

Morpldne 7.9
Procaine 9.0

Quinine 3.4

Reserpine 6.5

a pH value which is equal to its pK,. Thus pK,,
may be defined as the pH at which a drug is 50%
ionized. For example, phenobarbital has a pI<,,
value of about 7.4, and in plasma (pH 7.4) it is
present as ionized and unionized forms in equal
amounts. However, a drug substance cannot

read-L the blood plasma for distribution through-
out the body unless it is placed there directly
through intravenous injection or is favorably ab-
sorbed from a site along its route of entry, as the

gastrointestional tract, and allowed to pass into
the general circulation. Utilizing Table 3-2 it
may be easily seen that phenobarbital, a weak

acid, with a pI<,, of 7.4 would be largely undisso—
ciated in the gastric environment of pH 1, and
would likely be well absorbed. A drug may enter
the circulation rapidly and at high concentra-
tions if membrane penetration is easily accom-
plished or at a low rate and low level if the drug
is not readily absorbed from its route of entry.
The pH of the drug's current environment influ-
ences the rate and the degree of its further distri-
bution, since it becomes more or less unionized

and therefore more or less lipid—penetrating
under some condition of pH than under another.
If an unionized molecule is able to diffuse

through the lipid barrier and remain unionized
in the new environment, it may return to its for-
mer location or go on to a new one. However, if

in the new environment it is greatly ionized due
to the influence of the pH of the second fluid, it
likely will be unable to cross the membrane with

its former ability. Thus a concentration gradient
of a drug usually is reached at equilibriurn on
each side of a membrane due to different degrees
of ionization occurring on each side. A summary
of the concepts of dissociationfionrkafion is found in
the accompanying Physical Pharmacy Capsule.

It is often desirable for pharmaceutical scien-

tists to make structural modifications in organic

drugs and thereby favorably alter their lipid sol-
ubility, partition coefficients, and dissociation

constants while maintaining the same basic

pharmacologic activity. These efforts frequently
result in increased absorption, better therapeutic
response, and lower dosage.

Specialized Transport Mechanisms

In contrast to the passive transfer of drugs and
other substances across a biologic membrane,
certain substances, including some drugs and bi-
ologic metabolites, are conducted across a mem-

brane through one of several postulated special-
ized transport mechanisms. This type of transfer
seems to account for those substances, many nat-
urally occurring as amino acids and glucose, that
are too lipid—insoluble to dissolve in the bound-

ary and too large to flow or filter through the
pores. This type of transport is thought to in-

volve metrlbrane components that may be en-
zymes or some other type of agent capable of
forming a complex with the drug (or other agent)
at the surface membrane, after which the com-

plex moves across the membrane Where the drug
is released, with the carrier returning to the origi-
nal surface. Figure 3-2 presents the simplified

scheme of this process. Specialized transport
may be differentiated from passive transfer in
that the former process may become ”saturated”
as the amount of carrier present for a given sub-
stance becomes completely bound with that sub-
stance resulting in a delay in the "ferrying" or
transport process. Other features of specialized
transport include the specificity by a carrier for
a particular type of chemical structure so that

if two substances are transported by the same

medianism one will competitively inhibit the
transport of the other. Further, the transport
mechanism is inhibited in general by substances
that interfere with cell metabolism. The term cc-

Amerigen Ex. 1046, p. 9
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Dissociation Constants

Among the physicochernicai characteristics of interest is the extent of dissociationfionization
of drug substances. This is important because the extent of ionization has an important effect
on the formulation and pharmacokinetic parameters oi the drug. The extent of dissociationi
ionization is, in many cases, highly dependent on the pH of the medium containing the drug,
In formulation. often the vehicle is adjusted to a certain pH in order to obtain a Certain level
of ionization oi the drug for solubility and stability purposes. In the pharmacokinetic area, the
extent oi ionization ot a drug is an important affector of its extent of absorption, distribution,
and elimination. For the practicing pharmacist, it is important in predicting precipitation in
admixtures and in the calculating of the solubility of drugs at certain pH values. The following
discussion will present only a brief summary of dissociationiionization concepts.

The dissociation of a weak acid in water is given by the expression:
HA -—r H*‘ + A"

K1[HA] H K-2lH+][A']

At equilibrium, the reaction rate constants K, and K2 are equal. This can be rearranged, and
the dissociation constant defined as

K _ Q _ [H*]lA"]
*‘ _ K2 _ [HA]

where Ka is the acid dissociation constant.

For the dissociation of a weak base that does not contain a hydroxyl group, the following
relationship can be used:

BH*' H H’' + B

The dissociation constant is described by:

K = lH*][Bl
“ lBH*l

The dissociation of a hydroxyl-containing weak base,

B + H20 -—» OH‘ + BH*'

The dissociation constant is described by:

K, , mien
{Bi

The hydrogen ion concentrations can be calculated tor the solution of a weak acid using:

[H"] = \/E

Similarly, the hydroxyl ion concentration for a solution of a weak base is approximated by:

roar] = x/E

Sorne practical applications oi these equations are as follows.

EXAM PLE 1

The K2. of lactic acid is 1.337 X 10"‘ at 25°C. What is the hydrogen ion concentration of a
0.02 M solution?

[H*] = V1.33? x 10-4 X one = 1.665 x 10-3 G—ioniL
EXAMPLE 2

The Kb of morphine is 7.4 X 10“. What isthe hydroxyl ion concentration of ai).02 M solution?

[OHI = V7.4 X 10“? X 0.02 = 1.216 X 10“ G-ioni’L. 
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outside membrane inside

Fig. 3-2. Active transport meal-mm'sm. D represents a
drag molecule; C represents the carrier in the membrane.
{After O'Reilly, W.j'.: Ausl. I. Pl1arm., 47:568. 1965.)

tine transport, as a subclassificalion of specialized
transport, denotes a process with the additional
feature of the solute or drug being moved across
the membrane against a concentration gradient,
that is, from a SUl.L‘ltl.O1'l of lower concentration to

one of a higher concentration or, if the solute is
an ion, against an electrocliernical potential ‘gra-

dient. In contrast to active transport, facilitated
dlficusion is a specialized transport mechanism
having all of the above characteristics except that
the solute is not transferred against a concentra-

tion gradient and may attain the same concentra-
tion inside the cell as that on the outside.

Many body nutrients, as sugars and a.1Iu'no

acids, are transported across the membranes of
the gastrointestinal tract by carrier processes-
Certain vitamins, as thiamine, niacin, riboflavin

and vitamin B5, and drug substances as methyl-

dopa and 5-fluorouracil, require active transport
mechanisms for their absorption.

Investigations of intestinal transport have
often utilized in situ (at the site) or in vino (in

the body) animal models or ex oioo (outside the
body) transport models; however, recently cell
culture models of human small-intestine absorp-
live cells have become available to investigate

transport across intestinal epithelium.‘ Both pas-
sive and transport-mediated studies have been
conducted to investigate mechanisms as well as
rates of transport.

Dissolution and Drug Absorption

In order for a drug to be absorbed, it must first
be dissolved in the fluid at the absorption site.

For instance, a drug adrrlinistered orally in tablet

or capsule form cannot be absorbed until the
drug particles are dissolved by the fluids at some

point within the gastrointiasfinal tract. In in-
stances in which the solubility of a drug is depen-
dent upon either an acidic or basic medium, the
drug would be dissolved in the stomach or intes-
lines respectively (Fig. 3-3}. The process by

which a drug particle dissolves is termed dissolu-
tion.

As a drug particle undergoes dissolution, the

drug molecules on the surface are the first to
enter into solution creating a saturated layer of
drug—so1ut1'on which envelops the surface of the
solid drug particle. This layer of solution is re-
ferred to as the diffusion layer. From this diffusion

layer, the drug molecules pass throughout the
dissolving fluid and make contact with the bio-
logic membranes and absorption ensues. As the

molecules of drug continue to leave the diffusion
layer, the layer is replenished with dissolved
drug from the surface of the drug particle and

the process of absorption continues.
If the process of dissolution for a given drug

particle is rapid, or if the drug is administered
as a solution and remains present in the body as
such, the rate at which the drug becoms ab-

sorbed Would be primarily dependent upon its
ability to traverse the membrane barrier. How-
ever, if the rate of dissolution for a drug particle
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is slow, as may be due to the physiochemical
characteristics of the drug substance or the dos-

age form, the dissolufion process itself would
be a rate-limit:ing step in the absorption process.
Slowly soluble drugs such as digoxin, may not
only be absorbed at a slow rate, they may be
incompletely absorbed, or, in some cases largely
unabsorbed following oral administration, due
to the natural limitation of time that they may
remain within the stomach or the intestinal tract.

Thus, poorly soluble drugs or poorly formulated
drug products may rmult in a drug's incomplete
absorption and its passage, unchanged, out of
the system via the feces.

Under normal circumstances a drug may be

i expected to remain in the stomach for 2 to 4
hours (gastric emptying time) and in the small in-
testines for 4 to 10 hours, although there is sub-
stantial variation between people, and even in

the same person on different occasions. Various
techniques have been used to determine gastric
emptying time and the gastrointestinal passage

of drug from various oral dosage forms, includ-
ing the tracking of dosage forms labeled with

garruna—emittlng radionuclides through gamma
sci.nt:'1g:raphy.2'3 The gastric emptying time for a
drug is most rapid with a fasting stomach, be-
coming slower as the food content is increased.
Changes in gastric emptying time and /or in in-

testinal motility can affect drug transit time and
thus the opportunity for drug dissolution and
absorption.

These changes can be effected by drugs the

patient may be taking. Certain drugs with anti-
cholinergic properties, e.g., dicyclomine I-lCl,
arnitriptyline HCL have the ability to slow down

gastric emptying. This can enhance the rate of
absorption of drugs normally absorbed from the
stomach, and reduce the rate of absorption of
drugs that are priinarily absorbed from the small
intestine. Alternat1'vely, drugs which enhance

gastric motility, e.g., laxatives, may cause some
drugs to move so quickly through the gastroin-
testinal system and past their absorptive site at

such a rate to reduce the amount of drug actually
absorbed. This effect has been demonstrated

with cligoxjn, whose absorption is significantly
decreased by accelerating gastrointestzirlal mo-
tility.

The aging process itself may also influence
gastrointestinal absorption. In the elderly, gastric
acidity, the number of absorptive cells, intestinal

blood flow, the rate of gastric emptying and in-
testinal motility are all decreased. It appears,

however, that drugs for which absorption is de-
pendent upon passive processes are not affected

by these factors as much as those that are depen-
dent upon active transport mechanisms, e.g., cal-
cium, iron, thiairline, sugars. A decrease in gas-
tric einptying time would be advantageous for

those drugs that are absorbed from the stomach
but disadvantageous for those drugs which are
prone to acid degradation, e.g., penicillins, eryth-
romycin, or inactivated by stomach enzymes,
e.g., L-dopa.

The dissolution of a substance may be de-
scribed by the modified Noyes-W'hitI1ey equa-
tion:

in which dc/’dt is the rate of dissolution, k is the
dissolution rate constant, 5 is the surface area of

the dissolving solid, (:5 is the saturation concen-
tration of drug in the diffusion layer (which may

be approximated by the maximum solubility of
the drug in the solvent since the diffusion layer
is considered saturated), and C, is the concentra-

tion of the drug in the dissolution 1'I1ediu.m at

time t {c_., — c, is the concentration gradient). The
rate of dissolution is governed by the rate of dif-
fusion of solute molecules through the diffusion

layer into the body of the solution. The equation

reveals that the dissolution rate of a drug may
be inueased by increasing the surface area (re-

ducing the particle size) of the drug, by increas-
ing the solubility of the drug in the diffusion

layer, and by factors embodied in the dissolution
rate constant, k, including the intensity of agita-
tion of the solvent and the diffusion coefficient

of the dissolving drug. For a given drug, the dif-
fusion coefficient and usually the concentration
of the drug in the diffusion layer will increase
with increasing temperature. Also, increasing

the rate of agitation of the dissolving medium
will increase the rate of dissolution. A reduction

in the viscosity of the solvent employed is an-
other means which may be used to enhance the
dissolution rate of a drug. Changes in the pH
or the nature of the solvent which influence the

solubility of the drug may be used to advantage
in increasing dissolution rate. Effervescent, buff-

ered aspirin tablet f0‘i‘E['1IJ.lati0I1S use some of

these principles to their advantage. Due to the

alkaline adjuvants in the tablet, the solubility of
the aspirin is enhanced within the diffusional
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layer and the evolution of carbon dioxide agi-
tates the solvent system, i.e., gastric juices. Con-

sequently, the rate of aspirin absorbed into the
bloodstream is faster than that achieved from a

conventional aspirin tablet formulation. If this
dosage form is acceptable to the patient, it pro-
vides a quicker means for the patient to gain re-
lief from a troublesome‘ headache. Many manu-
facturers will utilize a particular amorphous,
crystalline, salt or ester form of a drug that will

exhibit the solubility characteristics needed to
achieve the desired dissolution characteristics
when administered. Some of these factors which

affect drug dissolution briefly are discussed in
the following paragraphs, whereas others will be
discussed in succeeding chapters in which they
are relevant.

It is important to remember that the chemical
and physical characteristics of a drug substance

that can affect drug/'drug product safety, effi-
cacy, and stability must be carefully defined by
appropriate standards in an application for FDA
approval and then substained and controlled
throughout product manufacture.

Surface Area

When a drug particle is reduced to a larger
number of smaller particles, the total surface area
created is increased. For drug substances tl'lat are

poorly or slowly soluble, this generally results in
an increase in the rate of dissolution. The actual

solubility of a pure drug remains the same.
Increased therapeutic response to orally ad-

ministered drugs due to smaller particle size has
been reported for a number of drugs, among

them theophylljne, a xanthine derivative used to
treat bronchial asthma; griseofulvin, an antibi-
otic with antifungal activity, sulfisoxazole, an
anh'—infective sulfonarnide, and rlitrofurantoin, a

urinary anti-infeclive drug. To achieve increased
surhice area, pharmaceutical manufacturers fre-

quently use micronized powders in their solid

dosage form products. Micronized powders con-
sist of drug particles reduced in size to about 5
microns and smaller. The use of micronized

drugs is not confined to oral preparations. For
example, ophthalmic ointments and topical oint-
ments utilize micronized drugs for their pre-
ferredrelease characteristics and nonirritating
quality after application.

Due to the different rates and degrees of ab-

sorption obtainable from drugs of various parti-
cle size, it is conceivable that products of the
same drug substance prepared by two or more

reliable pharmaceutical manufacturers may re-
sult in different degrem of therapeutic response
in the same individual. A classic example of this
occurs with phenytoin sodium capsules where
there are two distinct forms. The first is the

rapid-release type, i. e., Prompt Phenytoin So-
dium Capsules, USP, and the second is the slow-

dissolution type, i.e., Extended Phenytoin So-
dium Capsules, USP. The former has a dissolu-
tion rate of not less than 85% in 30 minutes and

is recommended for patient use 3 to 4 times per

day. The latter has a slower dissolution rate, e.g.,
15 to 35% in3{l minutes, which lends itself for use

in patients who could be dosed less frequently.
Because of such differences in formulation for a

number of drugs and drug products, it is gener-
ally advisable for a person to continue taking the
same brand of medication, provided it produces
the desired therapeutic effect. Patients who are
stabilized on one brand of drug should not be

switched to another unless necessary. However,
when a change is necessary, '-appropriate blood

or plasma concentrations of the drug should be
monitored until the patient is stabilized on the
new product.

Occasionally, a rapid rate of drug absorption
is not desired in a pharmaceutical preparation.
Research pharmacists, in providing sustained
rather than rapid action in certain preparations,
may employ agents of varying particle size to
provide a controlled dissolution and absorption

process. Summaries of the physical chemical princi-
ples ofparticle size reduction and the relation ofp‘arti—
clc size to surface area, dissolution, and solubility may

be found in the accompanying Plrysical Pharnmcy
Capsules.

Crystal or Amorphous Drug Form

Solid drug materials may occur as pure crys-
talline substanoes of definite identifiable shape
or as amorphous particles without definite struc-
ture. The amorphous or crystalline character of

a drug substance may be of considerable impor-

tance to its ease of formulation and handling,
its chemical stability, and, as has been recently
shown, even its biological activity. Certain me-
dicinal agents may be produced to exist in either
a crystalline or an amorphous state. Since the

amorphous form of a chemical is usually more
soluble than the crystalline form, different ex-

tents of drug absorption may result with conse-
quent differences in the degree of pharmacologic
-activity obtained from each. Experiences with
two antibiotic substances, novobiocin and chlor-
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Particle Size, Surface Area and Dissolution Ftate

Particle size has an effect on dissolution rate and solubility. As shown in the Noyes—lNhilney
equation:

dC

I 3.]: = kS(C5 - C.)
where dCidT is the rate of dissolution [concentration with respect to time).

k is the dissolution rate constant

8 is the surface area of the particles.
C._. is the concentration of the drug in the immediate proximity of the dissolving particle.
i.e.. the solubility of the drug,
C, is the concentration of the drug in the bulk fluid.

It is evident that the “Cs" Cannot be significantly changed, the “C," is often under sink condi-
tions (an amount of the drug is used that is less than 20% of its solubility} and "k" comprises
many lactcrs such as agitation. temperature. This leaves the “S." surface area, as a factor
that can affect the rate of dissolution.

An increase in the surface area of a drug wilI..within reason. increase the dissolution rate.
Circumstances when it may decrease the rate would include a decrease in the “effective
surface area." i.e.. a condition in which the dissolving fluid would not be able to "wet“ the
particles. Wetting is the first step in the dissolution process. This can be demonstrated by
visualizing a 0.75 inch diameter by ‘/4 inch thick tablet. The surface area of the tablet can be
increased by drilling a series of 1/1.; inch holes in the tablet. However. even though the surface
area has been increased. the dissolution fluid. i.e.. water. would not necessarily be able to
penetrate into the new holes due to surface tension, etc., and displace the air. Adsorbed air
and other factors can decrease the eliective surface area of adosage form. including powders.
This is the reason that particle size reduction does not always result in an increase in dissolu-
tion rate. One can also visualize a powder that has been comminuted to a very fine state of
subdivision and when it is placed in a beaker of water, the powder floats due to the entrapped
and adsorbed air. The “effective surface area" is not the same as the actual "surface area“

 

of the resulting powder.

amphenicol palmitate, have revealed that these
materials are essentially inactive when adminisr

tered in crystalline form. but when they are ad-
mirlistered in the amorphous form, absorption

from the gastrollrltestinal tract proceeds rapidly
with good therapeutic response. In other in-
stances. crystalline forms of drugs may be used
because of greater stability than the correspond-
ing amorphous forms. For example, the crystal-
line forms of Penicillin G as either the potassium
or sodium salt are considerably more stable t'ha.n

the analogous amorphous forms. Thus, in for-
mulation work involving Penicillin G, the crys-
talline forms are preferred and result in excellent
therapeutic response.

The hormonal substance insulin presents an-
other striking example of the different degree of
act1'v1'ty that may result from the use of different
physical fortune of the same medicinal agent. In-
sulin is the active principle of the pancreas gland

and is vital to the body’s metabolism of glucose.
The hormone is produced by two means. The
first is by extraction procedures from either beef
or pork pancreas. The second process involves a
biosynthetic process with strains of Escherichia
coli, i.e.. recombinant DNA. Insulin is used by
man as replacement therapy, by injection, when

his body’s production of the hormone is insulti-
cient. insulin is a protein, which, when combined
with zinc in the presence of acetate buffer, forms
an extremely insoluble zinc-insulin complex. De—
pending upon the pH of the acetate buffer solu-

tion. the complex may be an amorphous precipi-
tate or a crystalline material. Each type is

produced commercially to take advantage of
their unique absorption characteristics.

The amorphous form. referred to as semilcttle

insulin or Prompt Insulin Zinc Suspension, USP,
is rapidly absorbed upon intramuscular or sub-
cutaneous (under the slcin) injection. The larger

 

In 5
exa

whe

The
incr
an i
1.05
volt.
the

lntrc

Crystalline rr
Extended Ins

slowly absorl

of action. By
proportions,
patients with

irlg degrees .
physical mix
and 30% of t]

Sulfa or Insu

mercially ava
acting insulir
merits of ma:

Some medi

line form are

Of crystals, dr
peratrure, SD11
tion is IlI'lCl.I1C{

Chemical sub

CI‘}’stall.lIle fo
It is known l
substance is
Pressure wit}

f0I'Ins. convea
form. It is the

Amerigen Ex. 1046, . 14



Amerigen Ex. 1046, p. 15

 

Whitney

particle,

lk condi-

imprises
. a factor

lion rate.
‘effective
"wet" the

lrated by
at can be
3 surface
e able to
orbecl air
aowders.
1I:lissolu-
3 state of

ntrapped
ice area“

fglucose.
sans. The

ither beef
nvolves a

fscirerichia

used by
on, when
is insuffi-

zornbined

fer, forms

1p1ex.De—
itfer solu-

Is precipi-
L type is

image ofL

: semilenle

sion, USP,
a: or sub-

[he larger

Dosage Form Design: Bicplrarmccgutir: Considerations 65

Particle Size and Solubility

in addition to dissolution rate, surface area can affect actual solubility. within reason. For
example, in the following relationship:

I E _ 2-yV
"9 st, " 2.303 RTr

where "S" is the solubility of the small particles.
“So" is the solubility of the large particles,
yis the surface tension
V is the molar volume

Fl is the gas constant
T is the absolute temperature
r is the radius of the small particles.

The equation can be used to estimate the decrease in particle size required to result in an
increase in solubility. For example, for a desired increase in solubility of 5%, this would require
an increase in the Sl'So ratio to 1.05, that is, the left term in the equation would become "log

_1.05." If an example is used for a powder with a surface tension of 125 dynesrcm, the molarvolume is 45 cm

the 5% increase in solubility?

log 1.05 —

and the temperature is 27"C. what is the particle size required to obtain

{2){125l{45l

‘ (2.3o3)(s.314 >< 1oi’){3on1r

r = 9.238 X 10''‘ cm or 0.0923B,u.

A number of factors are involved in actual solubility enhancement and this is only a basic
introduction of the general effects of particle size reduction.

crystalline material, called ultralente insulin or
Extended Insulin Zinc Suspension, USP, is more

slowly absorbed with a resultant longer duration
of action. By combining the two types in various
proportions, a physician is able to provide his
patients with 1'_ntermediate acting insulin of vary-

ing degrees of onset and duration of action. A
physical mixture of 70% of the czrystalline form
and 30% of the amorphous form, called lsrtte iri-

sulirz or Insulin Zinc Suspension, USP, is com-
mercially available and provides an intermediate
acting insulin preparation that meets the require-
ments of many diabetics.

Some medicinal chemicals that exist in crystal-
line form are capable of forming djfferent types
of crystals, depending upon the conditions (tem-

perature, solvent, time] under which crystalliza-
tion is induced. This property, whereby a single

chemical substance may exist in more than one

crystalline form, is known as ”po1y111orptu'sm.”
It is known that only one form of a pure drug
substance is stable at a given temperature and
pressure with the other forms, called metastable

forms, converting in time to the stable crystalline
form. It is therefore not unusual for a metastable

form of a medicinal agent to change form even
when present in a completed pharmaceutical
preparation, although the time required for a
complete change may exceed the normal shelf-
ljfe of the product itself. However, from a phar-
maceutical point of view, any change in the crys-

tal structure of a medicinal agent may critically
affect the stability and even the therapeutic effi-
cacy of the product in which the conversion takes
place.

