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CAPITULO REIVINDICATORIO MODIFICADO
(Primer Examen de Fondo)
1. Un compuesto caracterizado porque es una sal cristalina de tosilato de N-[3-

[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[3,4-d][1,3]tiazin-

7a-il]-4-fluoro-fenil]-5-metoxi-pirazina-2-carboxamida.

2. La sal cristalina de tosilato de conformidad con la Reivindicacion 1, caracterizada
porque tiene un pico sustancial en el espectro de difraccion de rayos X, al angulo 2-theta de
5.0° de difraccion en combinacidn con uno o mas de los picos seleccionado del grupo que
consta de 19.6°, 13.8°, y 18.5° con una tolerancia para los angulos de difraccion de 0.2

grados.

3. Una composicion farmaceéutica, caracterizada porque comprende un compuesto de
conformidad con cualquiera de las Reivindicaciones 1 y 2 con uno o mas portadores

farmacéuticamente aceptables, diluyentes o excipientes.
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"The chemical, biological, physical, and economic char-
acteristics of medicinal agents can be manipulated and,
hence, often optimized by conversion to a salt form.
Choosing the appropriate salt, however, can be a very
difficult task, since each salt imparts unigue properties to
the parent compound.

Salt-forming agents are often chosen empirically. Of the
many salts synthesized, the preferred form is selected by
pharmaceutical chemists primarily on a practical basis:
cost of raw materials, ease of crystallization, and percent
yield. Other basic considerations include stability, hy-
groscopicity, and flowability of the resulting bulk drug.
Unfortunately, there is no reliable way of predicting the
influence of a particuiar salt species on the behavior of the
parent compound. Furthermore, even after many salts of
the same basic agent have been prepared, no efficient
screening techniques exist to facilitate selection of the salt
most likely 1o exhibit the desired pharmacokinetic, solu-
bility, and formuiation profiles.

Some decision-making models have, however, been de-
veloped to help predict salt performance. For example,
Walkling and Appino (1} described two techniques, “de-
cision analysis” and “potential problem analysis,” and
applied them to the selection of the most suitable deriva-
tive of an organic acid for development as a tablet. The
derivatives considered were the free acid and the potassi-
um, sodium, and calcium salts. Both techniques are based
on the chemicai, physical, and biological properties of these
specific derivatives and offer a promising avenue for de-
veloping optimal salt forms.

information on salts is widely dispersed throughout the
pharmaceutical literature, much of which addresses the
use of selt formation to prolong the release of the active
component, thereby eliminating various undesirable drug
properties {2-6). This review surveys literature of the last
25 years, emphasizing comparisons between the properties
of different salt forms of the same compound, Included also
is a discussion of potentially useful salt forms. Gur purpose
is twofold: to present an overview of the many different
salts from which new drug candidates can be chosen and
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Table I—FDA-Approved Commercinlly Marketed Salts

Anion Percent® *Anion Percent”
Acetate 1.26 iodide 2,07
Benzenesulfonate 0.25 Isethionate! 0.88
Benzoate 0.51 Lactate 0.76
Bicarbonate 0.13 Lactobionate 0.1
Bitartrate 0.63 Malate 015
Bromide 468 Maleate 3.03
Calcium edetate 0.25 Mandelate 0.38
Camsylate” 0.25 Mesylate 2.02
Carbonate 0.38 Methylbromide 0.76
Chioride 4.17 MethyInitrate 0.38
Citrate 3.03 Methylsulfate 0.88
Dihydrochloride 0.51 Mucate 0.13
Edetate 0.25 Napsylate 0.25
Edisyiate© 6.38 Nitrate 0.64
Estolate! 0.13 Pamoate {(Embonate) 101
Esylate” 0.13 Pantothenate 0.25
Fumarate 0.25 Phosphate/diphosphate 3.16
Gluceptate/ 0.18 Polygalacturonate 013
Gluconate 0.51 Salicylate (.88
Glutamate 0.25 Stearate 0.25
Glveoliviarsanilate# 0.13 Subacetate 0.38
Hexviresoroinate 0.13 Succinate (.38
Hydrabamine” 0.25 Sulfate 7.46
Hydrobromide 1.90 Tannate 0.88
Hydrochloride 42.98 Tartrate 3.54
Hydroxynaphthoate 0.25 Teoclate’ 0.13

Triethiodide 0.13

Cation Percent® Caticn Percent?

Organic: Metallic:
Benzathine* .66 Aluminum 0.68
Chloroprocaine 0.33 Calcium 10.49
Choline 0.23 Lithium 1.64
Diethanolamine 0.98 Magnesium 1.31
Ethylenediamine .66 Potassium 10.82
Meglumine! 2.29 Sodium 61.87
Procaine 0.66 Zinc 2.95

¢ Percent is based on total number of anionic or cztionic salts in use through 1974. ® Camphorsulfonate.

* 1.2-Ethanedisulfonate. ¢ Lauryl sulfate.