The various polymorphic forms of the same
chemical generally differ in many physical prop-
erties, including their solubility and dissolution

characteristics, which are of prime importance to
the rate and extent of drug absorption into the
body’s system. These differences are manifest so
long as the drug is in the solid state. Once solu-
tion is effected, the different forms are indistin-

guishable one from another. Therefore, differ-
ences in drug action, pharmaoeutically and
therapeutically, can be expected from poly-
morphs oontained in solid dosage forms as well
as in liquid suspension. The use of metastable

forms generally results in higher solubility and
dissolution rates than the respective stable crys-
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tal forms of the same drug. If all other factors
remain constant, more rapid and complete drug

absorption will likely result from the metastable
forms than from the stable form of the same

drug. On the -other hand, the stable polymorph is
generally more resistant to chemical degradation
and because of its lower solubility is frequently
preferred in pharmaceutical suspensions of in-
soluble drugs. If metastable forms are employed
in the preparation of suspensions, their gradual

conversion to the stable form may be accompa-
nied by an alteration in the consistency of the

suspension itself, thereby affecting its permar
nency. In all instances, the advantages of the
metastable crystalline forms in terms of in-
creased physiologic availability of the drug must
be balanced agmt the increased product stabil-
ity when stable polymorphs are employed. Sul-
fur and cortisone acetate are two examples of
drugs that exist in more than one crystalline form
and are frequently prepared in pharmaceutical
suspensions. In fact, cortisone acetate is reported
to exist in at least five different crystalline forms.

It is possible for the commercial products of two
manuiacturers to differ in stability and in the
therapeutic effect, depending upon the crystal- ,
line form of the drug used in the formulation.

Salt Forms

The dissolution rate of a salt form of a drug is
generally quite different from that of the parent
compound. Sodium and potassium salts of weak
organic acids and hydrochloride salts of weak
organic bases dissolve much more readily than
do the respective free acids or bases. The result
is a more rapid saturation of the diffusion layer

surrounding the dissolving particle and the con-
sequent more rapid diffusion of the drug to the
absorption sites.

Numerous examples could be cited to demon-

strate the increased rate of drlig dissolution due
to the use of the salt form of the drug rather
than the free acid or base, but the following will

suffice: the addition of the ethylenediamine
moiety to theophyllirle increases the water solu-

bility of theophylline 5-fold. The use of the ethyl-
enediamine salt of theophylline has allowed the
development of oral aqueous solutions of the-
ophylline and diminished the need to use hydro-
alcoholic mixtures, e.g., elixirs.

Other Factors

The state of hydration of a drug molecule can
affect its solubility and pattern of absorption.

Usually the anhydrous form of an organic mole»
Cole is more readily soluble than the hydrated
form. This characteristic was demonstrated with

the drug arnpicillin, when the anliydrous form

was shown to have a greater rate of solubility
than the irihydrate form.‘ It was also shown that
the rate of absorption for the anyhdrous form
was greater than that for the trihydrate form of
the drug.

Once swallowed, a drug is placed in the gas-
trointestinal tract where its solubility can be af-
fected not only by the pH of the environment,
but by the normal components of the tract and

the foodstuffs which may be present A drug
may interact with one of the other agents present
to form a chemical complex which may result

in reduced drug solubility and decreased drug
absorption. The classic example of this complex-
ation phenomenon is that which oocurs between

tetracycline analogues and certain cations, e.g.,
calcium, magnesium, aluminum, resulting in a

decreased absorption of the tetracycline deriva-
tive. Also, if the drug becomes adsorbed onto in-

soluble material in the tract, its availability for
absorption may be correspondingly reduced.

Bioavailability and Bioequivalence

The term b:'aaom'labfiity describes the rate and
extent to which an active drug ingredient or ther-
apeutic moiety is absorbed from a drug product
and becomm available at the site of drug action.

The term biaequioalence refers to the comparison of
bioavailahiljties of different formulations, drug

products, or batches of the same drug product.

The availability to the biologic system of a
drug substance formulated into a pha,rmaceuti-
cal product is integral to the goals of dosage form

design and paramount to the effectiveness of the
medication. The study of a drug’s bioavailability
depends upon the drug’s absorption or entry

into the systemic circulation, and studying the
phai-macokinetic profile of the drug or its metal?
olitefs) over time in the appropriate biologic sys-

tem, e.g., blood, plasma, urine. Graphically, bio-
availability of a drug is portrayed by 3
concentration-time curve of the administered

drug in an appropriate tissue system, 5-3‘!
plasma (Fig. 3-4). Bioavailability data are used
to determine: (1) the amount or proportiflfi of
drug absorbed from a formulation or dosage
form; (2) the rate at which the drug was Bl?‘
sorbed; (3) the duration of the drug's presence II‘
the biologic fluid or tissue; and, when correlated
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become confused or upset if dispensed an alter-

nate product that differs in color, flavor, shape,
or packaging from that to which he or she has
become accustomed. Switching between prod-
ucts can generate concern, and thus pharmacists
need to be prudent in both initial product selec-
tion and in product mterchange.

Routes of Drug Administration

Drugs may be administered by a variety of
dosage forms and routes of administration, as
presented in Tables 3-5 and 3-6. One of the fun-

damental considerations in dosage form design
is whether the drug is intended for local or sys-
temic effects. Loc.-:t.l effects are achieved from di-

rect application of the drug to the desired site of
action, such as the eye, nose, or skin. Systemic

effects result from the entrance of the drug into
the circulatory system and its subsequent trans-

Table 3-5. Routes of Drug Administration

port to the cellular site of its action. For systemic
effects, a drug may be placed directly into the
blood stream via intravenous injection or ab-

sorbed into the venous circulation following
oral, or other routes of administration.

Table 3-6. Dosage Fm.1:r|.u’Dr1.1g Delivery System
Application

Route of
Administration

oral tablets

capsules
solutions

53'“-‘P5
elixirs

suspensions
magmas

gels
powders

subling-ual tablets
troehes or lozenges

parenteral solutions
suspensions

Primary Dosage Farms

Term Site

oral mouth

pcroral {per osll gastrointestinal tract
via mouth

sublingual _ under the tongue
parenteral other than the

gastroirrtestinal
tract (by injection)

intravenous vein

intraarterial artery
intracardiac heart

intraspinal or spine
intrathecal

inlraosseous bone

inl:raarI:icu.la.r joint
iritrasynovial joint—fluid area
intracutaneous or skin

intradermal
subcutaneous beneath the skin
inlramusclllar muscle

epicutaneous (topical) skin surface
trarlsclermal skin surface

conjiinctival conjuhcfiva
intraocuiar eye
intranasal nose
aural ear

intrarespiratory lung
rectal rectum

vaginal vagina
uretliral urethra

1 The abbreviation "p.o." is commonly employed on
prescriptions to indicate to be swallowed.

epicutarueousf
Iransdermal

ointments
' crea.ms

infusion pumps
pastes
plasters
powders
aerosols
lotions

ti-ansderrnal patdies, discs,
solutions

conjunclival contact lens inserts
ointments

intraocularf
intraaural

solutions

suspensions
intranasal solutions

sprays
irihalants
oiniments

intrarespiratory aerosols

rectal solutions
ointments

suppositories

vaginal solutions
ointments
emulsion foams
tablets

inserts, suppositories, sponge
solutions

suppositories
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Sublingual

Oral

t
/\

DEC 24 hrs."'-...
I-V off

Intravenous

"' labile-I dissolved

Buccal
|__m_:__r_:__L__:

0 1 2 3 4 5 6
Hours

Fig. 3-11. Blood-level curves of nitroglycerin following
administration of dosage forms by various routes. (From
1‘1tmIm5,_l.: Nitroglycerin and Long—Act1'r1gNitrates in Clin-
ical Practice. The American Journal of Medicine, Pm-
ceedings ofa Symposium: First North American Conference
on Nitroglycerin Therapy, Jam 27, 1983. Reprinted with
Permission.)

An individual drug substance may be formu-

lated into rnu_lt_iple dosage forms which result
in different drug absorption rates and times of

onset, peak, and duration of action. This is dem-
onstrated by Figure 3-11 and Table 3-7, for the

drug nih-oglycerin in various dosage forms. The '
sublingual, intravenous, and buccal forms pre-

sent extremely rapid onsets of action whereas the
oral (swallowed), topical ointment and topical
disc present slower onsets of action but greater
durations of action. The disc provides the longest
duration of action, up to 24 hours following ap-
plication of a single patch to the skin. The trans-
dermal nitroglycerin disc allows a single daily

dose, whereas the other forms require multiple

dosing to maintain drug levels within the thera-
peutic window.

The difference in drug absorption between
dosage forms is a function of the formulation

and the route of ad_ministration. For example, a
problem associated with the oral adrrdrdstration

of a drug is that once absorbed through the
lumen of the gastrointestinal tract into the portal
vein, the drug may pass directly to the liver and

undergo the first-pass effect. In essence a portion
or all of the drug may be metabolized by the
fiver. Consequently, as the drug is extracted by
the liver, its bioavailability to the body is de-
creased. Thus, the bioavajlable fraction is deter-

mined by the fraction of drug that is absorbed
from the gastrointestinal tract and the fraction

that escapes metabolism during its first pass
through the liver. The bioavailable fraction (3')
is the product of these two fractions as follows:

f = Fraction of drug absorbed

X Fraction escaping first-pass metabolism

The bioavailability is lowest, then, for those

drugs that undergo a significant fi.rst—pass effect.
For these drugs, a hepatic extraction ratio, or the
fraction of drug Hietabolized, E, is calculated.

The fraction of drug that enters the system circu-

lation and is ultimately available to exert its ef-
fect then is equal to the quantity [1 - E}. Table

3-8 lists some drugs according to their pharma-
cologic class that undergo a significant first-pass
effect when admiII.istered by the oral route.

To compensate for this marked effect, the drug
manufacturer may consider other routes of drug
admirustration, e.g., intravenous, intramuscular,
sublingual, that avoid the first-pass effect. With

these routes there will be a corresponding de-
crease i.n the dosage required when compared to
oral administration.

Table 3-’:-'. Dosage and Kinetics of Nitroglycerin in Various Dosage Forms‘

Nitraglycerin, U.-ma! Recommended Onset of Action Peak Action Duration
Dosage Form Dosage (mg) {Minutes} (Minutes) fllziinutesfhaursl

Sublingual 0.3-0.8 2-5 4-3 10-30 minutes
Buccal 1-3 2-5 4-10 30-300 minutes‘
Oral 65-195 20-915 45-120 2-6 hours"

Ointment (2%) 1/2-2 inches 15-60 30-120 3-3 hours
Discs 5-10 30-60 60-150 Up to 24 hours

A Effect persists so long as tablet is intact.
'3 Some short—te1-m dosing studies have demonstrated effects to 8 hours.
1 From Abrams, 1.: Nitroglyoerin and Long—Acting Nitrates in Clinical Practice. The American journal of.Medfc1'm:,

Proceedings of a Symposium: First North American Conference of Nitroglyoerin Therapy, June 27, 1933, p. 88.
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Table 3-8. Examples of Drugs that Undergo
Significant Liver Metabolism and Exhibit Low
‘Bioavailability when Administered by First-pass
Routes

Drug Class Examples

Analgesics Aspirin, meperidine,
pentazocine,
propoxyphene

Autianginal Nitroglycerin
Antiarrhythrrdcs Lidocaine
Beta-adrenergic Labetolol, metoprolol,

blockers proprariolol
Calcium channel Veraparnil

blockers

Sympathomimetic Isoproterenol
amines

Tricyclic Desiprarnine, imipramine,
antidepressants nortriptyline

Another consideration centers around the me-

tabolites themselves, and whether they are phar-
rnacologically active or inactive. If they are inac-
tive, a larger oral dose will be required to attain
the desired therapeutic effect when compared to
a lower dosage in a non_fi:rst—pass effect route.
The classic example of drug that exhibits this ef-
lect is proprano1ol._l.f, on the other hand, the me-
tabolites are the active'species, the oral dosage
must be carefully tailored to the desired thera-
peutic effect. First—pass metabolism in this case

will result in a quicker therapeutic rwponse than
that achieved by a nonfirst—pass effect route.

One must remember also that the flow of

blood through the liver can be decreased under
certain conditions. Consequently, the bioavail-
ability of those drugs that undergo a first—pass
effect then would be expected to increase. For
example, during cirrhosis the blood flow to the
kidney is dramatically decreased and efficient
hepatic extt‘ach'on by enzymes responsible for a

drug's metabolism also falls off. Consequently,
in cirrhotic patients the dosage of drug that
undergoes a first-pass effect from oral adminis-
tration will have to be reduced to avoid toxicity.

Oral Route

Drugs are most frequently taken by oral ad-
mirlistration. Although a few drugs taken orally
are intended to be dissolved within the mouth,

the vast majority of drugs taken orally are SWELl-
lowed. Of these, most are taken for the systeimi:
drug effects that result after absorption from the
various surfaces along the gastrointestinal tract.

A few drugs, such as antacids, are swallowed
for their local action within the confines of the

gastrointestinal tract. '
Compared with alternate routes, the oral route

is considered the most natural, uncomplicated,

convenient, and safe means of administering
drugs. Disadvantages of the oral route include

slow drug response {when compared with par-
enterally adrrllrdstered drugs); chance of irregu-
lar absorption of drugs, depending upon such
factors as constitutional make-up, the amount or
type of food present witliin the gastrointestinal
tract,‘ and the destruction of certain drugs by the
acid reaction of the stomach or by gastrointesti-
nal enzymes. _

DOSAGE roiuus APPLICABLE. Drugs are adminis-

tered by the oral route in a variety of pharma-
ceutical forms. The most popular are tablets, cap-
sules, suspensions, and various pharmaceutical
solutions. Briefly, tablets are solid dosage forms
prepared by compression or molding and con-
tain medicinal substances With or without suit-

able diluents, disintegfhnts, coatings, colorants,
and other pharmaceutical adjuncts. Diluents are

fillers used in preparing tablets of the proper size
and consistency. Disintegrants are used for the
brealeup or separation of the tablet’s com-

pressed ingredients. This ensures prompt expo-
sure of drug particles to the dissolution process
dxereby enhancing drug absorption, as shown i.n
Figure 3—12. Tablet coatings are of several types
and for several different purposes. Some called
enteric coatings are employed to permit safe pas-

oosnee FORM 8

Dislntegrallon ‘
cat?

GRANULES 233% -————s- SOLUTION

Deagsregailon ‘ /1
FINE PARTICLES    

Fig. 3-12. Schematic drawing showing disibttegraiion of
a tablet dosage form and direct availability of the contents
in 2 capsule dosogefonnfor dissolution and drug olasorptiml
after oral administration. {From Rowland, M., and Razef.
TN.: Clinical Pharmacokinetics. 2m'l.Ecl., Pltihidelpliia.
Lee 5’ Fetriger. I989.)
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sage of atablet through the acid environment of
the stomach where certain drugs may be de-
stroyed, to the more suitable juices of the intes-
tines where tablet dissolution safely takes place.

Other coatings are employed to protect the drug
substance from the destructive influences of

moisture, light, and air throughout their period
of storage or to conceal a bad or bitter taste from

the taste buds of a patient. Commercial tablets,
because of their distinctive shapes, colors, and
frequently employed monograrns of company

symbols and code numbers facilitate identifica-
tion by persons trained in their use and serve as

‘an added protection to public health.

Capsules are solid dosage forms in which the
drug substance and appropriate pharmaceutical

adjuncts as fillers are enclosed in either a hard
or a soft "shell,” generally composed of a form
of gelatin. Capsules vary in size, depending
upon the amount of drug to be administered,
and are of distinctive shapes and colors when
produced commercially. Generally, drug materi-
als are released from psules faster than from

tablets. Capsules of gelatin, a protein, are rapidly
disfigured Within the gastrointestinal tract, per-

mitting the gastric juices to permeate and reach
the contents. Because unsealed capsules have
been subject to tamperingby unscrupulous indi-
viduals, many capsules nowadays are sealed by
fusion of the two capsule shells. Also, capsule-
shaped and coated tablets, called "caplets," are
increasingly utilized. These are easily swallowed

but their contents are sealed and protected from
tampering like tablets.

Susperlsfons are preparations of finely divided
drugs held in suspension throughout a suitable
vehicle. Suspensions taken orally generally em-

ploy an aqueous vehicle, whereas those em-
ployed for other purposes may utilize a different
vehicle. Suspensions of certain drugs to be used
for intramuscular injection, for instance, may be

maintained in a suitable oil. Tobe suspended, the
drug particles must be insoluble in the vehicle in
which they are placed. Nearly all suspensions
must be shaken before use because they tend to
settle. This ensures not only uniformity of the

preparation but more importantly the adminis-
tration of the proper (image. Suspensions are a
useful means to administer large amounts of
solid drugs that would be inconveniently taken
in tablet or capsule form. In addition, suspen-
sions have the advantage over solid dosage

forms in that they are presented to the body in
fine particle size, ready for the dissolution pro-

cess immediately upon administration. How-
ever, not all oral suspensions are intended to be
dissolved and absorbed by the body. For in-
stance, Kaolin Mixture with Pectin, an antidiar—

1-heal preparation, contains suspended kaolin,

which acts in the intestinal tract by adsorbing
excessive intestinal fluid on the large surface
area of its particles.

Drugs administered in aqueous solution are

generally absorbed much more rapidly than
those administered in solid form, because the

procesm of disintegration and dissolution are

not required. Pharmaceutical solutions may dif-
fer in the type of solvent employed and therefore
in their fluidity characteristics. Among the solu-
tions Erequently administered orally are elirfrs,
which are solutions in a sweetened hydroelec-
holic vehicle and are generally more mobile than
water; syrups, which generally utilize sucrose so-
lutions as the sweet vehicle resulting in a viscous
preparation; and solutions themselves, which of-

ficially are preparations in which the drug sub-

stance is dissolved predominantly in an aqueous
vehicle and do not for reasons of their method

of preparation (e.g., injections, which must be

sterilized} fall into another category of pharma-
ceutical preparations.

ABSORPTION. Absorption of drugs after oral ad-
ounistration may occur at the various body sites
between the mouth and rectum. In general, the
higher up a drug is absorbed along the length of
the alimentary tract, the more rapid will be its
action, a desirable feature in most instances. Be-
cause of the differences in the chemical and

physical nature among drug substances, a given
drug may be better absorbed from the environ-
ment of one site than from another within the

alimentary tract.
The oral cavity is used on certain occasions as

the absorption site of certain drugs. Physically,
the oral absorption of drugs is managed by al-
lowing the drug substance to be dissolved within

the«oral cavity with infrequent or no swallowing
until the taste of the drug has dissipated. This

process is accommodated by providing the drug
as extremely soluble and rapidly dissolving un-
coated tablets. Drugs capable of being absorbed.
in the mouth present themselves to the absorbing
surface in a much more concentrated form than

when swallowed, since drugs become progres-
sively more diluted with gastrointestinal secre-
tions and contents as they pass along the alimen-
tary tract.

Currently the oral or sublingual (beneath the

Amerigen Ex. 1046, p. 20

E.
ii.‘

 



Amerigen Ex. 1046, p. 21

8|] Dosage Form Design: Bioplutmwceutic Considerations

tongue) administration of drugs is regularly em-
ployed for only a few drugs, with nitroglycerin
and certain steroid sex hormones being the best
examples. Nitroglycerin, a coronary vasodilator

used in the prophylaxis and treatment of angina
pectoris, is available in the form of tiny tablets
which are allowed to dissolve under the tongue,

producing therapeutic effects in a few minutes
after administration. The dose of nitroglycerin is
so small [usually 400 mcg) that if it were swal-
lowed the resulting dilute gastrointestinal con-

centration may not result in reliable and suffi-
cient drug absorption. Even more important,

however, is the fact that nitroglycerin is rapidly
destroyed by the liver throught the first—pass ef-
fect. Many sex hormones have been shown to be
absorbed materially better from sublingual ad-
mirlistration than when swallowed. Although

the sublirigual route is probably an effective ab-
sorption route for many other drugs, it has not
been extensively used, primarily because other
routes have proven satisfactory and more com
venient for the patient. Retairling drug sub-
stances in the mouth is unattractive because of

the bitter taste of most drugs.
Drugs may be altered within the gastrointesti-

nal tract to render them less available for absorp-

tion. This may result from the drug‘s interaction
with or binding to some normal constituent of
the gastrointestinal tract or a foodstuff or even
another drug. For instance, the absorption of the

tetracycline group of antibiotics is greatly inter-
fered with by the simultaneous presence of cal-

cium. Because of this, tetracycline drugs must
not be taken with milk or other calcium-

containing foods or drugs. .
Insorne instances itis the intent of the pharma-

cist to prepare a formulation that releases the
drug slowly over an extended period of time.
There are many methods by which slow release

is accomplished, including the complexation of
the drug with another material, the combination

of which is only slowly released from the dosage
form. An example of this is the slow-release
waxy matrix potassium chloride tablets. These
are designed to release their contents gradually
as they are shunted through the gastrointestinal
tract. Because their contents are leadied out

gradually there is less incidence of gastric irrita-

tion. The intermingling of food and drug gener-
ally results in delayed drug absorption. Since
most drugs are absorbed more effectively from
the intestines than from the stomadi, when rapid
absorption is intended, it is generally desirable

to have the drug pass from the stomach into the

intestines as rapidly as possible. Therefore, gas-
tric emptying time is an important factor in ef-
fecting drug action dependent upon intestinal
absorption. Gastric emptying time may be in-

creased by a number of factors, including the
presence of fatty foods (more effect than pro-
teins, which in turn have more effect than carbo-

hyd rates), lying on the back when bedridden

(lying on the right side facilitates passage in
many instances), and the presence of drugs (for
example, morphine) that have a quieting effect
on the movements of the gastrointestinal tract. If

a drug is administered in the form ofa solution, it
may be expected to pass into the intestines more
rapidly than drugs administered in solid form.
As a rule, large volumes of water taken with

medication facilitate gastric emptying and pas-
sage into the intestines.

The pH of the gastrointestinal tract increases

progressively along its length from a pH of about
I in the stomach to approximately pH 8 at the far

end of the intestines. pH has a definite bearing on
the degree of ionization of most drugs, and this

in turn affects lipid solubility, membrane perme-
ability and absorption. Because most drugs are
absorbed by passive diffusion through the lipoid
barrier, the lipid/water partition coefficient and

the pK, of the drugs are of prime importance to
both their degree and site of absorption within
the gastrointestinal tract. As a general rule, weak

acids are largely unionized in the stomach and

are absorbed fairly well from this site, whereas
weak bases are llighly ionized in the stomach

and are not significantly absorbed from the gas-
tric surface. Alkalinization of the gastric environ-
ment by artificial means {simultaneous adminis-

tration of alkaline or antacid drugs) would be

expected to decrease the gastric absorption of
weak acids and to increase that of weak bases.

Strong acids and bases are generally poorly ab-

sorbed due to their high degrees of ionization.
‘ The small intestine serves as the major absorp-

tion pathway for drugs because of its suitable
pH and the great surface area available for drug
absorption within its approximate 20-foot length
extending from the pylorus at the base of the

stomach to the junction with the large intestine at
the cecum. The pH of the lumen of the intestine is

about 6.5 (see Fig. 3-3) and both weakly acidic
and weakly basic drugs are well absorbed from
the intestinal surface, which behaves in the ioni-

zation and distribution of drugs between it and
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the plasma on the other side of the membrane
as though its pH were about 5.3.

Rectal Route

Some drugs are administered rectally for their
local effects and others for their systemic effects.

Drugs given rectally may be adrninistered as so-
lutions, suppositories, or ointments. Suppositories
are defined as solid bodies of various weights

and shapes intended for introduction into a body
orifice (usually rectal, vaginal, or urethral) where

they soften, melt, or dissolve, release their medi-
cation, and exert their drug effects. These effects

simply may be the promotion of laxation {as with
glycerin suppositories), the soothing of inflanned
tissues (as with various commercial supposito-
ries used to relieve the discomfort of hemor-

rhoids), or the promotion of systemic effects (as
antinausea or antimotion sickness). The compo-

sition of the suppository base, or carrier of the
medication, can greatly influence the degree and

rate of drug release and should be selected on an
individual basis for each drug. The use of rectal
ointments is generally limited to the treatment

of local conditions. Rectal solutions are usually

employed as enemas or cleansing solutions.
The rectum and the colon are capable of ab-

sorbing many soluble drugs. Rectal administra-
tion for systemic action may be preferred for
those drugs destroyed or inactivated by the envi-
rorunents of the stomach and intestinm. The ad-

ministration of drugs by the rectal route may also
be indicated when the oral route is precluded

because of vomiting or when the patient is un-
conscious or incapable of swallowing drugs

safely without choking. It is estimated that about
50% of a dose of drug absorbed from rectal ad-
ministration is likely to bypass the liver, an im-
portant factor when considering those orally ad-
ministered drugs that are rapidly destroyed iii
the liver by the first-pass effect. On the negative
side, compared with oral administration, rectal
administration of drugs is inconvenient, and the

absorption of drugs from the rectum is fre-
quently irregular and difficult to predict.

Parenteral Route

The term parenteral is derived from the Greek
words para, meaning beside, and entercln, mean-

ing intestine, which together indicate something
done outside of the intestine and not by way of
the alimentary tract. A drug administered paren-

terally is one injected through the hollow of a
fine needle into the body at various sites and

to various depths. The three routes of
parenteral administration are subcutaneous, in-
tramuscular (LM.), and intravenous lI.V.) al-

though there are others suchas intracardiac and
intraspinal.

Drugs destroyed or inactivated in the gastroin-
testinal tract or too poorly absorbed to provide
satisfactory response may be parenterally ad-
ministered. The parenteral route is also preferred
when rapid absorption is essential, as i.n emer-

gency situations. Absorption by the parenteral
route is not only faster than after oral administra-
tion, but the blood levels of drug that result are
far more predictable, because little is lost after
subcutaneous or intramuscular injection, and
virtually none by intravenous injection; this also
generally permits the administration of smaller
doses. The parenteral route of administration is
especially useful in treating patients who are un— _
cooperative, unconscious, or otherwise unable to

accept oral medication. '
One disadvantage of parenteral administra-

tion is that once the drug is injected, there is no
retreat. That is, once the substance is within the

tissues or is placed directly into the blood stream,

removal of the drug warranted by an untoward
or toxic effect or an inadvertent overdose is most

difficult. By other means of administration, there
is more time between drug administration and

drug absorption, Wliich becomes a safety factor
by allowing for the extraction of unabsorbed

drug (as by the induction of vomiting after an
orally administered drug). Also, because of the
strict sterilityrequirements for all injections, they
are generally more expensive than other dosage
forms and require competent trained personnel
for their proper administration.

oosaos FORMS APPLICABLE. Pharmaceutically,
injectable preparations are usually either sterile

suspensions or solutions of a drug substance in
water or in a suitable vegetable oil. In general,
drugs in solution act more rapidly than drugs in
suspension, with an aqueous vehicle providing
faster action in each instance than an oleaginous

vehicle. As in other instances of drug absorption,
a drug must be in solution to be absorbed, and

a suspended drug must first submit to the disso-

lution process. Also, because body fluids are
aqueous, they are more receptive to drugs in an

aqueous vehicle then those in an oily one. For
these reasons, the rate of drug absorption can be
varied in parenteral products by selective combi-
nations of drug state and supporting vehicle. For
instance, a suspension of a drug in a vegetable
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Fig. 3-19. Computerized gas chrmnatagraphy mass spec-
trometry used in biaanalytfcat studies. Consists of Hewlett
Packard Gas Chromntagraph (Model 5890 A) and V6‘ Mass
Spectrometer (Model UG 12-250,). (Courtesy cffilan Corpo-
ration, plc.)

 
Fig. 3-20. Assay of biological fluids using Waters HPLC
(High P.-zrfiarmzmce Liquid Chromatography) system con-
sisting afffrom left to right) Autnsempler (Made! 712 Wisp),
Pump (Model M-5&5), Shimadzu Fluorescence Detector
(Model RF-535}. {Co1'.£r't$_l{ of Elan Corporation, plc.)

the minimum effective concentration If on the

other hand this medicine is only administered

every 4 hours during the waking hours, it is pos-
sible that the mirlirnum concentration will fall
below effective levels between the at—bedb'me

dose and the next morning dose. Consequently,
the patient may awaken in the middle of the
night and exlfibit an asthma attack.

Patients can be monitored pharmacolo-
netically through appropriate plasma, serum or
blood samples, and many hospital pharmacies
have implemented pharmacokinetic dosing ser-
vices. The intent is to maximize drug efficacy,

minimize drug toxicity and keep health care

costs at a Thus, for example, compli-
cations associated with overdose are controlled

or drug interactions that are known to occur, e.g.,
smol<ing—theophylli.ne, can be accommodated. In
these services, for example, once the physician
prescribes a certain amount of drug and moni-
tors the clinical response, it is the clinical phar-

macist who coordinates the appropriate sample
time to deterrnirle drug concentration in the ap-

propriate body fluid. After the level of drug is
attained, it is the clinical pharmacist who inter-

prets the result, and consults with the physician
regarding subsequent dosages.

Pharrnacokinetic research has demonstrated

that the determination of a patient's dosage regi-
men depends on numerous factors and daily
dose formulas exist for a number of drugs that
must be administered on a routine maintenance

schedule, e.g., digoxin, procainamide, theophyl-
line. For certain drugs such as digoxin, which

are not highly lipid soluble, it is preferable to use
a patient’5 lean body weight (LBW) rather than
total body weight (TBW); to provide a better esti-
mate of the patient’s volume of distribution. Al-
ternatively, even though pharmacokinetic dos-

ing formulas may exist, one must be cognizant
that patient factors may be more relevant. For

example, with the geriatric patient it is advisable
to begin drug therapy with the lowest possible

dose and increase the dosage as necessary in
small increments to optimize the patients clini-

'cal response. Then the patient should be moni-
tored for drug efficacy and reevaluated periodi-

Cally.
Examples of bioanalytical research laborato-

ries are shown in Figures 3-19 and 3-20.
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Dosage Form Design: General

Considerations, Pnarmaceutic ingredients,

and Current Good Manufacturing Practice

Deuc; sussrmces are seldom administered

alone, but rather as part of a formulation _in com-

bination with one or more nonmedjcal: agents
that serve Varied and specialized pharmaceutical
functions. Through selective use of these nonme-

dicinal agents, referred to as pharmaceutic ingredi-

ants, dosage forms of various types result. The
pharmaceutic ingredients solubilize, suspend,
thicl<en, dilute, emulsify, stabilize, preserve,

color, flavor, and fashion medicinal agents into

efficacious and appealing dosage forms. Each
type of dosage form is unique in its physical and

pharmaceutical charactefisfics. These varied

preparations provide the manufacturing phar-
macist with the challenges of formulation and

the physician with the choice of drug and drug
delivery system to prescribe. The general area of

study concerned wzith the formulation, manufac-
tune, stability, and effectiveness of pharmaceuti-

cal dosage forms is termed phannaceutics.
The proper design and formulation of a dos-

_ age form requires consideration of the physical,
chemical and biological characteristics of all of
the drug substances and pharrnaceutic ingredi-

ents to be used in fabricating the produ-gt. The
drug and pharrnaceutic materials utilized must

be compatible with one another to produce a

drug product that ‘is stable, efficacious, attrae

tive, easy to adrnirlister and safe. The product

- should be manufactured under appropriate mea-
sures of quality control and packaged in contam-

ers that contribute to product stability. The prod-

; uct should be labeled to promote correct use and
_be stored under conditions that contribute to
~.n-iaximum shelf life.

Methods for the preparation of specific types

of dosage forms and drug delivery systems are

'described in subsequent chapters. This chapter
presents some general considerations regarding
pharmaceutjc ingredients, drug product formu-

lation, and standards for good manufacturing

practice.

The Need for Dosage Forms

The potent nature and low dosage of most of
the drugs in use today precludes any expectation

that the general public could safely obtain the

appropriate dose of a drug from the bulk mate-
rial. The vast majority of drug substances are ad-
ministered in quantities, much too
small to be weighed on anything but a sensitive .
laboratory balanoe. For instance, how could the

layman accurately obtain the 325 mg or 5 gr of
aspirin found in the common aspirin tablet from
a bulk supply of aspirin? He couldn't. Yet, com-
pared with many other drugs, the dose of aspirin

is formidable {Table 4-1). For example, the dose
of etbinyl estradiol, D.D5 mg, is 1/6500 the
amount of aspirin in an aspirin tablet. To put it
another way, 6500 ethinyl estradiol tablets, each
contairling 0.05 mg of drug, could be made from
an amount of ethinyl estradiol equal to the
amount of aspirin in just one 325 mg aspirin tab-
let. When the dose of the drug is minute, as that
for ethinyl estradiol, solid dosage forms such as
tablets and capsules must be prepared with fill-
ers or diluents so that the size of the resultant

dosage unit is large enough to pick up with the
fingertips.

Besides providing the mechanism for the safe
and convenient delivery of accurate dosage, dos-

age forms are needed for additional reasons:

1. For the protection of a drug substance from
the destructive influences of atmospheric ox-

ygen or h1:I.u1idity (e.g., coated tablets, sealed
ampuls}.

2. For the protection of a drug substance from
tl'le destructive influence of gastric acid after
oral admi1u'strat:ion (e.g., entei-ic—coated tab-
lets).
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Table 4-1. Examples of Some Drugs with
Relatively Low Usual Doses

Usual
Dose,

Drug mg Category

Lithium Carbonate 300 Antidepressant
Ferrous Sulfate 300 Hematinic
Cimetidine 300 Antiulcer

Ibuprofen 300 Ant‘li11.flarr|J'natox'y
An‘lox1'cilli.n 250 Antibacterial

EI'ythro1nyc:'n 250 Antibacterial
Nitrohrrantoin 10D Antibacterial

(urinary)
Propoxyphene HC1 65. Analgesic
Thyroid 60 Thyroid
Hydrochlorothiazide _50 Diuretic

Codeine Phosphate '30 Analgesic
Phenobarbital 30 Sedative

Cl-ulorpromazine HCl 25 Tranquilizer
Diphenhydramine HCl 25 A.ntilLista:rnitu'c
Morphine Sulfate 10 Narcotic analgesic
Predruisolone 5 Adrenocortical

steroid

Chlorpheniramine 4 Aot:ihi.staJ:n_inic
Maleate

Colctlitjne 0.5 Gout suppressant
Nitroglycerin 0.4 Antianginal
Digoxin 0.25 Cardiotoroc

(maintenance)

Levothyroxine 0.1 Thyroid
Ethinyl Estradiol 0.05 Estrogen

3. To conceal the bitter, salty, or offensive taste
or odor of a drug substance {e.g., capsules,

coated tablets, flavored syrups).
4. To provide liquid preparations of substances

that are either insoluble or unstable in the

desired vehicle (e.g., suspensions).
5. To provide clear liqu_id-‘dosage forms of sub-

stances (e.g., syrups, solutions).

6. To provide time-controlled drug action (e.g.,
various controlled-release tablets, capsules,
and suspensions).

7. To provide optimal drug action from topical
adrnilfistrafion sites (e.g., oi.n'bI1eni’s, Crearrls,
transderrnal patches, ophthalmic, ear, and
nasal preparations).

8. To provide for the insertion of a drug into

one of the body's orifices {e.g., rectal or vagiv
nal suppositories).

9. To provide for the placement of drugs di-

rectly into the bloodstream or into body tis-

sues (e.g., injections).
10. To provide for optimal drug action through

 
inhalation therapy {e-.g., inhalants and inha_
Iation aerosols).

General Considerations in Dosage

Form Design

Before formulating a drug substance into a
‘dosage form, it is important to predetermine the
desired product type insofar as possible in order

to establish the framework for product develop-
ment activities. Then, various initial formula~

tions of the product are developed and examined
for desired features (e.g,, drug release profile,
bioavailability, clinical effectiveness) and for

pilot plant studies and production scale—up. The
formulation that best meets the goals for the
product is selected and represents its master for-

mula. Each batch of product subsequently pre-
pared must: meet: the specifications established
in the master formula.

There are many different forms into which a
medicinal agent may be placed for the conVen~
ient and efficacious treatment of disease (Table

3-6}. Most commonly, a pharmaceutical manu-
facturer prepares a drug Substance in several
dosage forms and strengths for the efficacious

and convenient treatment of disease (Fig. «‘-1-I).
Before a medicinal agent is formulated into one
or more dosage forms, among the factors consid-

ered are such therapeutic matters as: the nature
of the illness, the manner in which it is generally

treated, locally or through systemic action, and

the age and anticipated condition of the patient. '
If the medication is intended for systemic use

and oral administration is desired, tablets and/'

or capsules are generally prepared. These dosage
units are easily handled by the patient and are
most convenient in the self~adrm'nistrafion of

medication. [F a drug substance has application
in an emergency situation in which the patient

rosy be comatose or unable to take oral medica-
tion, an injectable form of the medication may

also be prepared. Many other examples of thera-
peutic situationsaffecting dosage form design

could be cited, including the preparation of
agents for motion sickness, nausea, and vomiting

into tablets and skin patches forprevenfion and
suppositories and injections for treatment.

The age of the intended patient also plays a
role in dosage form design. For infants and chil-

dren under 5 years of age, pharmaceutical liq-
uids rather than solid dosage forms are preferred
for oral administration. These liquids, which are
generally flavored aqueous solutions, syrups or
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Fig. 4-1. Examples of varied dosage forms of a drug substance marketed by a pharmaceutical manufacturer to meet the
special requirements of the patient. (Courtesy of SmithKline Beecham)

suspensions, are usually administered directly

into the infant’s or child's mouth by drop, spoon,
or oral dispenser (Fig. 4-2) hr incorporated into
the child's food. A single liquid pediatric prepa-
ration may be used for infants and children of

all ages, with the dose of the drug varied by the
Volume administered. l/Vhen an infant is in the

throes of a vomiting crisis, is gagging, has a pro-

ductive cough, or is simply rebellious, there may
be some question as how much of the medicine

administered is actually swallowed and how
much is expectorated. In such instances, injec-
tions may be required. lnfant size rectal supposi-

tories may also be employed although drug ab-
sorption from the rectum is often erratic.

During childhood and even in adult years,
a person may have difficulty swallowing solid

dosage forms, especially uncoated tablets. For

this reason, some medications are formulated as

chewable tablets that can be broken up in the ‘
mouth before swallowing. Many of these tablets
are comparable in texture to an after-dinner mint
and break down into a pleasant tasting, creamy
material. Capsules have been found by many to
be more easily swallowed than whole tablets. If a

capsule is allowed to become moist in the mouth
before swallowing, it becomes slippery and
slides d0Wn‘the throat more readily with a glass

of water. In instances in which a person has diffi-
culty swallowing a capsule, the contents may be

emptied into a spoon, mixed with jam, honey, ~
or other similar food to mask the taste of the

medication and swallowed. Some older persons
have difficulty in swallowing and thus tablets

and capsules are frequently avoided. Medica-
tions intended for the elderly are commonly for-
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Fig. 4-2. "Pee Dee Dose” brand of oral liquid dispenser
used to administer measured volumes of liquid mastication
to youngsters. 1.’Courtesy of Ban: Corporation)

rnulated into oral liquids or may be extemporar
neously prepared into an oral liquid by the
pharmacist.

Many patients, particularly the elderly, take
lnultiple medications daily. The more distinctive
the size, shape, and color of solid dosage forms,

the easier is the proper identification of the medi-
cations. Frequent errors in talcing medications

among the elderly occur because of their multi-
ple drug therapy and reduced eyesight. Dosage
forms that allow reduced frequency of adminis-
tration without sacrifice of efficiency are particu-
larly advantageous.

In dealing with the problem of formulating a
drug substance into a proper dosage form, re-
search pharmacists employ knowledge that has
been gained through experience with other
chemically similar drugs and through the proper

utilization of the disciplines of the physical,
cheuucal, and biologic and pharmaceutical sci-
ences. The early Stages of any new formulation
involves studies to collect basic information on

the physical and chemical characteristics of the

drug substance to be prepared into pharmaceuti-
cal dosage forms. These basic studies comprise
the preformulation work needed before actual
product formulation begins.

Preforrnitlotion Studies

Before the formulation of a drug substance
into a dosage it is essential that it be chemically

and physically characterized. The following pre-

fonnulation studies,‘ and others, provide the type
of information needed to define the nature of the

drug substance. This information then provides
the framework for the drug’s combination with

pharmaceutic ingredients in the fabrication of a
dosage form.

Physical Description

It is important to have an understanding of the
physical description of a drug substance prior to
dosage form development. The majority of drug
substances in use today occur as solid materials.
Most of "them are pure chemical compounds of
either crystalline or amorphous constitution. The

purity of the chemical substance is essential for
its identification as well as for the evaluation of

its chemical, physical, and biologic properties.

One parameter‘ in determining Cliemiccl purity is
melting point depression. the physical pharmacy con-
cept of which is summarized in the accompanying
Physical Pharmacy Capsule. Liquid drugs are used

to a much lesser extent than solid drugs; gases,
even less frequently.

Among the few liquid medicinal agents in use
today are the following:

Amyl nitrite, vasodilator by inhalation
Castor oil, cathartic

Clofibrate, antihyperlipidemic
Dimercaprol, antidote for arsenic, gold, and

mercury poisoning

Dimethylsulfoxide, analgesic in interstitial
cystitis

Ethchlorvynol, hypnotic
Glycerin, cathartic in suppository form
M.inet'al oil, cathartic

Nitroglycerin {as tablets), anti-angina]
Paraldehyde, sedative-hypnotic
Paramethadione, anticonvulsant

Prochlorperazine, iranquilizer and antiemetic
Propylliexedrine, vasoconstrictor by nasal in-

halation

'Undecylen.ic acid, fungistatic agent

Liquid drugs pose an interesting problem in
the design of dosage forms or drug delivery sys-
tems. Many of the liquids are volatile substances
and as such must be physically sealed from the
atniosphere to prevent their loss. Amy] nitrite,
for example, is a clear yellowish liquid that is
volatile even at low temperatures and is also

highly flammable. It is inaintained for medicinal
purposes in small sealed glass cylinders
wrapped with gauze or another suitable mate-
rial. When amyl riitzite is admirdstered, the glass
is broken between the fingertips and the liquid
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rJT=

where A H1: is the molar heat of fusion.

Fl is the gas constant.

component.

melting points].

wets the gauze covering, producing vapors that
are inhaled by the patient requiring vasodilalion.

Propylhexedrine provides another example of a
volatile liquid drug that must be contained in a

closed system to maintain its presence. This drug
is used as a nasal inhalant for its vasoconstrictor

action. A cylindrical roll of fibrous material is

impregnated with propylhexedrine, and the sat-
urated cyljnder is placed in a suitable, generally

plastic, sealed nasal inhaler. The inhaler's cap
must be securely tightened each time it is used.
Even then, the inhaler maintains its effectiveness

for only a l.imited period of time due to the vola-
tflizafion of the drug.

Another problem associated with liquid drugs
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Melting Point Depression

The melting point, or freezing point, of a pure crystalline solid is defined as that temperature
where the pure liquid and solid exist in equilibrium. This characteristic can be used as an
indicator of purity of chemical substances (a pure substance would ordinarily be characterized

The latent heat of fusion ls the quantity of heat absorbed when 1 g of a solid melts; the molar
heat of fusion (AHf) is the quantity of heat absorbed when 1 mole of a solid melts. High-
melting-point substances have high heats of fusion and low-melting-point substances have
low heats of fusion. These characteristics are related to the types of bonding in the specific
substance. For example, Ionic materials have High heats of fusion (Nacl melts at 801°C with
a heat of fusion of 124 ca|!G) and those with weaker van der Waals forces have low heats
of fusion (paraffin melts at 52°C with a heat of fusion of 35.1 calrg]. ice, with weaker hydrogen
bonding, has a melting point of CFO and a heat of fusion of 80 calrG.

The addition of a second component to a pure compound (Al, resulting in a mixture. will result
in a melting point that is lower than that of the pure compound. The degree to which the
melting point is lowered is proportional to the mole fraction (NA) of the second component
that is added. This can be expressed as:

2.303 Flr'l'|'o

A H’ log Na

T is the absolute equilibrium temperature,
To is the melting point of pure A. and

Two things are noteworthy in contributing to the extent of melting-point lowering.

1. Evident from this relationship is the inverse proportion between the melting point and
the heat of fusion. When a second ingredient is added to a compound with a low molar
heat of fusion, a large lowering of the melting point is observed; substances with a high
molar heat of fusion will show little change In melting point with the addition of a second

2. The extent of lowering of the melting point is also related to the melting point Itself.
Compounds with low melting points are affected to a greater extent than compounds
with high melting points upon the addition of asecond component {i.e., low~meltlng~polnt
compounds wi|l-"result in a greater lowering of the melting point than those with high

is that those intended for oral adrninist:rat.ion

cannot generally be formulated i.nl:o tablet form,
the most popular form of oral medication, with-
out unde1‘ta.l<i11g Chemical modificatiori of the
drug. An exception to this is the liquid drug ni-
troglycerin, which is formulated into sublingual
tablets that disintegrate Withirt seconds after
placement under the tongue. However, because
the drug is Volatile, it has a tendency to escape
from the tablets ducing Storage and it is critical
that the tablets be stored in tightly sealed glass
containers. For the most part, when a liquid drug
is to be adrrlinistered orally and a solid dosage
form is desired. two approaches are used. First,
the liquid substance may be sealed in a soft gela-
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tin capsule. Paramethadione {Paradione} and

ethchlorvynol (Placidyl) are examples of liquid
drugs commercially available in capsule form.
Secondly, the liquid drug may be developed into
a solid ester or salt form that will be suitable

for tableting or drug encapsulating. For instance,
scopolamine hydrobromide is a solid salt of the
liquid drug scopolarnine and is easily produced
into tablets.