* Ethanesulfonate. / Glucoheptonate. # p-Glycollamidophenylarsonate. " N, N'-Di(dehydroahietylethylenediamine. * 2-Hydroxyethanesulfonate.
! 8-Chlorotheophyllinate. # N,N’-Dibenzylethylenediamine. ! N-Methylglucamine.

to assemble data that will provide, for the student and
practitioner alike, a rational basis for selecting a suitable
salt form.

POTENTIALLY USEFUL SALTS

Salt formation is an acid-base reaction involving either
a proton-transfer or neutralization reaction and is there-
fore controlied by factors influencing such reactions.
Theoretically, every compound that exhibits acid cr base
characteristics can participate ir salt formation. Particu-
larly important is the relative strength of the acid or
hase—the acidity and basicity constants of the chemical
species involved. These factors determine whether or not
formation occurs and are a measure of the stability of the
resulting salt.

The number of salt forms available to a chemist is large;
surveys of patent literature show nuinerous new salts being
svnthesized annually. Various salts of the same compound
ofter. behave quite differently because of the physical,
chemical, and thermodynamic properties they impart to
the parent compound. For example, a salt’s hydrophobicity
and high crystal lattice energy can affect dissolution rate
and, hence, bioavailability. Ideally, it would be desirable
if one could predict how a pharmaceutical agent’s prop-
erties would be affected by salt formation.

Tables I 2nd I list all salts that were commercially
marketed through 1974. The list was compiled from ali
agents listed in *Martindale The Extra Pharmacopoeia,”
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26th ed. (7). Table I categorizes all salt forms approved by
the Food and Drug Administration (FDA), while Table 11
lists those not approved by the FDA but in use in other
countries. {Only salis of organic compousnds are considered
because most drugs are organic substances.) The relative
frequency with which each salt type has been used is cal-
culated as a percentage, based on the total number of an-

ionic or cationic salts in use through 1974. Because of
simple availability and physiological reasons, the mono-
protic hydrochlorides have been by far the most frequent
choice of the available anionic salt-forming radicals, out-
numbering the sulfates nearly six to one. For similar rea-
sons, sodium has been ih» most predominant cation.
Knowledge thai one salt form imparts greater water
solubility, is less toxic, or slows dissolution rate would
greatly benefit chemists and formulators. In some cases,
such generalizations can be made. Miller and Heller (8}
discussed some properties associated with specific classes
of salt forms. They stated that, in general, salt combina-
tions with monocarboxylic acids are inscluble in water and
fend themselves to repository preparations, while those of
dicarboxylic acids confer water solubility if one carboxylic
group is left free. Pamoic acid, an aromatic dicarboxylic
acid, is an exception since it is used as a means of obtaining
prolonged action by forming slightly soluble salts with
certain basic drugs, Saias et al. (9) reviewed the use of this
salt form in preparing sustained-release preparations.
More recently, latentiation of dihydrostreptomycin {10)
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Propionate
Thiocyanate
Tosviate
Undecanoate
Cation Percent®
Organic:
Benethamine: 0.33
Clemizole 0.33
Diethviamine 0.33
Piperazine 0.98
Tromethamine” 0.33
Metallic:
Barium 0.33
Bismuth 0.98

" Percent is based on total number of anionic and cationic salts in use
through 1974. 7 1,5-Naphthalenedisulfonate. < N-Benzylphenethylamine.
¢ 1-p-Chlorsbenzyl-2-pyrrolidin-1’-ylmethylbenzimidazole. « Tris(hy-
droxymethvilaminomethane.

using pamoic acid resulted in the formation of a delayed-
action preparation. Wumerous studies using pamoate salts
are dispersed throughout the literature (11-15).

Alginic acid also has been used to prepare long-acting
pharmaceuticals. Streptomyecin alginate was prepared (16)
and shown to be effective in sustained-release prepara-
tions. A striking example of a long-acting alginate salt is
that of pilocarpine. When dispersed in sterile water and
dried to a sclid gel, this compound was found useful in the
preparation of long-acting ophthalmic dosage forms (17).
While liquid preparations of the alginate and hydrochlo-
ride salts possess similar miotic activity, studies showed
that solid pilocarpine alginate flakes constricted pupil size
more effectively and increased the duration of miosis sig-
nificantly when compared with the liquid preparations.
Solid dose pilocarpine may be more uniformly available,
because it diffuses more slowly through the gel matrix
which holds the drug in reserve. In contrast, drops of the
commonly employed solution dosage forin release the dose
immediately to the conjunctival fluid.

Malek et al. {18) devised a unique way of proionging
action through salt formation; they showed that the dis-
tribution of several antibiotics could be markedly altered
by merely preparing macromolecular salts. Since macro-
molecules and colloidal particles have an affinity for the
lvmphatic system, streptomycin, neomycin, viomycin, and

streptothrycin were compined witia gh molecuiar weignt
compounds such as polyacrylic acids, sulfonic or phos-
phorviated polysaccharides, and polyuronic derivatives.
Parenteral administration of these compounds produced
low blood ievels of the antibiotic for long periods, while
lvinph levels were high. (In comparison, streptemycin
sulfate gave high blood levels hut low lymph levels.} This
alteration in distribution caused the streptemycin to
prolong its passage through the body, since lymphatic
circulation is quite slow.