For certain liquid drugs, especially those em-
ployed orallyin large doses or applied topically,
their liquid nature may be of some advantage in
therapy. For example, 15-ml. doses of mineral
oil may be adrriinistered conveniently as such.
Also, the liquid nature of undecylenic acid cer-
tainly does not hinder but rather enhances its use

topically in the treatmerlt of fungus infections

of the skin. However, for the most part, solid
materials are preferred by pharmacists in formu-
lation work because of their case of preparation

into tablets and capsules.
Formulation and stability difficulties arise less

frequently withsolid dosage forms than with liq-

uid pharmaceutical preparations, and for this
reason many new drugs first reach the market
as tablets or dry—fil.led capsules. Later, when the
pharmaceutical problems are resolved, a liquid

form of the same drug may be marketed. This
procedure, when practiced, is doubly advanta-
geous, because for the most part physicians and
patients alike prefer small, generally tasteless,
accurately dosed tablets or capsules to the analo-
gous liquid forms. Therefore, marketing a drug
in solid form firstis more practical for the manu-
facturer and also suits the majority of patients.
It is estimated that tablets and capsules comprise
the dosage form dispensed 70% of the time by
community pharmacists, with tablets dispensed

twice as frequently as capsules.

Microscopic Examination

Microscopic exarnination of the raw drug sub-
stance is an important step in preformulatlon
work. It gives an indication of particle size and
particle size range of the raw material as well as

the crystal structure. Photocnicrographs of the
and subsequent batch lots of the drug

substance can provide important information
should problems arise in formulation processing
attributable to changes in particle or crystal char-
acteristics of the drug.
Particle Size

Certain physical and chemical properties of

drug substances are affected by the particle size
distribution, including drug dissolution rate,

bioavailability, content urufomuty, taste, texture’
color, and stability. In addition, properties such

as flow characteristics and sedimentation rates’
among others, are also important factors related

to particle size. It is essential to establish as early
as possible how the particle size of the drug sub-
stance may affect formulation and product effi.
cacy. Of special interest is the effect of part-igle
size on the drug's absorption. Particle size has
been shown to significantly influence the oral

absorption profiles of certain drugs as g'riseofu1_
vin, nitrofurantoin, spironolactone, and procaine

Satisfactory content u.1'Ii.formity in solid dosage
forms depends to a large degree on particle size
and the equal distribution of the active ingra-]_i_
ent throughout the formulation.

There are several methods available to evalu-

ate particle size and distribution including sing.
ing or screening, microscopy, sedimentation,

and stream scanning. For powders in the range
ofapproximately 44 microns and greater, sieving
or screening is the most widely used method of

size analysis. The difliculty with using this
method early in the prefonznulation program is
the requirement of a relatively large sample size.

The main advantage of the sieve method is sim-
plicity, both i.n technique and equipment re
quirements. Optical microscopy is frequently the
first step in the deterrnination of particle size and
shape for the new drug substance. This is usually
a qualitative assessment since quantitation by
the microscope technique is tedious and time
consuming. A key element in utilizing the micro-
scope for particle size determination is prepara-

' tion of the slide. It must be representative of the
bulk of the material and be properly suspended
and thoroughly dispersed in a suitable liquid
phase. In order to do a quantitative particle size
evaluation a n1inimu.1'n of 1000 of the particles
should be counted.

Sedimentation techniques utilize the relation-

ship between rate of fall of particles and their
size. Techniques utilizing devices that continu-

ously collect a settling suspension are used.
These methods share the disadvantage of the Ini-
croscope technique in that it is tedious to obtain
the data. Also, proper dispersion, consistent

sampling, temperature control, and other experi*
mental variables must be carefully controlled in
order to obtain consistent and reliable results.

Stream scanning is a valuable method for de-
termining particle size distribution of powdered _. 3}‘
drug substances. This technique utilizes a fluid
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suspension of particles which pass the sens-

ing zone where individual particles are sized,
counted, and tabulated. Sensing units may be
based on light Scattering or transmission, as well
as conductance. Two popular units in the phar-
maceutical induslry for this purpose are the
Coulter Counter and Hiac Counter. Both units

electronically size, count, and tabulate the indi-

vidual particles that pass through the sensing
zone. This technique has obvious advantages in
that data can be generated in a relatively short

time with reasonable accuracy. Thousands of

particles can be counted in seconds and used to
determine the size distribution curve. All stream

scanning units convert the particles to effective
diameter, and therefore, have the shortcoming
of not providing information relative to particle

shape. Neverthelms, stream scanning methods
are powerful tools and can be used for evaluation
of such parameters as crystal growth in suspen-
sion formulations.

Particle size is discussed further in the next

chapter.

Partition Coefficient and Dissociation
Constant

As discussed in the previous chapter, in order

to produce a biological response, the drug mole-
cule must first cross a biological membrane. The
biological membrane acts as a lipid barrier to

most drugs and pecmits the absorption of lipid
soluble substances by passive diffusion while

lipid insoluble substances can diffuse across the
barrier only with considerable difficulty, if at all.
The interrelationship of the dissociation con-

stant, lipid solubility, and pH at the absorption
site and absorption characteristics of various
drugs are the basis of the pH-partition theory.

The oil/water partition coefficient is a mea-
sure of a rno1ecule‘s lipophilic character; that is,

its preference for the _ hydrophilic or lipophilic
phase.

The partition coefficient should be considered
in developing a drug substance into a dosage

form. The partition coefficient (P) represents the
ratio of the drug distribution i:n a tWo—phase sys-
tem of organic solvent and aqueous phase. Using
octanol-water as an example, it is defined as:

Conc. of drug in octanoll
P = [Cone of drug in water]

P is dependent on the drug concentration only
if the drug molecules have a tendency to associ-
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ate in solution. For an ionizable drug, the follow-
ing equation is applicable:

|Conc. of drug in octanol
P = (1 — a }[Conc. of drug in water]

where as equals the degree of ion.i.zatio1'L
A summary of the concepts ofsolubility and distri-

bution phenomena fsfaimd in cccomptmying Physical
Plmnnacy Capsules.

The determination of the degree of ionization
or pl(a value of the drug substance is an impor-
tant physical-chemical characteristic relative to
evaluation ofpossible effects on absorption from
various sites of administration.

Dissociation constant or pKa. is usually deter-
mined by potentiometric titration.

Polymorphism

An important factor on fonnulation is the crys-

tal or amorphous form of the drug substance.
Polymorphic forms usually exhibit different

physical—chemical properties including melting
point and solubility. The occurrence of polymor—
phic forms with drugs is relatively common and
it has been estimated that polyInorpl'u'.sm is ex-
hibited by at 1st one-third of all organic com-

pounds.
In addition to the polymorphic forms in which

compounds may exist, they also can occur in
non—crysta]line or amorphous forms- The energy
required for a molecule of drug to escape from
a crystal is much greater than required to escape
from an amorphous powder. Therefore, the

amorphous form of a compound is always more

soluble than a corresponding crystal form.
Evaluation of crystal structure, polymor-

phism, and solvate form is an important pro
formulation activity. The changes in crystal char-
acteristics can influence bioavailability, chemical
and physical stability, and have important impli-

cations in dosage form process functions. For EK-
azcnple, it can be a significant factor relating to the
tableting processes due to flow and compaction
behaviors, among others.

Various techniques are used in determining
crystal properties. The most widely used meth-

ods are hot stage 1:n.i.r::roscopy, thermal analysis,
infrared spectroscopy, and x-ray diffraction.

Solubility

An important physical-chelnical property of a
drug substance is solubility, especially aqueous
system solubility. A drug must possess some
aqueous solubility for therapeutic efficacy. In
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Solubility and Distribution Phenomena H 1

It a solute is added to a mixture of two immiscible liquids, it will distribute between the two ii"
phases and reach an‘equilibrium at a constant temperature. The distribution of the solute “*9
(unaggregated and undissociated} between the two immiscible layers can be described as:

K = C|_|:!C1__

where K is the distribution constant or partition constant,
Cu is the concentration of the drug in the upper phase, and F;
CL is the concentration of the drug in the lower phase. it»

re
SiThis information can be effectively used in the:

‘l. extraction of crude drugs,
recovery of antibiotics from fermentation broths, |r
recovery of biotechnology-derived drugs from bacterial cultures.
extraction of drugs from biologic fluids for therapeutic drug monitoring, _
absorption of drugs from dosage forms (ointments, suppositories, transdermal patches),
study of the distribution of flavoring oil between oil and water phases of emulsions, and
in other applications.

The basic relationship given above can be used to calculate the quantity of drug extracted

2"4.°"!'-‘"‘:”"F-'3!“
trom, or remaining behind in, a given layer and to calculate the number of extractions required '
to remove a drug from a mixture.

The concentration of dmg found in the upper layer (U) of two immiscible layers is given by: kJ
U = Krz’(Kr + 1]

where K is the distribution partition constant, and
r is V,,:"v'., or the ratio of the volume of upper and lower phases.

The concentration of drug remaining in the lower layer (L) is given by:

L = 1f(Kr + 1)

If the lower phase is successively re-eaitracted with :1 equal volumes of the upper layer, each
upper (UH) contains the following fraction of the drug:

u,, = Krr(Kr + 1)"

where U,, is the traction contained in the nth extraction, and
n is the rlth successive volume.

The fraction of solute remaining in the lower layer (L,,) is given by:

L,, =1f{kr +1)"

More efficient extractions are obtained using successive small volumes ot the extraction
solvent (as compared to single larger volumes). This can be calculated as follows when the
same volume of extracting solvent is used, but in divided portions. For example. the fraction
L,, remaining after the nth extraction is given by:

....-__-.1

EXAMPLE 1

At 25°C and at pH 6.8, the K for a second generation cephalosporin is 0.7 between equal
volumes of butanol and the fermentation broth. Calculate the U. L, and L,, (using the same
volume divided into fourths).

U = 0.7.-10.7 + 1) = 0.41 The fraction of drug extracted into the upper layer
L = 1i{0.? + 1) = 0.59 The fraction of drug remaining in the lower layer

The total of the fractions in the U and L = 0.41 + 0.59 = 1.

Amerigen Ex. 1046, p. 2
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Solubility and Distribution Phenomena (Continued)

if the ierrnentation broth is extracted with tour successive extractions accomplished by dividing
the quantity of butanol used into fourths, the quantity of drug remaining afterthe fourth extrac-
tion is

1
L4... = —-j-—:.. = 0.525

0.? >4 1 + 14

From this, the quantity remaining after a single vo ume, single extraction is 0.59, but when
the single volume is divided into fourths and four successive extractions are done. the quantity
remaining is 0.525; therefore, more was extracted using divided portions of the extracting
solvent.

Inherent in this procedure is the selection of appropriate extraction solvents. drug stability.
use of saiting-out additives, and environmental concerns.

 

The Phase Flule

A phase diagram, or temperaturecomposition diagram, represents the melting point as a
function of composition of two or three component systems. The figure is an example of such
a representation for a two-component mixture. This phase diagram is of a two-component
mixture in which the components are completely miscible in the molten state and no solid

IV
E:1

E’G}
_ CL
-‘:E

#1’

Pure A Composition Pure B

solution or addition compound is formed in the solid state. As is evident. starting from the
extremes of either pure component A or pure component B, as the second component is
added. the melting point of the pure component decreases. There is a point on this phase
diagram at which a minimum melting point occurs (i.e., the eutectic point). As is evident. there
are four regions. or phases, in this diagram, representing the following:

I. Solid A + Solid B
II. Solid A + Melt

ill. Solid B + Melt
IV. Melt
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_ an effective

-Ll The Phase Rule (Continued) acidic or ha
 P1-I that are
Each phase is a homogenous part oi the system, physically separated by distinct lIIOlJnElarle5_ or NY '33‘
A description of the conditions under which these phases can exist is called the Phase Flute’ tion 51131’Ed
which can be presented as: little efitect

F = C} — P + X In 111311? Cf

where F is the number of degrees of freedom, ‘“°-"_"tS 0T at
C is the number of components, 11”‘-Tomzat
P is the number of phases. and 3‘l“9°“5 5f

X is a variable dependent upon selected considerations of the phase diagram (1.2 or A dmlfig3). the equ' "

"C" describes the minimum number of chemical components that need to be specified to excess of
define the phases present. The F is the number of independent variables that must be speci— 5h"‘l‘e“ at
tied to define the complete system (e.g., temperature, pressure, concentration). longed PE' cl. Ct-

flA_'~£EL.EJ_ $’f,‘f';-,,,,,,,
In a mixture of menthol and thvmol, a phase diagram similar to that illustrated can be obtained. ubility.

To describe the number of degrees of freedom in the part of the graph moving from the curved . 1 t.
line starting at pore A, progressing downward to the eutectic point, and then following an [M50 u 1'
increasing melting point to pure B, it is evident from this presentation that either temperature A5 dis‘
or composition will describe this system, since it is assumed in this instance that pressure is tions inth

constant. Therefore, the number of degrees of freedom to describe this "portion of the phase may be t
diagram Is given by‘. becomes

F=-2-—2-l-‘l'—'-1 stances:

In other words. along this line, either temperature or composition will describe the system. the chug
tion site,

 E§_L tion pro:
When in the area of a single phase of the diagram, such as the melt (IV), the system can be orally in
described as: suspensi

F = 2 — 1 + 1 = 2 musculir

In this portion of the phase diagram, it is apparent that two factors, temperature and composi— whe“ H

tion, can be varied without a change in the number of phases in the system. 5“3P«hf”1i.'.‘ sorp on
g EXAMPLE 3 fed the

At the eutectic point, SPOIISE»

__ F=2—3+1=o Sisal"!. ,

_ _ and any change in the concentration or temperature may cause a disappearance of one of 3.5:}
' . i the two solid phases or the liquid phase. ' b dam

' | '. Phase diagrams are valuable in interpreting interactions between two or more components, bi 1-nu,
- relating not only to melting point depression and possible liquefaction at room temperature Hf Sic

but also the formation oi solid solutions, coprecipitates, and other solid-state Interactions. taming
water E

though
ti

order for a drug to enter the systemic circulation the type of drug product under consideration. %§::,_,_.g
to exert a therapeutic effect, it must first be in The chemical modification of the drug into salt it will ,

solution. Relatively insoluble compounds often or ester forms is a technique frequently used to large 5
exhibit incomplete or erratic absorption. If the obtain more soluble compounds. Another tech- The

solubility of the drug substance is less than desir- nique, if the drug is to be formulated into a liquid are ge
able, consideration must be given to improve its product, involves the adjustment of the pH of consta-
solubility. The methods to accomplish this will the solvent in which the drug is to be dissolved {I-11-[Sig
depend on the chemical nature of the drug and to enhance solubility. However, there are many iate {L
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drug substances for which pH adjustment is not
an effective means of improving solubility. Weak
acidic or basic drugs may require extremes in

pH that are outside accepted physiologic limits
or may cause stability problems with formula-

tion ingredients. Adjustment of pH usually has
little effect on the solubility of non-electrolytes.
In many‘ cases, it is desirable to utilize co-sol-

vents or other techniques such as complexafion,
micronization, or solid dispersion to improve
aqueous solubility.

A drug’s solubility is usually determined by
the equilibrium solubility method, by which an
excess of the drug is placed in a solvent and

shaken at a constant temperat_u.re over a pro-
longed period of time until equilibrium is ob-
tained. Chemical analysis of the drug content in
solution is performed to determine degree of sol-
ubility.

Dissolution

As discussed in the previous chapter, varia-
tions in the biological activity of a drug substance

may be brought about by the rate at which it
becomes available to the organism In many in-
stances, dissolution rate, or the time it takes for

the drug to dissolve in the fluids at the absorp-
tion site, is the rate-limiting step in the absorp-
tion process. This is true for drugs EdlI'llll‘I.‘l.5iZ€1‘Ed
orally in solid forms such as tablets, capsules or

suspensions, as well as drugs administered inna-

muscularly in the form of pellets or suspensions.
When the dissolution rate is the rate—l.imitiI1g
step, anything which affects it will also affect ab-

sorption. Consequently, dissolution rate can af-
fect the onset, intensity, and duration of re-
sponse, and control the overall bioavailability of
the drug from the dosage form, as discussed in
the previous chapta:

The dissolution rate of drugs may be increased

by decreasing the drug’s particle size. It may also
be increased by increasing its solubility in the
diffusion layer. The most effective means of ob-
taining higher dissolution ratts is to use a highly
water soluble salt of the parent substance. Al-
though a soluble salt of a weak acid will subse-
quently precipitate as the free acid in the bulls
phase of an acidic solution, such as gastric fluid,
it Will do so in the form of fine particles with a
large surface area.

The dissolution rates of chemical compounds
are generally determined by two methods: the

constant surface method which provides the in-
trinsic dissolution rate of the agent, and particu-
late dissolution in which a suspension of the

Dosage Form Design 1D9

agent is added to a fixed amount of solvent with-
out exact control of surface area.

The constant surface method utilizes a com-

pressed disc of known area. This method elim-
inates surface area and surface electrical charges
as dissolution variables. The dissolution rate ob-

tained by this method is termed the intrinsic dis-
solution rate, and is characteristic of each solid

compound and a given solvent under the fixed
experimental conditions. The value is generally

expressed as Irlilligrams dissolved per minute
centimeters squared (mgfminf cm”). It has been
suggested that this value is useful in predicting

probable absorption problems due to dissolu-
tion rate. In particulate dissolution, a weighed
amount of powdered sample is added to the dis-
solution medium in a constant agitation system.

This method is frequently used to study the in-
fluence of particle size, surface area, and excipi-
ents up on the active agent. Occasionally, an in-
verse relationship of particle size to dissolution
is noted due to the surface properties of the drug.
in these instances, surface charge and} or ag-
glomeration results in the reduced particle size

fonn of the drugpresenting a lower effective sur-
face area to the solvent due to incomplete wet-
ting or agglomeration.

Early formulation studies should include the
effects of pharmaceutic ingredients on the disso-

lution characteristics of the drug substance.

Membrane Permeability

Modem preformulafion studies include an
early assessment of passage of drug molecules
across biological membranes.

Data obtained from the basic physical-chernr
cal studies, specifically, pI<a, solubility, and dis-
solution rate provide an indication of absorption
expectations.

To enhance these data, a technique utilizing

the “everted intestinal sac” may be used in eval-

uating absorption characteristics of drug sub-
stances. In this method, a piece of intestine is
removed from an intact animal, everted, filled

with a solution of the drug -substance, and the
degree and rate of passage of the drug through
the membrane sac is determined. Through this
method, both passive and active transport can
be evaluated

l_n the latter stages of preformulation testing
or early formulation studies, animals and man
must be studied to assess the ElJ5D1‘Ptl0I1 effi-

ciency, pharmacokinetic pararnetm and to es-
tablish possible in vitraiin viva correlation for dis-
solution and bioavailability.
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Drug Stability

One of the most important activities of pre-
formulation work is the evaluation of the physi-
cal and chemical stability of t.he pure drug sub-
stance. It is essential that these studies be

conducted‘ using drug samples of known purity.
The presence of impurities can lead to erroneous
conclusions in such evaluations. Stability studies

conducted in the preformulation phase include
solid state stability of the drug alone, solution

phase stability, and stability in the presence of
expected excipients.

Initial investigation begins through knowl-

edge of the drug’s chemical structure which al-
lows the preformulation scientist to anticipate
the possible degradation reactions.

Chemical instability of medicinal agents may
take many forms, because the drugs in use today
are of such diverse chemical constitution. Chenn-

cally, drug substances are alcohols, phenols, al-
dehydes, ketones, esters, others, acids, salts, alka-
loids, glycosides, and others, each with reactive

chemical groups having different susceptibilities
toward chemical instability. Chemically, the
most frequently encountered destructive pro-
cesses are hydrolysis and oxidation.

Hydrolysis is a solvolysis process in which
(drug) molecules interact with water molecules

to yield breakdown products of different chemi-
cal constitution. For example, aspirin or acetyl-
salicylic acid combines with a water molecule.

and hydrolyzes into one molecule of salicylic
acid and one molecule of acetic acid:

if L ifc -— on c ~ on
C]

o——c— OH lllé ll CH3+rI,.o-7-<j' +CH3—C—OHD

Aspiiin Salicylic Acid Acetic :\t':id.

The process of hydrolysis is probably the most
important single cause of drug decomposition

mainly because a great number of medicinal
agents are esters or contain such other groupings
as substituted amides, lactones, and lactams,

which are susceptible to the hydrolytic process.
Another destructive process is oxidation. The

oxidative process is destructive to many drug

types, including aldehydes, alcohols, phenols,
sugars, alkaloids, and maturated fats and oils.

Chemically, oxidation involves the loss of elec-
trons from an atom or a molecule. Each electron

lost is accepted by some other atom or molecule,
thereby accomplishing the reduction of the re-
cipient. In inorganic chemistry, oxidation is ac-
companied by an increase in the positive valence
of an element——for example, ferrous (+2) oxi-

dizing to ferric (+ 3). In organic chemistry, oxi-

dation is irequently considered synonymous
with the loss of hydrogen (dehydrogenation)
from a molecule. The oxidative process Ere-

quenfly involves free chemical radicals, which
are molecules or atoms oontaining one or more

unpaired electrons, as molecular (atmospheric)

oxygen (-0-0-) and free hydroxyl {-OH}. These
radicals tend to take electrons from other chemi-

cals, thereby oxidizing the donor. Many of the
oxidative changes in pharmaceutical prepara-
tions have the character of autoxidations. Autox—

idations occur spontaneously under the initial
influence of atmospheric oxygen and proceed
slowly at first and then more rapidly as the pro-

cess continues. The process has been described
as a type of chain reaction commencing by the
urlion of oxygen with the drug molecule and con-
tinuing with a free radical of this oxidized mole-
cule participating in the destruction of other

drug molecules and so forth.
In drug product formulation work, steps are

taken to reduce or prevent the occurrence of
drug substance deterioration due to hydrolysis,
oxidation, and other processes. These techniques
are discussed in a later section.

Pharmaceutic Ingredients

In order to prepare a drug substance into a

final dosage form, pharmaceutic ingredients are

required. For example, in the preparation of
pharmaoeutic solutions, one or more solvents are
utilized to dissolve the drug substance, preserva-

tives may be added to prevent microbial growth,
stabilizers may be used to prevent drug decompo-
sition, and colorants and flcoarents added to en-

hance product appeal. In the preparation of tab-
lets, dilnents or fillers are commonly added to
increase the bulk of the forcrtulatiorl, binders to

cause the adhesion of the powdered drug and
pharmaceutic substances, rmtiadlierents or lubri-
cants to assist the smooth tableting process, disin-
tegrating agents to promote tablet breal<—up after
adrninistration, and coatings to improve stabil-

ity, control disintegration. or to enhance appear-
ance. Ointments, creams, and suppositories
achieve their characteristic features due to the

pharmaceutic bases which are utilized. Thus, for
each dosage form. the pharmaceutic ingredients
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the pharrnaceutic ingredients may be found in
and contribute to tile physical form, texture, sta- the chapters where they are most relevant; for
bility, taste and overall appearance. example, pharmaceutic materials used in tablet

Table 4-2 presents the principal categories of and capsule formtilation are discussed in Chap-
phannaceutii: ingredients, with examples of ter 5, Peroral Solids, Capsules, Tablets, and Con-
some of the official and commercial agents cu.r— troHod—ReIease Dosage 1-"arms.
rently used. Additional discussion of many of The reader should also be aware of the Hand»

Table 4-2. Examples of Pharmaceutic Ingredients

msr=dimrTs= Examples

  

  
 
  

  
  
  
  
  

  
  

  

Acid:'fying Agent Used in liquid preparations to acetic acid
provide acidic medium for citric acid
product stability. fumaric acid

l:ly'dIOClfIlD£'.l.E acid
nitric acid

Alkalinizing Agent Used in liquid preparations to ammonia solution
provide alkaline medilnri for ammonium mrbonate
product stability. diethanolamine

monoethanolamine

potassium hydroxide
sodium borate
sodium carbonate

sodium hydroxide
triethanolamine
trolamine

Adsorlient An agent capable of holding other powdered oellulose
molecules onto its surface by activated charcoal
physical or chemical
(chernisorptionl means.

Aerosol Propellont An agent responsible for developing carbon dioxide
the pressure within an aerosol dichlorodifluoromefhane
container and Eocpelling the dichlorotelrafluoroethane
product when the valve is trichlorornunofluoromethane
opened.

Air Displacement An agent which is employed to nitrogen

Anfifungal Presenutioe

Antimicrobial Presematioe

 
  

displace air in a hermetically
sealed container to enhance

product stability.

Used in liquid and semi-solid benzoic acid
preparations to prevent the butylparaben
growth of fungi. The effectiveness ethylparaben
of the parabens is usually methylparaben
enhanced when they are used in propylparaben
combination. sodium benzoate

sodium propionate

Used in liquid and semi—solid benzalkonium chloride
preparations to prevent the ben2'.ethon.ium chloride
growth of microorganisms. benzyl alcohol

cetylpyridjrlium chloride
tzhlorobutanol

phenol
phenylethyl alcohol
phenylrnercuric nitrate
thimerosal
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Ingredient Type Definffion Examples

Antioxidant An agent which inhibits oxidation ascorbic acid
and thus is used to prevent the ascorbyl palmitaie
deterioration of preparations by butylated hydroxyanisole
the oxidative process. ‘ butylated hydrcvxytoluene

hypophophorous acid
monothioglyeerol
propyl gallate
sodilitn ascorbate
sodium hisulfite

sodium formaldehyde
sulfoxylate

sodium metabisulfite I

Bufieriug Agent Used to resist change in pH upon potassium metaphosphate
dilution or addition of acid or potassiu.m phosphate, monobasic
alkali. sodium acetate

sodium citrate anhydrous and
dihydrate

l_Cheir:iing Agent A Substance that forms stable, Water edetate disodium
soluble complexes (chelates) with edetic acid
metals. Chelafing agents are used
in some liquid pharmaceuficals as
stabilizers to complex heavy
metals which might promote
instability. In such use they are
also called sequestering agents.

Calorant Used to impart color to liquid and I.‘-'D&C Red No. 3
solid (e.g._. tablets and capsules) l7D&C Red No. 20
pharmaceutical preparations. FD&C Yellow No. 6

FD&C Blue No. 2
DEC Green No. 5

D8zC' Orange No. 5
D&C Red No. 8
caramel

ferric oxide, red

Clanfiring Agent Used as a filtering aid because of bentonite
adsorbent qualifies.

Emulsifying Agent Used to promote and maintain the acacia
dispersion of finely subdivided cetomacrogol
particles of a liquid i.n a vehicle in cetyl alcohol
which it is inuniscible. The end glycaryl II‘l0I‘lDStP.aIElt€
product may be a liquid emulsion sorbitan monooleate
or semisolid emulsion (e.g., a polyoxyethylene EU stearate

cream). _[
Encapsulaiing Agent Used to form thin shells for the gelatin

purpose Df enclosing a drug cellulose acetate phthalate
substance or drug forrnulation for

}__ ease of administration.
Fiavarmt Used to i.mpa.rt a. pleasant flavor anise oil

and often odor to a cinnamon oil

pharmaceutical preparatioll In cocoa
addition to the natural flavorants menthol

listed, many syntl-ietic flavoi-ants orange oil
are also used. peppermint oil

va.rLillin _l
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 Levigating Agent

 

 

 

  

the agent's ability to retain
moisture.

A liquid used as an interverting
agent to reduce the particle size slycerin

l Ingredient Type Definition Examples
r_H1.~:mectm1t Used to prevent the drying out of glycerin

preparation5r——partiI:1.1]erly propylene glycol
ointments and crea1:ns—-due to aorbitol

 
 

 

 
 
 
 

   
 

medicated ointments.

 l Plasticizer '

l____l
Solo.-mt

L..___.

Used as a component of film-
coaling solutions to eznhartce the
spread of the coat over tablets,
beads, and granules.

 

 

petrolatu.111
hydrophjlic petrolatum
white oi:nt:n:u=.nt
yellow ointment

glycerin

rose water ointment

diethyl phthalate

Of a drug powder by grirtding
together, usually in a mortar.

Ointment Base 'I'he semisolid vehicle into which lanolin

drug substanfi may be hydrophilic ointlnent
incorporated in preparing polyethylene glycol ointment

 

:1
An agent used to dissolve another

phannace-utic substance or a. drug
in the preparation of a solution.
The solvent may be aqueous or
nonaqueous (e.g., oleaginousl.
Cosolvents, such as water and

alcohol Ilrydroalcoholic) and
water and glycerin, may be used
when needed. Solvents rendered

Stifiming Agent

L

Used to increase the thickness or

hardness of a phamuceufical
preparation, usually an ointment

Suppository Bass

Surfactant (surface active agent)

Used as a vehicle into which drug
substances are incorporated in the
preparation of suppositories.

' alcohol
corn oil
cottonseed oil

glycerin
isopropyl alcohol
mineral oil
oleic acid

peanut oil
purified water

water for injectionsterile are used in certain

preparations (e.g., injections). sterile water for injection
sterile water for irrigation

cetyl alcohol
cetyl esters wax

stearyl alcohol
white wax

yellow wax 
ooooa butter

polyethylene (n'IiXl'uJ'e3l

Substances which absorb to surfaces
or interfaces to reduce surface or

tntertactal tension. May be used
as wetting agents, detergents or
emulsifying agents.

bertzalkonium chloltlde

nonoxynol 10
oxtoxynol 9
polysorbate 30
sodium lauryl sulfate

sorbitarl mono-paI'_1:nitate J
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Table 4-2. Continued

E Ingredient Type

Stocettmirzg Agent

for use orally, parenterally,
ophthalmically, topically, or by
other routes.

Definition Examples

Suspenrfing Agent A viscosity i.ncreasing agent used to agar
reduce the rate of sedirnentation bentonite

of {drug} particles dispersed carbomer (e.g., Carbopol)
throughout a vehicle in which carboxymethylcelltflose sodium
they are not soluble. The resultant hydroxyetttyl cellulose
suspensions may be formulated hydroxypropyl cellulose

hydroxypropyl methylcellulose
kaolin

Irtetl'lylt:e.llu1ose
tragacanth
V6Eg'l.l.l'l'l

 
Used to impart sweetness to a

preparation.
aspartame
dextrose

glycerin
martnitol
salzcbarin sodium
sorbitol
sucrose

Tablet Anfiodherents

Tablet Binders

l

 Agents which prevent the sticking magnesium stearate
of tablet formulation ingredients talc
to punches and dies in a tableting

machine during production. ___|Substances used to cause adhesion acacia

of powder parl:icle3 in tablet alginic acid
grantllations. carboxymcthylccllulosc sodium

compressible sugar {e.g., Nu-
Tab)

ethylcellulose
gelatin
liquid glucose
methylcellulose
povidone
pregelatirtizecl starch

Tablet and Capsule Dfluenl lnert substances used as fillers to
create the desired bulk, flow

properties, and compression
characteristics in the preparation
of tablets and capsules.

dibasic calcium phosphate
kaolin
lactose
marmitol

nucrocrystalline cellulose
powflered cellulose
precipitated calcium carbonate
sorbitol
starch
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Ingredient Type Definition

Tablet Casting Agent Used to coat a fanned tablet for the
purpose of protecting against
drug decomposition by
atmospheric oxygen or humidity,
to provide a desired release
pattern for the drug substance
after adoliniatratiort, to mask the

taste or odor of the drug
substance, or for aesthetic
purposes. The coating may be of
various types, including sugar-
coating, film coating, or enteric
coating. Sugar coating is water-
based and results in a thickened

covering around a formed tablet.
Sugarcoated tablets generally
start to break up in the stomach.
A film coat is a thin cover around
a formed tablet or head. Unless it

is an enteric coat, the film coat
will dissolve in the stomach. An
entelziocoated tablet or bead will

pass through the stomach and
break up in the intestines. Some
coatings that are water-insoluble
(e.g., etliylcellulosel rnay be used
to coat tablets and beads to slow

the release of dmg as they pass
through the gastrointestinal tract.

Examples

sugar coating:
liquid glucoseSIJUTISE

film coating:
hydroxtyethyl ocllulose
hydroxypropyl cellulose
hyrlroxypropyl methylcellulose
mlethylcellulose (e.g., Methocel}
ethylcelltllose (es, Ethocell
enteric coating:
cellulose acetate phthalate
shellac (35% in alcohol,

"’ harmaceufical glaze")

Tablet Direct Compression
Excipient

Used in direct compression tablet
formulations.

dibasic calcium phosphate (e.g.,
Ditab)

Tablet Disintegmnt Used in solid dosage forms to
promote the disruption of the
solid mass into smaller particles
which are more readily dispersed
or dissolved.

alginic acid
carboxymethyloellulooe calcium
microcrystalljne cellulose (e.g.,

Avioel)

polaczrilin potassiurn (e.g.,
Arnberlite)

sodium algtnate
sodium starch glycollate
starch

Tablet Glide-at

Tablet Lubricant

Tabletfcapsule Opaquant

  

Agents used in tablet and capsule
formtdafions to improve the flow
properties of the powder ndxture.

Substances used in tablet
fonrlulations to reduce friction

during tablet compression.

Used to render a capsule or a tablet
coating opaque. May be used
alone or in oorrlbirtation with a
colorant.

} Tablet Polishing Agent Used to impart an attractive sheen
to coated tablets.

cornstarch
talc

calcium stearate

stearate
mineral oil
stearjc acid
zinc siaarate

titanium dioxide

camauba wax
white Wax
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Table 4-2. Corltinued

 
Ingredient Type

Toxicity Agent

oqsmum
Used to render a solution similar in

osmotic characterislzics to

physiologic fluids. Ophthalmic,
parenteral, and irrigation fluids
are examples of preparations in
which tonicity is a consideration.

A carrying agent for a drug Flevoredfsweetmefl
sLL‘bstar1ce. They are used in Acacia Syrup f
formulating a variety of liquid Aromatic Syrup
dosage for oral and parenteral Aromatic
ad1:n.in:istratiorL Generally, oral Cherry Syrup
liquids are aqueous preparations Cocoa Syrup
[as syrups) or hydroalcoholii: (as Orange Syrup
elixirsl. Parenteral solutions for Syrup
intravenous use are aqueous, Oleaginous
Whereas i:nt1'a.muscul.ar injections Com Oil -
rnay he aqueous or oleaginous. Mineral Oil

Peanut Oil
Sesame Oil

Sterile
Bacteriostatic Sodium

Chloride Iriiection
Bacteriostatic Water

_I_ for Injection
Viscosity Increasing Agent Used to change the consistency of a algiruc acid

preparation to render it more bentonite
resistant to flow. Used in carbomer

suspensions to deter carbmcymethylcellulose sodium
sedimentation, in opht.l-nalrnic methylcellulose
solutions to enhance contact time povidone
(e.g., rriethyleellulosel, to thicken sodium alginate
topical creams, etc tragacanth

book ofPlmnnaceutical Excipientsf‘ which presents
monographs on about lSD excipierlis used in
pharmaceutical dosage form . preparation. In-
cluded in each monograph is such information
as: nonproprietary, chemical, and commercial
names; empirical and chemical formulas and

molecular weight; pllarmaceutic specifications
and chemical and physical properties; inco:cnpat—
ibilities and interactions with other excipients
and drug substances; regulatory status; and ap-
plications in pharmaceutic formulation or tech-
nology.

There is great interest nowadays in the inter-
national ”harmonization” of standards applit:‘.a—

ble to pharmaceutical excipients. This is due to
the fact that the phanrtaceutical industry is mul-'
tinational, with major companies having facili-
ties in more than a single country, with products
sold in markets worldwide, and with regulatory

approval for these products generally required
in each individual country. Standards for each
drug substance and excipient used in pharma-
ceuticals are contained in pharmacopeias——0r,

for new agents, in an application for regulatory’
approval by the FDA or another nation's govern-
ing authority. The four pharmacopeias with the
largest international use are the United States

Phermacopeialhiational Fonnulary CEJSPKNF), Brit-
ish Plmrmecopeia (BF), European Pharmacopefa

(ELF), and the Japanese Plmrmacopeia 0]’). Uniform
standards for excipients in these and other phar-

niacopeias would facilitate production effi-
ciency, enable the marketing of a single formula-
tion of a product internationally, and enhance

regulatory approval of phamraceutical products
worldwide. The goal of harnrorlization is an on-

going effort tmdertaken by corporate representa-
tives and international regulatory authorities.
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Drug Product Stability

As indicated previously, many pharrnaceutic
ingredients may be utilized in preparing the de-

sired dosage form of a drug substance. Some of
these agents maybe used to achieve the desired
physical and chemical characteristics of the
product or to enhance its appearance, odor, and
taste. Other substances may be used to increase

the stability of the drug substance, particularly
against the hyclrolylic and oxidative processes.
In each instance, the added pharmaceutic ingre-
dient must be compatible with and must not de-
tract from the stability of the drug substance in
the particular dosage form prepared.

There are several approaches to the stabiliza-
tion of pharmaceutical preparations containing

drugs subject to deterioration by hydrolysis. Per-

haps the most obvious is the reduction, or better
yet, the elimination of water from the pharma-
ceutical system. Even solid dosage forms con-
taining water-labile drugs must be protected
from the humidity of the atmosphere. This may

be accomplished by applying a waterproof pro-
tective coating over tablets or by enclosing and

maintaining the drug in tightly closed contam-
ers. It is not unusual to detect hydrolyzed aspirin

by noticing an odor of acetic acid upon opening
a bottle of aspirin tablets. In liquid preparations,
water can frequently be replaced or reduced in

the formulation through the use of substitute liq-
uids such as glycerin, propylene glycol, and alco-
hol In certain injectable‘ products, anhydrous
vegetable oils may be used as the drug's solvent

to reduce the chance of hydrolytic decomposi-
tion.

Decomposition by hydrolysis may be pre-
vented for other drugs to be adntinistcred in liq-
uid form by suspending them in a non—aqueous
vehicle rather than by dissolving them in an
aqueous solvent. In still other instances, particu-

larly for certain unstable antibiotic drugs, when
an aqueous preparation is desired, the drug may

be supplied to the pharmacist in a dry form for
reconstitution by adding a specified volume of

purified water just before dispensing. The dry

powder supplied commerc1'ally is actually a
mixture of the antibiotic, suspending agents,
flavorants, and colorants, which, when reconsti-

tuted by the pharmacist, remains a stable sus—'

pension or solution of the drug for the lime
period in which the preparation is normally con-

sumed. Storage under refrigeration is advisable

for most preparations considered unstable due

Dosage Form Design ILIS’

to hydrolytic causes. Together with temperature,
pH is a major determinant in the stability of a
drug prone to hydrolytic decomposition. The hy-
drolysis of most drugs is dependent upon the
relative concentrations of the hydroxyl and hy-
dronium ions, and a pH at which each drug is
optimally stable can be easily determined. For
most hydrolyzable drugs the pH ofoptimum sta-
bility is on the acid side, somewhere between
pH 5 and 6. Therefore, through judicious use of
bilifering agents, the stability of otherwise un-
stable compounds can be increased.

Phannaceutically, the oxidation of a suscepti-

ble drug substance is most likely to occur when
it is maintained in other than the dry state in the
presence of oxygen, exposed to light, or com-
bined in formulation with other chemical agents
without proper regard to their influence on the
oxidation process. The oxidation of a chemical
in a pharmaceutical preparation is usually atten-
dant with an alteration in the color of that prepa-
ration. It may also result in precipitation or a

change in the usual odor of a preparation.

The oxidative process is diverted, and the sta-
bility of the drug is preserved by agents called
antioxidants, which react with one or more com-

pounds in the drug to prevent progress of the
chain reaction. In general, antioxidants act by

providing electrons and easily available hydro-
gen attrtns that are accepted more readily by the
free radicals than are those of the drug being
protected. Various antioxidants are employed in
pharmacy. Among those more frequently used
in aqueous preparations are sodium sulfite
(Nazsoal. sodium bisulfite (Nal-I503), hypo-

phosphorous acid (H3PO2), and ascorbic acid. In
oleaginous {oily or unctuous) preparations, al-

phatocopherol, butylhydroxyanisole, and ascor-
byl palmitate find appl.ica[‘.iorL .

In June 1987, FDA labeling regulations went
into effect requiring a warning about possible
allergic-type reactions, including anaphylaxis in
the package insert for prescription drugs to
which sulfites have been added to the final dos-

age form. Sulfltes are used as preservatives in
many injectable drugs, such as antibiotics and
local anesthetics. Some inhalants and ophthalmic

preparations also contain sultites, but relatively
few oral drugs contain these chemicals. The pur-

' pose of the regulation is to protect the estimated
0.2% of the population who suffer allergic reac-
tions from the chemicals. Many of the suIfite—
sensitive persons suffer from asthma or other al-

lergic conditions. Previous to the regulations
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Fig. 4-12. Robotics in laboratory use. Perkin-Elmer Robotic Arm and Perkin-Elmer Lambda 1a LIV/VIS Spectrophotometer.
(Courtesy of Elan Corporation, plc.)

pling, and packaging. Figure 4-12 presents an
example of the use of robotics in laboratory use.

Laboratory robotics provides automation in such
areas as sample preparation and handling, wet
chemistry procedures, laboratory process con-

trol, and instrumental analysis.“ Pharmaceutical
applications include automated product han-

dling in production lines and in procedures as
sampling and analysis, tablet content uniformity,
and dissolution testing. A

Among the advantages cited for computer use

and automation within the pharmaceutical in-
dustry are:32‘33 ’

- increased productivity reducing labor
- improved process and product quality
- reduction in operator error and levels of prod-

uct rejections

- increased process yields (as from chemical syn-
thesis of drug compounds)

- enhanced repeatability of processes
- improved operator protection due to less

”hands on” activity
- automated diagnostic and alarm actions alert-

ing of possible mechanical malfunction, pro-

cess decontrol or product defect
- assist in process and product validation efforts

- assist in bookkeeping efforts’
- assist in scheduling efficacy

- reduced cost per product unit

Movement toward Paperless Electronic
Records

There is an effort underway by the FDA and
the pharmaceutical industry to replace the tradi-

tional use of paper with electronic systems to

record, transmit, and maintain needed docu-
mentation. This includes records developed by
industry to support applications for drug prod-
uct approvals—e.g., computer assisted new

drug applications (CANDAs)—and FDA inspec-
tions for CGMP compliance.

Among the regulatory and legal issues in-

volved in the effort toward a paperless system
are the authenticity, integrity, and security of
electronic records, and the electronic means of

replacing conventional handwritten signatures
and initials, as required on reports and docu-
ments to identify individuals having functional
responsibility and operational authority.
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Peroral Solids, Capsules, Tablets, and

Controlledfle/ease Dosage Forms

WHEN MEDICA'l.‘IONS are to be administered orally

in dry form, capsules and tablets are most fre-
quently used. They are effective and provide the
patient with Convenience of handling, identifica-
tion, and administration. From a pharmaceutic

standpoint, solid dosage forms are generally
more stable than are their liquid counterparts

and thus are preferred for poorly stable drugs.
Dry powders are taken orally (usually after mix-
ing in water) to a much lesser extent than are
Capsules and tablets, but are preferred by some
patients who are unable to swallow the solid
dosage forms. However, most medicated pow-
ders are utilized as external applications to the
skin. While the use of powders per se in therapeu-
tics is limited, the use of powders in dosage form

preparation is extensive. Most of the medicinal
substances in use today occur in crystalline or

powdered form and are blended with other pow-
dered materials, as inert fillers and disintegrants,

prior to fabrication into solid dosage forms. Pow-
dered drugs are also frequently added to oint-

ments, pastes, suppositorim, and other dosage
forms during their preparation. Similarly, gran-
ules, which are agglomerates of powdered mate-
rials prepared into larger free flowing particles,
are utilized chiefly in the preparation of tablets

and in dry preparations intended to be reconsti-

tuted to liquid forms prior to use by the addition
of the appropriate vehicle.

Powders

As a pharmaceutical preparation, a powder

(Latin, pelvis} is a mixture of finely divided drugs
and/or chemicals in dry form. This should be

differentiated from the general use of the term
"powder" or "powderecl” which is commonly

used to describe the physical state of a single
chemical substance or a single drug.

A powder may be a finely subdivided prepa-
ration, a coarsely comminuted product, or a

product of intermediate particle size, It may be
prepared from a naturally occurring dried vege-

table drug, or it may be a physical admixture
of two or more powdered pure chemical agents
present in definite proportions. Powders may

contain small proportions of liquids dispersed

thoroughly and uniformly over the solid compo-
nents of the mixture, or the powder may be com-
posed entirely of solid materials. _

Some powders are inteiided to be used inter-
nally; others, externally. Certain powders are
dispensed by the pharmacist to the patient in
bulk quantities; others, in divided, individually
packaged portions, depending primarily on the
use, dose, or potency of the powder.

The disadvantages of powders as a dosage
form include the potential for patient misunder-
standing of the correct method of use, the unde-

sirability of taking bitter or unpleasant tasting
drugs in this manner, the difficulty of protecting

from decomposition powders containing hygro-
scopic, deliquescent, or aromatic materials, and

the manufacturing expense required in the
preparation of uniform individually wrapped
doses of powders. To be of high efficacy, the
powder must be a homogeneous blend of all of
the components and must be of the most advan-
tageous particle size. As noted earlier (Chapter

3), the particle size of a drug not only contributes
to its rate of solubility in a glass of water or
within the stomach or intestine, but also may

influence its biologic availability.

Particle Size and Analysis

The particles of pharmamutical powders may
be very coarse, of the dimensions of about 10,000
microns or 10mm, or they may be extremely fine,
approaching colloidal dimensions of l micron or
less. in order to standardize the particle size of
a given powder, the USP employs descriptive

terms such as "Very Coarse, Coarse, Moderately
Coarse, Fine, and Very Fine,” which are related
to the proportion of powder that is capable of
passing through the openings of standardized
sieves of varying dimensions in a specified time

155
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Table 5—1. Opening of Standard Sieves"‘

Sieve Number Sieve Opening
2 9.5 mm
3.5 5.6 mm
4 4.75 mm
8 2.36 mm

10 2.00 mm

20 850 ,u.m
30 600 _,U'.II‘i
40 425 um
50 300 ,um
60 250 um
70 212 ,u.m
80 180 pm

100 150 ion
120 125 ,u.m
200 75 ,u.In
230 63 ,um
270 33 ,u.m
325 45 ,um
400 38 ,um

’* Adapted from USP23-NF'l8.

period under shaking, generally in a meclmnicnl
sieve shaker. Table 5-1 presents the Standard
Sieve Numbers and the sieve openings in each,
expressed in millimeters and in micrometers.
Sieves for such pharmaceutical testing and mea-
surement are generally made of wire cloth
woven from brass, bronze, or other suitable wire.

They are not coated or plated.
Powders of vegetable and animal drugs are

officially defined as follows?

Very Coarse (or a No. 8] powder—All particles
pass through a No. 8 sieve and not more
than 20% through a No. 60 sieve.

Course (or a No. 20) powder—All particles pass
through a No. 20 sieve and not more than

40% through a No. 60 sieve.
Moderately Course (or a No. 40) powder—A1l

particles pass through a No. 40 sieve and
not more than 40% through a No. 80 sieve.

Fine (or a No. 60) powder——All particles pass
through a No. 60 sieve and not more than

40% through a No. 100 sieve.
Very Fine (or a No. 80} powder—All particles

pass through a No. 80 sieve. There is no

limit as to greater fineness.

The powder fineness for chemicals is defined
as follows. It should be noted that there is no

”Very Coarse” category.

Course (or a No. 20} powder—All particles pass
through a No. 20 sieve and not more than

60% through a No. 40 sieve.
Moderately Coarse (or a No. 40) powder—All

particles pass through a No. 40 sieve and
not more than 60% through a No. 60 sieve.

Fine (or a No. 80) powder——All particles pass
through a No. 80 sieve. There is no limit
as to greater fineness.

Very Fine (or a No. 120) p0wder—All particles
pass through a No. 120 sieve. There is no
limit as to greater fineness.

Granules typically fall within the range of 4- to
12—sieve size, although granulations of powders
prepared in the 12- to 20-sieve range are not un-
common when used in tablet making.

The purpose of particle size analysis in phar-
macy is to obtain quantitative data on the size,
distribution, and shapes of drug and nondrug
components to be used in pharmaceutical formu-
lations. There may be substantial differences in

particle size, Crystalline type, and amorphous
shape within and between substances. Particle
size can influence a variety of important factors:

- Dissolution rate of particles intended to dis-
solve;

- Stlspeminbility of particles intended to remain

undissolved but uniformly dispersed in a liq-
uid vehicle (e.g., fine dispersions have particles
of from approximately 0.5 to 10 micrometers
or um);

° Llmform di'st1'ibu:‘iori of a drug substance in a

powder mixture or solid dosage form?
- Penetmbilily of particles intended to be inhaled

to reach a desired location within the respira-

tory tract (e.g., 1~5 micrometers) for deposition
deep in the respiratory tract)? and the

' Norigriitfrtess of solid particles in dermal oint-
ments, creams, and ophthalmic preparations
(e.g., fine powders may be 50-100 micrometers
in size).

A number of methods exist for the determina-

tion of particle size, including the following:

* Sieving, in which particles are passed by me-
chanical shaking through a series of sieves of
known and successively smaller size and the

determination of the proportion of powder
passing through or being withheld on each
sieve (range: from about 50 to 3360 microme-
ters, depending upon sieve sizeslf‘

* Microscopy, in which the particles are sized
through the use of a calibrated grid back-
ground or other measuring device (range: 0.2
to 100 rm’crometers).5*5
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Micromeritics

Micromeritics is the science of small particles; a particie is any unit of matter having defined
physical dimensions. It is important to study particles because the majority of drug dosage
forms are solids; solids are not "static" systems—the physical state of particles can be altered
by physical manipulation and particle characteristics can alter therapeutic effectiveness.

Micromeritics includes a number of characteristics including particle size, Particle size distribu-
tion, particle shape, angle of repose, porosity, true volume, bulk volume, apparent density
and bulkiness.

PARTICLE SIZE

A number of techniques can be used for determining particle size and particle size distribu-
tions. Particle size determinations are complicated by the fact that particles are nonuniform
in shape. Only two relatively simple examples will be provided for a detailed calculation of
the average particle size of a powder mixture. Other methods will be generally discussed.
The techniques utilized will include the microscopic method and the sieving method.

The microscopic method can include counting not less than 200 particles in a single plane
using a calibrated ocular on a microscope. Given the following data, what is the average
diameter of the particles?

Size Group of Counted Middle value p: No. Particles Per
Particles (,4 "d" Group "n" "no"’

40-60 50 15 750
60-30 70 25 1750
30-100 90 95 3550

100-120 110 140 15400

120-140 130 _sg 1o4oo
211 = 355 End =- 36350

2;‘ nd 36,850

a"=T§l-T: 355 Z 1033"

The sieving method involves using a set of US. Standard sieves in the size range desired.
A stack of sieves is arranged in order, the powder placed in the top sieve. the stack shaken,
the quantity of powder resting on each sieve weighed, and the following calculation performed.

A rithmetic Weight % Retained ><
Mean Opening Retained % Mean

Sieve No. (mm) (G) Retained Opening
20140 0.630 15.5 14.3 9.009
40180 0.335 25.3 23. 7 7.939
60i80 0.214 43.3 44.4 9.502 .-
80i100 0.163 15.5 14.3 2.330 3 I

1oor12o 0.137 jg __:3_.§ 0.452 '
108.7 100.0 29.232

£(% retained) x (ave size) _ 29.232
100 “ 100

Another method of particle size determination involves sedimentation using the “Andreasen
Pipet.” The Andreasen pipet is a special cylindrical container designed such that a sample
can be removed from the lower portion at selected time intervals. The powder is dispersed
in a nonsolvent in the Andreasen Pipet. agitated, and 20 mL samples removed over a period
of time. Each 20 mL sample is dried and weighed. Using the following equation, the particle
diameters can be calculated.

d,,,. — = 0.2923 mm

13 hr;

“'=e?:»;’ra‘
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Fig. 5-47. Frewfrt Oscillator’ or Fitz Milt utiflzed in the pntlverfzation or grmmtatiori process. (Courtesy of Eli Lilly flffd
Comprmy.)

a tablet deduster. An example of this type of ap~ against destructive exposure to air and /or hu-
paratus are shown in Figure 5-49. midity; to mask the taste of the drug upon swal-

lowing; to provide special characteristics of drug
. release (e. ., enteric coatin 5); and to rovide

Tablet Coating aesthetics gr distinction to tile product. P
Tablets are coated for a number of reasons, Some tablets are coated to preventinadvertent

including the protection of the medicinal agent contact with the drug substance and the conse-
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Fig. 5-48. Tablets wliich lmae split on aging, due to condi-
tions of mmmfactnre or storage.

Fig. 5-49. Model 25 Mmiesty Tablet Deduster. Tablets
leaving tableting macltine are dedusted and passed into col-
lectfon containers. (Courtesy of Eli Lilly and Company.)

quent effects of drug absorption. Proscar (fin-
asteride, Merck) tablets, for example, are coated
for just this reason. The drug is used by men
in the treatment of benign prostatic hyperplasia.
The labeling instructions warn that women who
are pregnant or who could become pregnant
should not come into contact with the drug.

Drug Contact can occur through the handling of
broken tablets or through sexual contact, by vir-

tue of traces of drug in semen. If finasteride is
absorbed by a woman who is pregnant with a

male baby, the drug has the capacity to cause
abtlorrnalities in the child’s sex organs.

The general methods involved in coating tab-
lets are as follows.

Sugarcoating Tablets

The sugarcoating of tablets may be divided
into the following steps: (1) waterproofing and
sealing (if needed}, (2) subcoating, (3) smoothing
and final rounding, (4) finishing and coloring (if

desired), and (5) polishing. Generally the entire
coating process is conducted in a series of me-
chanically operated coating pans, which are
acorn-shaped vessels of galvanized iron, stain~

less steel, or copper partially open in the front

and with diameters ranging from about 1 to 4
feet and therefore of various capacities (Figs.
5-50 and 5-51}. The smaller pans are used for

experimental, developmental, and pilot plant
operations; the larger pans, for industrial pro-
duction. The pans are fixed and operate at about
a 40° angle, which permits the tablets to remain
inside the pan during its revolutions yet also per-

mits the operator to observe and handle the tab-
lets from the open end of the pan. During each
of the operations involved in the coating of tab-
lets, the pan is rotated by a motor at moderate
speeds, allowing the tablets to tumble and roll
about in the pan and make contact with each
other and with the coating solutions. As they ro-
tate, the coating solution is gently poured or
sprayed onto the tablets i.n portions, with warm
air introduced to hasten the drying of the coat.

Tablets may require a number of coats of mate
rial, with each coat applied only after the previ~
ous coat has dried. Tablets intended to be coated

are generally compressed tablets that have been
prepared to be highly convex and have as thin
an edge as possible to permit the coatings to form
rounded rather than angular edges.

wnrsnrnoormo AND SEALING COATS. For tab—

lets containing components that may absorb
moisture or be adversely affected on contact with
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Fig. 5-50. Tablet coafirrg, 1111 older style caatirtg pan, showing me warm air srtppfy rmd Hm e?x»‘Lrmsi. fCom'Lesy of Wyeth
Laboratories.)

 
Fig. 5-51. Modem tablet L'm1t1':1g facility. Air and exhrmst ducts to assist drfing are nzttornalically operated from C.-mtml
board. (Courtesy of Eli Lilly and Company.)
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moisture, a waterproofing layer or coating of a
material such as shellac is placed on the com-

pressed tablets before the subcoating applica-
tion. The shellac or other Waterproofing agent is
applied in solution (usually alcoholic) form and
is gently poured on the compressed tablets rotat-

ing i_n the coating pans or is sprayed on as a fine
spray. Warm air is blown into the pan during
the coating to hasten the drying and to prevent

tablets from sticking together. A second coat of
the waterproofing substance may be added to
the tablets after the first coat has dried to ensure

against moisture penetration into the com-
pressed tablets.

SUISCOATING. Afte1' the Waterproofing or seal-
ing coats (if they are necessary) have been ap-

plied, the tablets are given about 3 to 5 subcoats
of a sugar-based syrup for the purpose of round-
ing the tablets and bonding the sugar coating to

the compressed tablet In applying the subcoat—
ing, a heavy syrup generally containing gelatin
or polyvinylpyrollidone {PVP), or sometimes
acacia is added to the tablets as they roll in the

coating pan. When the tablets are partially dry
they are sprinkled With a dusting powder, which
is usually a mixture of powdered sugar and

starch but may also contain talc, acacia, or pre-
cipitated chalk. Warm air is applied to the rolling
tablets, and when they are dry, the subcoating

process is repeated and repeated again until the
tablets are of the desired shape and size (Fig.
5-52). At this point, the tablets are usually re-
moved from the coating pan, the excess powder

 
Fig. 5—52. Table: gauge used to measure the size afcoated
tablets. (Courtesy of Eli Lilly and Company.)

is shaken off the tablets by gently jostling them
on a cloth screen, and the coating pan is then
washed to remove extraneous coating material.

smoornmc AND FINAL nounomc. After the

tablets have been subcoated to the desired shape
{rou.ndness), 5 to 10 additional coatings of a very

thick syrup are applied to the rolling tablets for
the purpose of completing the rounding of the
tablets and smoothing the coatings. This syrup

may be composed of a sucrose-based simple
syrup, or it may have additional components like
starch and calcium carbonate. As the syrup is

applied, the operator moves his hand through
the rolling tablets to distribute the syrup and to
prevent the Sticking of the tablets to one another.
A dusting powder may or may not be used be-
tween syrup applications, but warm air is gener- '
ally applied to hasten the drying time of each
coat. If the coating is to be colored, the suitable

dye may be added to the syrup during this step
of the coating process as well as during the next ..
step.

FLNISHING AND COLORING. To attain final

smoothness and the appropriate color to the tab— -.'
lets, several coats of a thin syrup containing the
desired colorant (if any) are applied. This step

is usually performed in a clean pan, free from 'i
previous coating materials.

IMIPRINTING. Solid dosage forms may be passed

through special imprinting machines (Fig. 5-53) ,
to impart identification codes and other distinc— l

tive symbols. By FDA regulation, effective in ‘
1

I

1995, all solid dosageforms for human consump-

tion, including both prescription—only and over-
the-counter drug products, must be imprinted
with product—specific identification codes. Some
exemptions to this requirement are allowed,
namely: solid dosage forms used in most clinical
investigations; drugs that are extemporaneously
compounded in the course of pharmacy practice;
radiopharmaceutical drug products; and prod-
ucts that, because of their size, shape, texture or

other physical characteristics, make imprinting
technologically infeasible.

Code imprints, in conjunction with a product’s
size, shape, and color, permit the unique ictentifi— .
cation of a drug product and its manufacturer “'5
or distributor. Code imprints may contain any
combination of letters and numbers, or the prod-

ucts National Drug Code number, and any

marks, symbols, logos, or monograms assigned ,
by the drug company to the product. Each prod- '.
uct’s imprint must be registered with the FDA. =!_

Technically, the imprint may be riebossea‘, em— '
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Fig. 5-53. Brnmlfng of coated compression tablets on ri
Htfrtnett b1'midingJI1m:hiI1e. (Courtesy ofllie Lfpjolm Com-
pony.)

bcssed, erigirwed, or printed on the surface with
ink. Debassed means imprinted with a mark
below the dosage form surface; embossed means

imprinted with a mark raised above the dosage
form surface; and engraved means imprinted
with a code that is cut into the dosage form sur-
face after it has been fabricated.

POLISHING. Coated tablets may be polished in

special drum-shaped pans made by stretching a
cloth fabric over a metal frame or in ordinary
coating pans lined with canvas. The fabric or the

canvas may be impregnated with a wax such as
carnauba wax with or without the addition of

beeswax and the tablets polished as they roll
about in the pan. Or, the wax may be dissolved

in a nonaqueous solvent such as acetone or pe-
troleum benzin and sprayed on the rolling tab-

.- :-2'--er-.-:.<+ =~"*-:1
- Ha‘. - __:-I

.

Fig. 5-54. Example of coated, polislrerl, and mono-
grmrimed tablets. {Courtesy of Wyetli—Ayer'st Laboratories.)

lets in small amounts. After each ooat has dried,
the addition of a small amount of talc to the turn-

bling tablets contributes to their high luster (Fig.
5~54). Two or three coats of wax may be applied
depending upon the desired gloss. Another
method of polishing tablets simply involves
placing pieces of wax in_the polishing pan along
with the tablets and permitting the tablets to
tumble over the wax until the desired sheen is
attained.

Film-Coating Tablets

AS one can ascertain from the previous discus-
sion of sugarcoating, the process is not only tedi-
ous and time-consuming, requiring the expertise
of a highly skilled technician, but it also results

in the preparation of coated tablets that may be
twice the size and weight of the original un-
coated compressed tablets. These factors are im-
portant to a manufacturer in his consideration

of the expense of both packaging materials and
shipping. From a patient’s point of view, large
tablets are not as convenient to swallow as are

small tablets. Also, the coating of tablets by the
application of the sugarcoating may vary slightly
from batch to batch and within thebatch. The

film-coating process, which places a thin, skin-
tight coating of a plastic-like material over the
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compressed tablet, was developed to produce
coated tablets having essentially the same
weight, shape, and size as the originally com-

pressed tablet. The coating is thin enough to re-
veal any depressed or raised monograms
punched into the tablet by the tablet punches. In
addition, film-coated tablets are far more resis-

tant to destruction by abrasion than are sugar-

coated tablets, and like sngar—coated tablets, the
coating may be colored to make the tablets at-
tractive and distinctive.

Film-coating solutions may be nonaqueous or

aqueous. The nonaqueous solutions generally
contain the following types of materials to pro-
vide the desired coating to the tablets:

1. A film former capable of producing smooth,
thin films reproducible under conventional
coating conditions and applicable to a vari-
ety of tablet shapes. Example: cellulose ace-
tate phthalate.

2. An alloying substrmce providing water solu-
bility or permeability to the film to ensure
penetration by body fluids and therapeutic
availability of the drug. Example: polyethyl-

ene glycol.
3. A plasticlzer to produce flexibility and elastic-

ity of the coating and thus provide durabil-
ity. Example: Castor oil.

4. A siirfticlmrl to enhance spreadability of the
film during application. Example: polyoxy-
ethylene sorbitan derivatives.

5. Opaquants and colorants to make the appear-
ance of the coated tablets handsome and dis-

tinctive. Examples: Opaquant, titanium
dioxide; colorant, F.D.&C. or D.&C. dyes.

6. Sweeteners, flavors, and aromas to enhance the
acceptability of the tablet to the patient. Ex-

amples: sweeteners, saccharin; flavors and
aromas, vanillin.

7. A glossrmt to provide luster to the tablets
without a separate polishing operation. Ex-
ample: beeswax.

8. A volatile solvent to allow the spread of the
other components over the tablets while al-
lowing rapid evaporation to permit an effec-
tive yet speedy operation. Example: alcohol-
acetone mixture.

Tablets are film coated by the application or
spraying of the film-coating solution upon the

tablets in ordinary coating pans. The volatility
of the solvent enables the film to adhere quickly
to the surface of the tablets.

Due to both the expense of the volatile solvents

used in the film-coating process and the problem
of the release of these potentially toxic agents

into the atmosphere, the high cost of solvent re-
covery systems, and their explosiveness, phar-
maceutical manufacturers are favoring the use

of aqueous-based film—coati.ng solutions. One of
the problems attendant to these, however, is the
slow evaporation of the Water-base compared to
the volatile organic solvent-based film-coating
solutions, One commercially available (to the

pharmaceutical industry) water-based, colloidal
coating dispersion, is called AQUACOATGJ
(FMC Corporation) and contains a 30% ethyl cel-
lulose pseuclolatex. Pseudolatex dispersions
have the advantage of high solids content (for

greater coating ability) and relatively low viscos-
ity. The low viscosity allows less water to be used
in the coating dispersion, resulting in a lesser
requirement for water—evaporation and a re-
duced likelihood of water interference with the

tablet formulation. In addition, the low viscosity

pertrlits greater coat penetration into the crevices
of monogrammed or scored tablets. In using the
pseudolatex coating dispersion, a plasticizer is
incorporated to assist in the production of a den-

ser, less-permeable film, with higher gloss and
greater mechanical strength. Other aqueous sys-
tems utilized to film-coat tablets include the use

of cellulosic materials as methylcellulose, hy-

droxypropyl cellulose, and hydroxypropyl
rnetlrylcellulose.

A typical aqueous fi.lm—coating formulation
contains the following?‘

1. Fflin-formirtg polymer (7-18%). Examples: cel-
lulose ether polymers as hydroxypropyl
metl1ylcellulose, hydroxypropyl cellulose,
and methylcellulose.

2. Plasticizer (U.5—2,0%). Examples: glycerin,

propylene glycol, polyethylene glycol, and
dibutyl subacetate.

3. Colorrml and opacifier (2.5~8%). Examples:
FDELC or D&C.' Lakes and iron oxide pig-
ments.

4. Vehicle (water, to make 100%).

There are some problems attendant to aqueous

film—coating, including: the appearance of small
amounts (picking) or larger amounts (peeling) of
film fragments flaking from the tablet surface;
roughness of the tablet surface due to failure of
spray droplets to coalesce (orange peel effect); an
uneven distribution of color on the tablet surface

tmoltlingl; filling-in of the score-Line or indented

logo on the tablet by the film (brirlging); and the
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disfiguration of the core tablet when subjected

for too long a period of time to the coating solu-
tion (tablet erosion). The cause of each of these

problems can be determined and rectified

through appropriate changes in formulation,
equipment, technique or process.“

Enteric Coating

The purpose of enteric coating for solid dosage
forms has already been discussed. The design of
an enteric coating may be based upon the transit
time required for the passage of the dosage form
from the stomach into the intestines. This may
be accomplished through coatings of sufficient
thickness to resist dissolution in the stomach.

More usually, an entcric coating is based upon
the pH of the environment, being designed to

resist dissolution in the highly acid environment
of the stomach but yielding to the less acid envi-
ronment of the intestine. Some enteric coatings

are designed to dissolve at pH 4.8 and greater.
Enteric coating materials may be applied to

either whole compressed tablets or to drug parti-
cles or granules used in the subsequent fabrica-

tion of tablets or capsules. The coatings may be
applied in multiple portions to build a thick coat-
ing or they may be applied as a thin film coat.

The coating systems may be aqueous—based or
organic-solvent—based so long as the coating ma-
terial resists breakdown in the gastric fluid.

Among the materials used in enteric coatings
are shellac, hydroxypropyl methylcellulose

phthalate, polyvinyl acetate phthalate, and cellu-
lose acetate phthalate.

Fluid-Bed or Air Suspension Coating

This process, utilizing equipment of the type
shown in Figure 5-55, involves the spray coating
of pellets, beads, granules, powders, or tablets
held in suspension by a column of air, The fluid
bed processing equipment used is multifunc-
tional and may be used in preparing tablet gran-
ulations as well, as noted earlier in this chapter.

In the Wurster process, named after its devel-
oper, the items to be coated are fed into a Vertical

cylinder and are supported by a column of air
that enters from the bottom of the cylinder.
Within the air stream, the solids rotate both verti-

cally and horizontally. As the coating solution
enters the system from the bottom, it is rapidly

placed on the suspended, rotating solids, with
rounding coats being applied in less than an
hour with the assistance of warm air blasts re-
leased in the chamber.

Fig. 5-55. Vectorfl-"rermd Fto—Conter' production system.
A fluid bet!‘ system user!‘ in the rtppticstion of coatings to
beads, grmuttes, p0’tUdet‘s, and tablets. Capacity of models
ranges from 5 kg to 70:’) kg. (Courtesy of Vector Corpora-
fionJ

In another type of fluidized bed system, the

coating solution is sprayed downward onto the
particles to be coated as they are suspended by
air from below. This method is commonly re-

ferred to as the top-spray method. This method
provided greater capacity, up to 1500 kg, than

do the other air suspension coating methods.”
Both the top-spray and bottom-spray methods
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Expansion chamber

Product conlainer

A. Top-Spray Method

 
Conlmlled parlicle flaw

Coallng panlfion
Coating spray
Hydraulic or
pneumatic nozzle
Airflow

Alrdislnbulion plals

B. Bottom-Spray Method
(Wurster)

 
(height adjuslable}

 
C. Tangential-Spray Method 

Fig. 5-56. (A) Top—sprray, (Bl bottom-spray {Wm'ster,|, and (C) tmrgential—spmy rriethods in the flm'd—b.-zd mating ofsolin‘
particles. (Courtesy of Glatt Air Teclmiqucs, Inc.)

may be employed using a modified apparatus
used for fluidized bed granulation. A third

method, the tangential-spray technique, is used in

rotary fluid-bed coaters. The bottom—, top, and
tanger1tia1—spray methods are depicted in Figure
5-56.

The three systems are increasingly used for the
application of aqueous- or organic-Solvent-

based polymers as film coatings. The top—spray
coating method is particularly recommended for
taste masking, enteric release, and barrier films

on particles or tablets. The method is most effec-

tive when coatings are applied from aqueous so-

lutions, latexes, or hotmelfs.22’23 The bottom-

spray coating method is recommended for sus-
ta.ined—release and enteric—release products; and
the tangential method for layering coatings, and

for sustained-release and enteric-coated p1‘od—
ucts.”

Among the Variables requiring control in
order to produce product of desired and consis-
tent quality are: equipment used and the method

' of spraying (e.g., top, bottom, tangential), spray-
nozzle distance from spraying bed, spray (drop-
let) size, spray rate, spray pressure, volume of
fluidization air, batch size, method(sJ and lime
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for drying, air temperature and moisture content
in processing compartment.23

Compression Coating

In a manner similar to the preparation of mul-

tiple compressed tablets having an inner core
and an outer shell of drug material, core tablets
may be sugarcoated by compression. The coating
material in the form of a granulation or a powder

is compressed onto a tablet core of drug with a
special tablet press. This method eliminates the
time-consuming and tedious operation previ-
ously described in this section. Compression

coating is an anhydrous operation and thus may
be safely employed in the coating of tablets hav-
ing a drug that is sensitive to moisture. The re-

sulting coat is more uniform than the usual sug-

arcoating applied using pans, and less of a
coating is required. Resulting tablets are lighter
and smaller and are therefore easier to swallow

and less expensive to package and ship.
Irrespective of the method used in coating, all

tablets are visually or electronically inspected for
physical imperfections (Fig. 5-57).

Fig. 5-55’. Checking for physical imperfzclirms fa coated
tablets. (Courtesy of Smith, Kline 8 French.)

 
Fig. 5—53. Cat—atuay view of "Ge'lCaps" dosage form. A
gelatin-coated mpsale—slaIpecl tablet. Dosage form is more
easily swallowed that: ii colliparable tablet, smaller than an
equivalent capsule, and tam_uer—ew'rle.IIl. (Courtesy of
McNeil Consumer Precincts Co.)

Gelatin Coated Tablets

A recent innovation in tablet coating is the gel-
atin-coated tablet. Termed GELCAPS®, the in-

novator product is a gelatin-coated capsule-
shaped tablet (Fig. 5-58}. The use of a tablet
makes the size of the product about one-third

smaller than a capsule filled with an equivalent
amount of powder. The gelatin coating facilitates
ease of swallowing. Compared to dry—filled, un-
sealed capsules, GELCAPS are more tamper-re-
sistant and tamper-evident.

Chewable Tablets

Chewable tablets are tablets which are in-

tended to disintegrate smoothly in the mouth at
a moderate rate, either with or without actual

chewing. Characteristically, chewable tablets
have a smooth texture upon disintegration, are
pleasant tasting, and leave no bitter or unpleas-

ant aftertaste. Mannitol, a white crystalline hexa-
hydric alcohol, which possesses many of the
characteristics desired for the excipient in chewa-

ble tablets, is wideiy employed for this purpose.
Mannitol is about 70% as sweet as sucrose with

a cool taste and mouth—feel, the latter resulting

from its negative heat of solution and a moderate
solubility in water. Mannitol’s nonhygroscopio
ity also makes it an ideal excipient for the prepa-
ration of chewable tablets containing moisture-
sensitive drugs. Chewable tablets are prepared
by wet granulation and compression, using min-

imum degrees of tablet hardness. In many chew-
able tablet formulations, mannitol may account
for 50% or more of the weight of the formulation.
Sometimes, other sweetening agents, as sorbitol,

lactose, dextrose and glucose, may be substituted

f96tmepigenf|E1x.nfi@146-,IprI5=7fis‘- and
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binders which do not detract from the texture or
desired hardness of the tablet are used in formu-

lating chewable tablets. To enhance the appeal
of the tablets, colorants and tart or fruity fla-
vorants are commonly employed. Among the

types of products prepared into chewable tablets
are antacids and vitamins. analgesic and cold
tablets intended for children.

The following is a formula for a typical
chewable antacid tablet?“

 

Per Tablet

Aluminum hydroxide 325.0 mg
Mannitol 812.0 mg

Sodium saccharin 0.4 mg
Sorbitol (10% w/V solution) ..... .. 32.5 mg
Magnesium stearate ................... .. 35.0 mg
Mint flavor concentrate 4.0 mg

 

Preparation: Blend the aluminum hydroxide, manni-
tol, and sodium saccharin. Prepare a wet granulation
with the sorbitol solution. Dry at 12D°F and screen
tlu-ough a 12-mesh screen. Add the flavor and magne-
sium stearate, blend, and compress into tablets.

Molded Tablets

The commercial preparation of tablets by
molding has been replaced by the tablet
compression process.

Official Tablets

Examples of official tablets are presented in
Table 5—4.

Rate-Controlled Dosage Forms and

Drug Delivery Systems

Some solid dosage forms are designed to re-
lease their medication to the body for absorption
rapidly and completely, whereas other products
are designed to release the drug slowly for more
prolonged drug release and sustained drug ac-

tion. The latter types of dosage forms are com-
monly referred to as controlled-relsrtse. sustru'necl-

relerlsc, proloitged-J'cla'Ise, tfmedrelease, slowreleose,
sustained-action, prolo:1ged—rictiori, sxtsmled—actz‘on,
or I'rtle—c(mtrolled tablets or capsules.

Although these terms have been frequently
used interchangeably, the meaning of "sus-
tained—release” and "controlled-release" are dif-
ferent. Sustained release describes the release of

a drug substance from a dosage form or delivery
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system over an extended period of lime. Con-
trolled-release describes a system in which the
rate of the drug’s release is more precisely con-

trolled compared to the sustained release
product.

The term "drug delivery systems" refers to the
technology utilized to present the drug to the
desired body site for drug release and absorp-
tion. The modern transdermal patch, discussed
in Chapter 10 is an example of a drug delivery
system. The first drug delivery system devel-

oped was the syringe, invented in l855,. used to
deliver medication by injection.

The goal of 1'ate~cont1'olled technology is to
produce a convenient, generally se1f-adminis-
tered dosage form that yields a constant infusion
of the drug. The advantages of rate-controlled
drug delivery are presented in Table 5-5.

Controlled-release dosage forms that provide
sustained drug release require less frequent drug
administration than ordinary dosage forms (Fig.
5—59A). This is considered an advantage in as-

suring palient compliance in the taking of medi-
cation. Patients required to take 1 or 2 dosage
units a day are less likely to forget a dose than
if they were required to take their medication

3 or 4 times a day.“ Further, controlled—release
dosage forms allow whole day coverage and
help to reduce the need for the patient to be
awakened for a night-time dose. Also, depend-
ing upon the medication and the dosage form,
the daily cost to the patient may be less with less

frequent dosage administration.
Rather than providing sustrn'necl—I'clease, some

solid dosage forms are designed to sequentially
release two full doses of a drug. Such dosage

forms also enable the patient to be maintained
on the drug for longer than usual periods follow-
ing the administration of a single dosage unit.
These types of products are usually termed re-
Pefll-flflflflli tablets or capsules (Fig. 5-593).

Many of these specialized typhs of dosage
forms are protected by patents and have been
given trademark names that help to identify both
the manufacturer and the type of pharmaceutical

product.

Sustained-Release Forms

Most sustained-release forms are designed so
that the administration of a single dosage unit

provides the immediate release of an amount of
drug that promptly produces the desired thera-
peutic effect and gradual and continual release

of additional amounts of dfi to maintainerlgen |§h>j<5. 1046,'
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Table 5-4. Examples of Some Official Tablets

  

Some Reprcsciltalive Tablet Sfrangtlis Crttcgory and
Official Tablet Comrraerciui Products Usually Available Comments

Acetaminophen Tylenol (McNeil) 325 mg Analgesic and antipyretic
Allopuxinol Zylopnm (Burroughs 100 and 300 mg Antigout; anfiurollthic

Amitriptyline I-1C1

Bisacodyl

Carbamazepine
Chlorambucil

Chlorpheniramine
Maieate

Chlorpropamide
Cimetidine

Diazepam

Digoxin

Dimenhydrinate

Furosemide

Griseofulvin

Haloperidol

Hycirochlorothiazide

Ibuprofen

Levndopa
Levothylnxine sodium

Meclizine HCI

Meperidine
Hydrochloride

Meprobamate
Methylclopa
Mel-ronidazole

Nitroglycerin

Penicillin V Potassium
Priadnisone

Prochlorperazine
Maleatc

Propanolol HCl-

Sulindac

Terbuiajine sulfate
Tolbutamide
Warfarin Sodium

Wellcome)
Elavil I-[Cl (Stuart)

Dulcoiax (Ciba)

Tegretol (Basel)
Leukelmi (Burroughs

Wellcorne)
Chlo1'-Trimetoh Maleate

(SCl1eri.ng-Plough}

Diabinese (Pfizer)

Tagament (SrnithKiine
Beecham)

Valium (Roche)

Lanoxirl (B1L1‘rougl1s
Wellcome)

Dramamine (Upjohn)

Lasix (Hoechst—Roussel}

Fulvicin U/ F (Schering)
I-laldol (McNeil)

I-IyClro~Diuril (Merck 8:
Co.)

Motrin (Upjohn)

Larodopa (Roche)
Synthroid (Boots)

Ant-Evert (Rnerig)
Demerol (Sanofi

Winthrop)
Equanil (Wyeth-Ayerst)
Aldomet (Merck &: Co.)

Flagyl (Searle)
Nitrostat (Parlce-Davis)

Pen Vee (Wyeth—Ayerst)
Deltasone (Upjohn)
Compazine {Smit‘nI(Jine

Beecl-tam)

lndcral (Wyeth—Ayei'5t)

Clinoril (Merck 3; Co.)

Brethme (Geigy)
Orinase (Upjohn)
Coumadin (DuPont)

10, 25, 59, 100, and

150 mg
5 mg

200 mg
2 mg

4, 8, and 12 mg

100 and 250 mg
200 and 300 mg

2, 5, and 10 mg

0.125, 0.25, and 0.5

mg
50 mg
25 and 30 mg

20, 40, and 80 mg

250 and 500 mg
0.5, 1, 2, 5,10 and 20

mg
25, 50, and 100 mg

300, 400, 600, and 300
mg

100, 250, and 500 mg
0.025, 0.05, 0.075, 0.1,

0.125, 0.15, 0.2, and

0.3 mg
12.5, 25, and 50 mg
50 and 100 mg

200 and 400 mg
125, 250, and 500 mg
250 and 500 mg
0.150, 0.3, 0.4, and 0.6

mg

250 and 500 mg
1 mg
5, 10, and 25 mg

10, 20, 40, 60, 80, and

90 mg
150 and 200 mg

2.5 and 5 mg

Antidepressant

Cathartic; enteric coated
tablets

Anticonvulsant

Antineuplasfic

Antihistaminic; some tablets

(8 and 12 mg) controlled-
release

Antidiabetic:

I-Iistanline H2 receptor
antagonist

Sedative; skeletal muscle
nelaxant

Cardiotonic

Antinauseant
Bronchociilatnr:

vasooonstrictor

Diuretic; anlihypercalernic:
antihypertensive

Antifungal
Tranquiiizer

Diuretic; a ntihypertensive

Analgesic; antipynetic

Antidyskinetic
Thyroid hormone

Antiveriigo
Narcotic analgesic

Sedative; hypnotic
Antihypertensive
Antiamebic; a ntitrichomonal

Anti—anginal sublingual
tablets

Antibacterial
Aclrenocorticoid
Antiemetic

Antianginai; antiarrhyttunic,
antihypertensive

Aniirheumaiic,

antiinflammatory
Antiasthmatic

§?3£i‘}§‘<m.r5$:’@geagEx.ii1i?i‘i£%i?° .59
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Table 5-5. Advantages of Rate-Controlled Drug-Delivery Systems Over Conventional Dosage Forms

Advantage Explanation

Reduction in drug blood level
fluctuations

Reduction in dosing
frequency

Enhanced patient Convenience
and compliance

Reduction in adverse side
effects

"Reduction in health care costs

i.e., economy

By controlling the rate of drug release, "peaks and valleys" of drug—blood or —
serum levels are eliminated.

Rate-controlled products deliver more than a single dose of medication and
thus ale taken less often than conventional forms.

With less frequency of dose administration, the patient is less apt to neglect
taking a dose. There is also greater patient convenience with daytime and
nighttime medication, and control of dironic illness.

Because there are seldom drug blood level peaks above the drug’s therapeutic
range, and into the toxic range, adverse side effects are less frequently en-
countered.

Although the initial cost of rate-controlled drug delivery systems is usually
greater than conventional dosage forms, the average cost of trcatrnent over
an extended time period may be less. With less frequellcy of dosing, en-
hanced therapeutic benefit, and reduced side-effects, the time required of
health care personnel to dispense, admiliister and monitor patients is re
duced.

 

 
 
 

\ pro
 

 

 I
I.IDrugBloodLevels

A Time

Conventional

-1/£<§<L.ei2r:n__

level of effect over an extended period, usually
8 to 12 hours.

In this type of dosage form, the design is based
_‘ _ _ _ _ — _ _“ ‘_ "_ MTG on the particular qualities of each individual

Controlled released drug. What may be an effective type of dosage
form design for one drug may be ineffective in
promoting the sustained release of another drug
because of peculiar physical, chemical, and bio-
logical qualities. To maintain the constant level
of drug in the system, the drug must be released
from the dosage form at a rate that will replace
the amount of drug being metabolized and ex—
creted from the body. For each drug, this is ":1

highly individualized quality. In general, the

duct

— MEC

 

Fig. 5—59A. Hypotheticaldmg blood l€oel—tt'm.-3 curves for drugs best Suited for incorporation into a Ens"
a conventional solid dosage form and
pJ'0dm:‘t.

,1 controlled rgfgasg l’a.lIl.€Cl release p1'0d.11ClI l3¢':lV€ the f0ll0WlTlg Char-
acteristics.

1. They exitibit neither very slow not very fast rates

of absorption and excretion. Drugs with slow
rates of absorption and excretion are usually

\
\

‘\ Convent

  

\

._J : ‘u I
4 6 E

B Time(hr)

DrugBloodLevels
0

 
Y dosage form

M-[C inherently long—actlng and their preparation
into su3tainecl—action type dosage forms is
not necessary. Similarly, a drug with a short
half life, i.e., <2 hours, should not be formu-

MEC lated into a sustained release product be-
cause such a delivery system would require
unacceptably large release rates and doses.

2. Tiwy are uniformly absorbed from the gastroin-
_l testirtal tract. Drugs absorbed poorly or at

‘O '3 varying and unpredictable rates are not good
candidates for sustained—release products,

  ionol
 

  

Fig. 5-593. Hypothetical drag blood ieoel—iim.-2 curves for
a oonventtonai solid dosage form and a rntaltiplenctiori
product.

because their drug release and therefore

drug absorption will fluctuate, dependi
n .

upon the position of the d t@flB3éX. 1
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testinal tract and the dosage form’s rate of
movement within the tract.

3. They are :uimim'stered in relatively small doses.
Drugs with large single doses frequently are

not suitable for the preparation of the sus-
tained-action product because the individual
dosage unit needed to maintain the extended

therapeutic blood level of the drug would
have to be too large for the patient to easily
swallow.

4. They possess it good margin of safety. The most
widely used measure of the margin of safety

is its therapeutic index, i.e., median toxic
dose, TDSD/median effective dose, ED50.

This index can range from one (where the

effective dose produces toxic effects) to sev-
eral thousand. For very "potent” drugs

when therapeutic concentration is narrow,
the value of the therapeutic index is very
small. The larger the therapeutic index the
safer the drug. Thus, those drugs which are
potent in very small doses or possess very
narrow or small therapeutic indices are poor
candidates for formulation into controlled-

release formulations because of technologic

limitations of precise control over release
rates.

5. They are used in the treatment of chrome rather
than acute conditions. Drugs for acute condi-
tions generally require more physician con-
trol of the dosage than that provided by sus-
tained—release products.

The most common mechanisms utilized in

rate-controlled pharmaceutical products are: sol-
vent action of biologic fluids on coated drug par-
ticles, osmotic systems controlled by the diffu-

sion of biologic fluids through a polymer,
erodible systems controlled by the erosion of a
polymeric matrix, diffusion systems controlled

by the diffusion of the drug through a polymeric
membrane or monolithic matrix, and chemical

reaction or interaction between the drug sub-
stance or its pharmaceutical barrier and site-spe-
cific biologic fluids. These mechanisms are uti-

lized in the development of dosage forms and
drug delivery systems for oral and other routes
of administration.

Examples of the pharmaceutical technology
utilized to achieve rate-controlled and sustained

release solid dosage forms are described below.
COATED BEADS on GRANULES on MICROENC.-\I’-

SULATED DRUG. In this method a solution of the

drug substance in a non-aqueous solvent such
as a mixture of acetone and alcohol is coated (by
pan or air-suspension coating) onto small inert

non-paretl seeds or beads made of a combination
of sugar and starch. In instances in which the
dose of the drug is large, the starting granules

of material may be composed of the drug itself.
Then with some of the beads or granules remain-

ing uncoated and intended to provide the imme-
diately released dose of drug when taken, coats
of a lipid material like beeswax or a cellulosic
material like ethylcellulose are applied to the re-
mainder (about two-thirds to three-fourths) of

the granules, with some granules receiving a few
coats and others many coats. Then the beads or
granules of different thicknesses of coatings are

blended in the desired proportions to achieve
the proper blend. The coating material may be
colored with a dye material so that the beads of
different coating thicknesses will be darker in
color and distinguishable from those having
fewer coats and being lighter in color. When
properly blended, the granules may be placed in
capsules or tableted. The variation in the thick-

ness of the coats and in the type of material used
in the coating is reflected in the rate at which
the body fluids are capable of penetrating the
coating and in dissolving the drug. Naturally,
the thicker the coat, the more resistant to penetra-
tion and the more delayed will be the drug re-

lease. The presence of drug granules of various
coating thicknesses therefore produces the sus-
tained clrug release. The lime—blood level profile
is similar to that obtained with multiple dosing.

An example of this type of dosage form is the
Sprmsule capsule, shown in Figure 5-60.

Microencapsulotion is a process by which solids,

liquids, or even gases may be encapsulated in to
microscopic size particles through the formation
of thin coatings of "wall” material around the
substance being encapsulated. The process had
its early origin in the late 1930s as a "clean” sub-

stitute for carbon paper and carbon ribbons as
sought by the business machines industry. The
ultimate development in the 19503 of reproduc-

tion paper and ribbons which contained dyes in
ti_ny gelatin capsules released upon imp act by a
typewriter key or the pressure of a pen or pen-

cil was the stimulus for the development of a
host of rnicroencapsulated materials, including
drugs. Gelatin is a common wall-forming mate-
rial but synthetic polymers as polyvinyl alcohol,

ethylcellulose, or polyvinyl chloride have been
used. The typical encapsulation process usually
begins with the dissolving of the prospective

wall material, say gelatin, in water. The material
to be encapsulated is added and the two-phase

fiir:-<nt1.1er<?t-l1e6r1;|aterial to
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Fig. 5-60. The Spansule capsule shmufug the hard gelatin capsule containing lmndreds of tiny pellets for sustaiiaad drug
release and the rupturing of one of the pellets as occurs in the gastric fluid. (Courtesy of Smi.tl1Kli rte Beeclrmn.)

be encapsulated broken up to the desired- particle
size, a solution of a second material is added,

usually acacia. This additive material is chosen

to have the ability to concentrate the gelatin
(polymer) into tiny liquid droplets. These drop-
lets (coacervate) then form a film or coat around

the particles of the substance to be encapsulated
as a consequence of the extremely low interfacial
tension of the residual water or solvent in the

wall material so that a continuous, tight, film
coating remains on the particle (Fig. 5-61). The

final dry microcapsules are free~flowing, discrete
particles of coated material. Of tl1e total particle
weight, the wall material usually represents be-

 
 
Fig. 5-61. Microcnpsules of mineral oil inn geletfu—ncer:r'rt
eencermte. (Photo courtesy effiiiires C. Price, Pl:.D., College
of l’l:m'macy, The University of Georgia.)

tween 2 and 20%. By varying the wall thickness
of microencapsulated drug particles, their disso-
lution rates may be altered and sustained release

obtained. An example of a drug commercially
available in microencapsulated dosage form is

potassium chloride as Micro-K (A. H. Robins).sivrslsooiwo DRUG IN SLDWLY Enoomc MATRIX.

By this process, the portion of the drug intended

to have sustained action is combined with lipid
or cellulosic material processed into granules
that can be placed into capsules or tableted.
When these granules are combined with gran-

ules of drug prepared without the special lipid
or ccllulosic excipient, the untreated portion pro-
vides the immediate drug effect, and the treated

portion the prolonged effect. The treated gran-
ules slowly erode in the body fluids. The types of
materials used in the preparation of the granules
may be varied to achieve different rates of ero-
sion. The product SLOW—I< (Summit) is a sugar-
eoated tablet containing 8 mEq of potassium
chloride in a wax matrix. The formulation is in-'

tended to provide a controlled release of potas-
sium from the matrix to minimize the likelihood

of producing high (and irritating) localized con-
centrations of potassium within the gastrointesti-
nal tract.

Two—layered tablets may be prepared from the
granules, with one layer containing the un-
treated drug for immediate release and the other
layer having the drug for sustained release.
Three-layered tablets may be similarly prepared,
with both outer layers containing the drug for
immediate release. Some commercial tablets are

prepared with an inner core containing the sus-
tained release portion of drug and an outer shell
completely enclosing the core and containing the

drug portion for immediate release. Tablets pre-
pared from the type of material described in the

next method may be Sl.I11ilarlA(‘[Cfil§‘?f§gln EX. 1 04
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EMBEDIJING DRUG IN INERT PLASTIC MATRIX. By

this method, the drug is granulated with an inert
plastic material such as polyethylene, polyvinyl
acetate, or polymethadylate, and the granula-
tion is compressed into tablets. The drug is

slowly released from the inert plastic matrix by
leaching to the body fluids. The compression of
the tablet creates the matrix or plastic form that
retains its shape during the leaching of the drug
and through its elimination from the alimentary

tract. The initially released drug is present on
the surfaces of the tablet or is only superficially
embedded. The primary example of a dosage
form of this type is the Grrmlnmel (Abbott).

COMPLEX FORMATION. Certain drug substances
when chemically combined with certain other
chemical agents form chelnical complexes that

may be only slowly soluble in body fluids, de-
pending upon the pH of the environment. This
slow dissolution rate is effective to provide the
sustained action of the drug.

It should be remembered that certain drug
substances that are only slowly soluble in body
fluids without special complexation or other

treatment are inherently long acting.
1oN-EXCHANGE REE-INS. A solution of the cat-

ionic drug is passed through a column contain-

ing the ion—exchange resin, to which it complexes
by the replacement of hydrogen atoms. The
resin-drug complex is then washed and may be
tableted, encapsulated, or suspended in an aque-
ous vehicle. The release of the drug is dependent
upon the pH and the electrolyte concentration

in the gastrointestinal tract. Generally, release is
greater in the acidity of the stomach than the less
acidic small intestine. Examples of drug prod-

ucts of this type include Tttssfone.'c suspension
(hydrocodone polistirex} and {anemia capsules
(plientermine resin) both by Fisons.

The mechanism of action of drug release from
ion exchange resins may be depicted as follows.

In the stomrzclt:

(1) Drug res-inate + HCl:—*aciclic resin + drug
hydrochloride

(2) Resin salt + I-ICL——‘resin chloride + acidic

drug

In the intestine:

(1) Drug resinate + NaCl.——‘sodium resinate +
drug hydrochloride

(2) Resin salt + NaCl:resin chloride + sodium

salt of drug.

This system incorporates a polymer barrier coat-
ing and bead technology in addition to the ion-

exchange mechanism. The initial dose comes
from an uncoated portion, and the remainder
from the coated beads. The coating does not dis-
solve, and release is controlled over a 12-hour

period by ionic exchange. The drug-containing

polymer particles are minute, and may be sus-
pended to produce a liquid with cc-ntrolled—re—
lease characteristics [e.g., Tussionex (Fisons}] as
well as solid dosage forms.

HYDRGCOLLOID SYSTEM. Hydrocolloids can
play a significant 1'ole in the design of a con-

trolled-release product. An example is the prod-
uct Valrelease, a 15~mg slow—release dosage form

of Valium (diazepam/Roche). Valrelease has

been formulated using a unique Hydro-dyna_rni-
cally Balanced drug—d elivery System (HBS). This
dosage form was designed to achieve, in one ad-
ministration, plasma concentrations of diazepam
equivalent to those obtained with conventional
Valium 5 mg tablets taken 3 times daily. The Hy-
clrodynamically Balanced drug~delivery System
consists of a matrix so designed that upon con-

tact with gastric fluid, the dosage form demon-
strates a bulk density of less than one and, thus,
remains buoyant. Capsules and tables prepared
to have this characteristic are sometimes referred

to as "f1oating” capsules or tablets. When the
Valrelease capsule shell dissolves, the outermost
hydrocolloids come in contact with gastric fluid.

They swell to form a boundary layer, which prc—
vents immediate penetration of fluid into the for-

mulation. The outer hydrocolloid boundary
layer gradually erodes, with the subsequent for-
mation of another "outer" boundary layer. This
is a continuous process causing the gelatinous

mass to constantly erode, while diazepam is
gradually released through each layer as the
fluid slowly penetrates the matrix. Valrelease re-
mains in the stomach for a variable period of

time, depending on individual physiologic char-
acteristics. However, when Valrelease passes

into the intestine, gradual release of the active
drug and absorption continue.

OSMOTIC PUMP. The Oros system, developed

by Alza, is an oral osmotic pump composed of a
core tablet and a semi-permeable coating with a
0.4 mm diameter hole for drug exit. The hole

is produced by a laser beam and the product
operates on the principle of osmotic pressure
(Fig. 5—62A). The semi-permeable membrane
permits water to enter from the patient's stom-
ach into the core, dissolving the drug. The pres-

sure that is built up forces or pumps the drug

A‘i’H1‘l§°r’igj’é‘rt‘I’—_"S€.“‘i’tYZ6 rsitsssi 5-63’
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OSMDTIC CORE

 
 

Drug Susllenson or Solution

 
Ra1e—[2Dnun||m _ _
Membrane 9 Polymeric llsmulic

A MEMBRANE COMIAINING Imus B ‘flush c“'“'”3""”9”'l

Fig. 5-62. A, Depiction of the elementary OROS osmotic _mtm_o drug delivery system, and B, the OROS Push-Pull Osmotic
System. (Courtesy of Alzo Corporation.)

Fig. 5-63. The ORO5 (Oral Osmotic) drug delivery sys-
tem. A tablet core of ttrng is surrounded by n seinipenneohte
inembrrme that is pierced by it small l.rtser—drflled hole. After
higestiail, water is drawn into the tablet from the digestive
tract by osmosis. As water enters the tablet care, the drug
grndrttilly goes into Soltttion. The solttttoit is pushed out
through the small hole at ti’ controlled rate of trbottt I to 2
drops per hour. 1’Courtesy of/1LZA Corporrttion.)

The rate of inflow of water and the outflow of

drug solution are controlled by the properties of
the membrane. Only the drug solution (not the

unclissolved drug) passes through the hole in the
tablet. The rate of drug solution release is ap-
proximately one to two drops per hour. The
drug-release rate is not affected by the acidity,
alkalirljty, or movement of the gastrointestinal

tract. A currently marketed product of this type
is Acutrim (CIBA Consumer).

Oros is a sophisticated oral controlled release
drug delivery system in which the release rate
may be controlled by changing the surface area,
the thickness or the nature of the membrane and/

or by changing the diameter of the drug release
orifice.

The OROS Push-Pttll Osmotic System has two
layers (Fig. 5—62B) that are surrounded by a

semi-permeable membrane. One layer contains
the drug and the other contains a polymeric os-

motic agent. When the tablet is swallowed, it
draws in a few drops of water every hour across

the membrane, slowly dissolving or suspending
the drug, and expanding the polymeric osmotic
compartment to release the drug through one or
more laser—dril1ed holes at a controlled rate.

Other pharmaceutical companies have devel-
oped similar osmotic systems. For example, Elan
Pharmaceutical has developed a system called
Modas—Mttltfdfrectfonal Osmotic Drug Absorp-
tion System. Modas is an osmotic device with sol-

ubilized drug delivered through a fixed permea-
ble membrane designed to admit moisture and

excrete the soluble drug back through the same
membrane at constant pressure. The drug comes
out of the entire surface area of the tablet at a
constant rate.

Repeat Action Forms

Some specialized tablets are prepared so that

an initial dose of the drug ispemeqqgen tEX_ 104
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tablet shell and a second dose from an inner core

of the tablet, which is separated from the outer

shell by a slowly permeable barrier coating. Gen-
erally the barrier coating is penetrated and drug
from the inner core is exposed to the body fluids
some 4 to 6 hours after the swallowing of the

tablet. Such a tablet permits the release of two
doses of drug from a single tablet, eliminating
the need for more frequent drug administration.

An example of this type of dosage form is Rupe-
fabs (Schering). As for the sustained—action type
of dosage forms, the repeat-action forms are best
suited for those drugs having low dosage and

employed in chronic conditions and for drugs
having regular absorption patterns with fairly
rapid rates of absorption and excretion.

Delayed Action Forms

The release of a drug from a dosage form may
be intentionally delayed until it reaches the intes-
tinal environment for any of several reasons.

Among these may be the fact that the drug is
destroyed by the gastric juices, or it may be ex-
cessively irritating to the lining of the stomach
or a nauseating drug, or it may be better ab-
sorbed from the intestines than from the stom-

ach. Capsules and tablets coated so as to remain
intact in the stomach but yield their ingredients
in the intestines are said to be euterir: coated. The

coating may be composed of a material that is

pH dependent and breaks down in the less acidic
environment of the intestine, or the coating may
erode due to moisture and on a time basis coin-

ciding with the time required for the tablet or
capsule to reach the intestines. Other coatings

may deteriorate due to the hydrolysiscatalyzing
action of certain intestinal enzymes. Among the

many agents used to enteric coat tablets and cap-
sules are fats, fatty acids, waxes and mixtures of
these, shellac, and cellulose acetate phthalate. An

example of a commercially prepared brand
of enteric coated tablets is Enseals (Lilly). A pop-
ular enteric-coated aspirin tablet is Ecotrin
(SmithI(line Beecham Consumer Brands).

Liposomes

In the early 1960s, research scientists noted

that various phospholipids formed multilayered
vesicles (sacs) when dispersed in water. These
cell-like structures become known as liposomes.

Like a biologic cell, a liposome is composed of
a thin but durable membrane that surrounds an

aqueous compartment, protecting it Erom the
outside environment. Both cellular and liposome

membranes are capable of regulating the trans-

port of molecules in and out of the enclosed com-
partment. Thus liposomes may be used to con-
trol the passage of drugs, entrapped in the
aqueous phase, through the membrane and to
the intended body site for absorption or action.
In recent years, drug-containing liposome sys-
tems have been developed for the delivery of

drugs by various routes of administration in-

cluding inhalation, ocular, injectable, dermal,
and oral.

Liposomes may be constructed to have a single

aqueous compartment surrounded by a lipid
layer tmiilamellarj or they may consist of concen-
tric lipid and aqueous layers 1'rmtltilamellsr). The
structure of liposomes permits the incorporation

of fat-soluble drugs in the lipid layer and water-
soluble drugs in the interior aqueous compart-

ment. Drugs encapsulated in the aqueous phase

are released by slowly diffusing through the
lipid membrane. Lipid-soluble drugs embedded
in the lipid membrane or bound to the mem-
brane surface are slowly released as the mem-
brane is broken down by body fluids. Because

lipids from natural sources are used to form the
liposome membrane, liposornes are considered
biocornpatible and biodegradable.

Liposomes are produced by dispersing the

lipid (usually phospholipids) phase in the drug
solution. Simple mixing to vigorous agitation is

applied to the system. Upon dispersion, the lipid
molecules align to form the biomolecular mem-

brane. The lipophilic ends of the lipid molecules
intercalcate to form the inside of the membrane

and the hydrophilic ends line up on the two
outer surfaces. The membrane then wraps

around, encapsulating the drug solution as the
liposome is formed.

Generally, simple hand mixing of the phos-

pholipid and aqueous phase produces a disper-
sion of multilamellar vesicles of large and widely
mixed size. Various homogenizers and pressure

flow-through devices have been utilized to
achieve a more narrowly defined liposorne size

distribution. For use as drug carriers, liposomes
should be homogeneous and reproducible in

batch—to—batchproductlon, stability, and drug re-
lease characteristics. Recently, microfluidization

techniques have been used to produce liposomes
of Well-defined size distribution. This process in-

volves the ultra hlgh velocity interaction of two
fluid streams in closely defined interaction. The

pressures of the system, as high as 8000 psi, re-
sult in the jet interaction of the phases and lipo-
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some formation rates of as high as 75%, in con-

trast to other mixing systems which may result
in a capture of the aqueous phase between 8 to
25%.

Because of the variation in the method of

preparation, the size of liposomes varies from
about 0.3 to ‘I0 microns. The size of liposomes

influences both their distribution in the body and

their deposition. For instance, following injec-
tion, large size liposomes can have the tendency
to deposit in the lungs whereas smaller particles
may concentrate in other body sites, such as the

liver. Alterations in the membrane composition,
the phospholipid configuration, or in the electri-
cal charge on liposomes can also greatly influ-
ence their distribution in the body. Agents such
as cholesterol and cetylphosphate have been in-

corporated into the phospholipid bilayers to
alter the liposome’s properties, changing not
only the diffusion characteristics of the mem-

brane but also the distribution of the liposome
within the body following administration.

Several liposome products are under commer-
cial development for inhalation, ocular, dermal
and parenteral routes of administration. For ex-
ample, liposome-based bronchodilators, deliv-
ered as nebulized and aerosolized solutions, are

being designed to treat bronchospasm. Ocular
delivery products containing "bioadhesive” li-

posomes that adhere to the eye's surface are
being developed to provide lubricating eye
drops and sustained effects for glaucoma medi-
cation. Liposome products for application of

therapeutic agents to the skin and scalp to pro-
vide extended drug release and perhaps greater
percutaneous absorption are being investigated.
Liposome-based products are also being devel-
oped to target drugs to specific body organs fol-

lowing intravenous adrrtinistration. The objec-
tive is to concentrate the drug's action at the
desired body site to maximize therapeutic action
and minirnize toxicity. Drugs being studied in-

clude anticancer agents, antibiotics, and peptide
hormones.

Other technologies for rate—controlled targeted
delivery include the use of transdermal drug de-

livery systems, implantable (subcutaneous) drug
delivery systems, ocular drug delivery systems,
intravenous infusion pumps, and monoclonal

antibodies which are utilized as specific carriers
for drugs, enzymes, and radiopharmaceuticals
in the diagnosis and treatment of disease. These
technologies are discussed elsewhere in this text.

Pharmacist Monitoring of Patients Using
Controlled-Release Drugs

When a patient is prescribed a controlled—re-

lease drug the attainment of the peak and thera-
peutic concentration of the drug might be some-
what delayed. If an immediate effect is desirable,
either an intravenous dose or imrnediate-release

dosage form of the drug would be preferable.
Thus, a pharmacist when consulted about a dos-
ing recommendation should keep this in mind
as it relates to patient needs.

As mentioned earlier in this chapter variations
in the bioavailability from a controlled-release

product are possible so the pharmacist must be
cognizant of patient complaints of unusual ad-
verse effects or possible ineffectiveness. Ther-
apeutic levels of the certain drugs, e.g., theo-
phylline, must be maintained for the desired
therapeutic outcome to occur and once a patient
is stabilized on a controlled—release product it
should not be substituted. A different product,
even with an identical amount of active ingredi-
ent, could cause a marked shift in the patient’s

drug blood/serum level due to different release
characteristics of the dosage form. "Unless two
controlled-release products of the same drug
have demonstrated similar bioavailability and
therapeutic effect they should not be used inter-
changeably or substituted for one another.

Pacltaging and Storing Tablets

Tablets are best stored in tight containers and

in places of low humidity protected from ex-
tremes i_n temperature. Products that are espe-

cially prone to decomposition by moisture may
be copackaged with a desiccant. Drugs that are
adversely affected by light are packaged in light-
resistant containers. With a few exceptions, solid
dosage forms that are properly stored will be
stable for several years or more.

In most instances of dispensing, the pharma-
cist is well advised to use a similar type of con-

tainer as provided by the manufacturer of the

product and the patient advised to maintain the
drug in the container dispensed. Proper storage
conditions as recommended for the particular

drug should be maintained by the pharmacist
and patient and expiration dates observed.

The pharmacist should be aware also that the
hardness of certain tablets may change upon

aging usually resulting in a decrease in the disin-
tegration and dissolution rates of the product.
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The increase in tablet hardness can frequently
be attributed to the increased adhesion of the

binding agent and other formulative compo-
nentsiwithin the tablet. Examples of increased

tablet hardening with age have been reported for
a number of drugs including aluminum hydrox-

ide, sodium salicylate anld phenylbutazonezfi
Certain tablets containing volatile drugs, as ni-

troglycerin, may experience the migration of the
drug between tablets in the container thereby re-

sulting in a lack of uniformity among the tab-
lets.” Further, packing materials, as cotton and
rayon, in contact with nitroglycerin tablets may

absorb varying amounts of rtitroglycerin render-

ing the tablets sub-potent?“
In 1972, the Food and Drug Administration

issued a number of regulations covering the
packaging, labeling, and dispensing of nitroglyc-
erin products. These regulations include:

1. All nitroglycerin tablets must be packaged
in glass containers with tightly-fitting meta]
screw caps.

2. No more than 100 tablets may be packaged
in each container.

3. Nitroglycerin tablets must be dispensed in
their original containers and bear the la-

bel~"Warning: To prevent loss of potency,
keep these tablets in the original container.

Close tightly immediately after use.”
4. All nitroglyercin tablets should be stored at

controlled room temperatures of between
59° and 86°F.

Implementation of these regulations contrib-
uted to the maintenance of better content uni-

formity standards for nitroglycerin tablets than
had been previously achieved. However, since
nitroglycerin is a volatile liquid at room tempera-
ture, some nitroglycerin is lost to the atmosphere
when the containers are opened and particularly
if they are not tightly closed. In a further effort
to reduce the loss of nitroglycerin from tablets

and to prevent the migration of the substance
from tablet to tablet, pharmaceutical manufac-
turers of these tablets have recently been devel-

oping “stabilized” nitroglycerin tablets. The
main method used is to include a small amount
of a nonvolatile substance in the formulation

which has the effect of reducing the vapor pres-
sure of the nitroglycerin and thus its tendency
to escape from the tablet. One such marked prod-
uct is Nilrostat by Parke-Davis which contains
polyethylene glycol as the stabilizer.

Other Solid Dosage Forms for Oral
Administration

Pills

Pills are small, round, solid dosage forms con-
taining a medicinal agent and intended to be ad-

ministered orally. Although the manufacture
and administration of pills was at one time quite
prevalent, today pills have been replaced by
compressed tablets and capsules. A procedure
for the extemporaneous preparation of pills on
a small—scale may be found in the first edition of
this text.

Lozenges

Lozenges are disc~shaped, solid dosage forms
containing a medicinal agent and generally a lla-
voring substance and intended to be slowly dis-
solved in the oral cavity for localized effects. Loz-
enges are frequently called troches and less

frequently referred to as pastilles. Many of the
commercially available lozenges have a hard
candy as the base or a base of sugar and an adhe-
sive substance such as mucilage or gum.

Commercially, lozenges may be made by

compression, using a tablet machine and large,
flat punches. The machine is operated at a high
degree of compression to produce lozenges that
are harder than ordinary tablets so that they

slowly dissolve or disintegrate in the mouth. Me-
dicinal substances that are heat stable may be
prepared into a hard, sugar candy lozenge by
candy-making machines that process a warm,
highly concentrated, flavored syrup as the base

and form the lozenges by molding and drying.
Lozenges are gaining renewed acceptance as

a means to deliver a multitude of different drugs.

As an example, for the treatment of oropharyn-
geal candidiasis a lozenge dosage form is avail-
able with either nystatin or clotrirnazole (e.g.
Mycelex Troche, Miles) as its active ingredient.

The patient allows the lozenge (or tro-Che) to
slowly dissolve in the mouth, and the dosage
form is much more convenient to the patient

when compared to the necessity of swishing an
oral suspension in the mouth. Further, these loz-

enges maintain adequate salivary levels of the
antifungal drug for about 3 hours and help to
promote effectiveness of therapy. Lozenge dos-

age forms are also available for self—care drugs,
eg., benzocaine, dextromethorphan, phenylpro-
panolamine, to treat acute, self-limiting condi-
tions ranging from minor sore throat to cough
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and congestion. These forms are particularly ad-
vantageous for those persons who find it difficult
to swallow solid dosage forms and for young
children.

Proper Administration of Peroral

Dosage Forms

The dosage forms discussed in this chapter are
all to be administered by mouth. The easiest way
is to place the dosage form upon the tongue and
swallow it with a glassful of water. Most patients
will understand this method of administration

and do so with water. However, some persons
do not realize that these dosage forms should be
taken with water and may proceed to merely
swallow the tablet or t.he capsule. This can be
dangerous because it is possible for the tablet or
capsule to lodge within the esophagus. Several

documented cases of esophageal ulceration in
young Women, for example, have occurred with

the ingestion of tetracycline and tetracycline de-
rivatives, particularly when taken just before
bedtime. Thus, it is important to counsel the pa-
tient to take all oral dosage forms with at least
some water. This is particularly so with those

dosage forms that contain aspirin, ferrous sul-
fate, any nonsteroidal antiinflamrnatory drug
(NSAID), potassium chloride and any tetracy-
cline drug, to ensure passage of the medicine into
the stomach. It is equally important to also in-
struct patients to take these medications no later

than at least 1 hour before retiring for the
evening.

Senior citizens are at an increased risk because

the process of swallowing medications like those
mentioned takes longer, and if they have esopha-
geal strictures, there is the potential for these to
lodge in the esophagus. Further, patients who
suffer from gastroesophageal reflux disease
must also be cautioned to take medicines with

Water and at least 1 hour before retiring. Other-
wise, there is a possibility that some of the medi-

cine may be refluxed back into the esophagus
from the stomach once the patient retires for the
evenlng.

As mentioned earlier in this chapter, certain

oral dosage forms have protective Coatings, e.g.,
enteric—coated, or may be formulated to provide
delayed or continuous release of tile active ingre-
dient. The patient must be advised not to Chew
or crush these tablem as the amount and the rate

of release of the drug may be dramatically al-
tered. The patient should also be forewarned that

they may notice remnants of these types of dos-
age forms in the stool. They should be told not
to be concerned as the drug portion of the prepa-
ration has already been absorbed.

When a tablet can be crushed or a capsule

opened to facilitate oral administration the phar-
macist must keep in mind that medicines usually
have an unpleasant taste. The bitter taste of the
drug could be masked partially by recommend-
ing to the patient to mix the drug with apple-
sauce, fruit juice, or carbonated beverages. How-
ever, the patient must be advised to consume
the entire mixture. Otherwise the patient will not
receive the total dose.

For those who Experience gagging or choking
when taking a solid dosage form, there is an in-
novative product called the Drink-A-Pill Drink-
ing Glass. This contains a specially-designed
shelf on which a tablet or capsule is placed after

the glass is filled with water. When the patient
drinks the content of the glass, the dosage form
flows with the water into the mouth and goes

right down without the gag reflex. Alternatively,
if the patient simply cannot swallow the solid

dosage form, the pharmacist can suggest to the
prescribing physician a liquid form of the drug.
If such a preparation is not available, it may be
possible to extemporaneously compound the
drug into a liquid vehicle. Several liquid formu-
lations from solid dosage forms are listed in the
Handbook on Extemponmeous FOJ"l?IttltItforI5. If this
is not possible, the pharmacist could recommend
the use of an available liquid dosage form of a
different chemical compound with similar thera-
peutic effect.

Solid Dosage Forms for Nonoral Route of
Administration

There are a few solid dosage forms which are
used by routes of administration other than oral.

For instance, dosage forms called pellets or inserts
are implanted under the skin by special injectors
or by surgical incision for the purpose of provid-
ing for the continuous release of medication.
Such implants provide the patient with an eco-
nomical means of obtaining long-lasting effects
and obviate the need for frequent injections or

oral dosage administration. Hormonal sub-
stances are most frequently administered in this
manner. For example, the Norplant® system
(Wyeth—Ayerst) of tevonorgestrel implants
provides up to five years of protection from

pregnancy after subcutaneous insertion. The
implants are closed capsules made of a di-
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Fig. 5-64. Norplnntfl‘ System of levanargestrel implants for the long—term (up to 5 years) prevention of pregnancy. Six
implrmts are iflS8I‘t8d subdermrrlly in the midportian of the inner upper arm about 8 to 10 cm above the elbow cnzase. The
implrmts are inserted in r: fimlfke pattern about 15 degrees apart. (Couriss_1,r of Wyeth-Aycrst Iabomtmies.)

methylsiloxane/metliylvinylsiloxane copolyrner
containing 36 mg of the synthetic progestin levo-
norgestrel (Fig. 5-64). Each capgule is 2.4 mm in
diameter and 34 mm in length. Six capsules are

inserted in a plane beneath the skin of the upper
arm by small incision and special injector. Fol-

lowing their term of use, the capsules are re-
moved and may be replaced with fresh cap-
sules.”

Other solid dosage forms, vaginal tablets or in-
serts, are specially formulated and shaped tablets
intended to be placed in the vagina by special

applicators, where the medication is released,
generally for localized effects. Another example
of a solid dosage form intended for use by means
other than swallowing is a specially prepared

capsule containing a micronized powder [Intal
(FisonS)] intended to be released from the cap-

sule and inhaled deep into the lungs through the
use of a special inhaler—de-vice (Spinhaler turbo-
inhaler}. These dosage forms and drug delivery
systems will be discussed in subsequent chap-
ters.
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