The appropriate choice of a salt form has been found to
reduce toxicity. It can be rationalized that any compound
associated with the normal metabolism of food and drink
must be essentially nontozic. The approach of cheosing
organic radicals that are readily excreted or metabolized
opened up a new class of substances from which to select
a salt form. For example, certain salts of the strong base
choline have proven to be considerably less toxic than their
parent compound. The preparation and properties of
choline saits of a series of theophylline derivatives were
reported {19), and it was shown that choline theophyllinate
possessed a greater LD, than theophylline or its other
salts (20). It was postulated that this agent would be less
irritating to the Gl tract than aminophylline, because “its
basic constituent, choline, is an almost completely non-
toxic substance of actual importance to the physiologic
economy.” This evidence led to the preparation of choline
salicylate (21) as an attempt to reduce the GI disturbances
assoctated with salicviate administration. Clinical studies
indicated that choline salicylate elicited a lower incidence
of GI distress, was tolerated in higher doses, and was of
greater benefit to the patient than was acetylsalicylic acid
(aspirin).

Amino acids and acid vitamins also have been used as
salt-forming agents. Based on the evidence that coad-
ministration of amino acids with aminoglycoside antibi-
otics reduced their toxicity, a series of amino acid salts of
dihydrostreptomycin was prepared (22). In 2ll but one
case, the acute toxicities of these salts were lower than the
toxicity of the sulfate. The ascorbate and pantothenate
also were synthesized and shown to be less toxic than the
sulfate. Of the salts prepared, the ascorbate had the highest
LDs0.

The vitamins most commonly used for forming salts
exhibiting reduced toxicity are ascorbic and pantothenic
acids. Keller et al. {(23) were the first to use pantothenic
acid as a means of “detoxifying” the basic streptomyces
antibiotics. Parenteral administration of the pantothen-
ates of streptomycin and dihydrostreptomycin had a sig-
nificantly reduced incidence of acute neurotoxicity in cats
as compared with the sulfates. Subsequent studies (24-28)
supported this finding and showed that the pantothenates
of neomycin and viomycin also are less toxic. The ascorbate
of oleandomycin was synthesized and its pharmacological
properties were reported (29). Upon intramuscular injec-
tion in rats, it produced less irritation than the phos-
phate.

p-Acetamidobenzoic acid, an innocuous metabolite of
folic acid present in hormal blood and urine, has been used
in preparing salts. In pariicular, it yields stable salts with
amines that otherwise tend to form hygroscopic products
with conventional acid components (30).

(Often the salt form is chosen by determining a salt
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component that will pharmacologically aniagonize an
unfavorable property or properties exhibited by the basic
agent. Salts of N-cyclohexylsuifamic acid are an example
of the practical application of this approach. N-Cyclo-
hexylsulfamic acid salts, better known as cyclamates, have
a chacacteristic sweet, pleasing taste. Although presently
under investigation by the FDA for potentially carcino-
genic properties, salts incorporating this compound can
render unpleasant or bitter-tasting drugs acceptable. For
example, the cyclamates of dextromethorphan and
chlorpheniramine exhibit greatly improved bitterness
thresholds compared to commonly occurring salts (31).
Furthermore, their stability in aqueous solution was de-
scribed as good when maintained at a pH not greater than
4,

N-Cyclohexylsulfamic acid salts of thiamine hydro-
chloride and lincomycin also have been synthesized. Thi-
amine N-cvclohexylsulfamate hydrochloride was reported
to have a more pleasant taste than other thiamine salts
while having an equal or greater stability (32). Lincomycin
cyclamate, shown to possess an enthanced thermal stability
over its hydrochloride, was prepared (33) to test the hy-
pothesis that reduced lincomycin abscrption in the pres-
ence of small quantities of cyclamates was due to a simple
metathetic reaction. However, this assumption was found
not to be true. An extensive study of the preparation and
characterization of ecyclamic acid salts of several widely
used classes of drugs including antihistamines, antibiotics,
antitussives, myospasmolytics, and local anesthetics was
reported (34, 35).

Various salts of penicillin and basic amine compounds
have been formulated in an effort to produce a long-acting,
nonallergenic form of penicillin. Since antihistamines
appear to mitigate the symptomatology of penicillin re-
actions in some patients, coadministration of the two has
been advocated. The preparation of the benzhydralamine
salt of penicillin was an attempt to produce a repository
form of penicillin with antiallergic properties (36). Blood
levels achieved with this salt were comparable to those of
penicillin G potassium; however, its antiallergic properties
were not evaluated. In fact, the investigators noted that
antihistamines can actually cause sensitization at times
and stated that “despite their occasionally favorable in-
fluence on the symptoms of penicillin sensitivity, they
contribute directly to the potential of drug sensitivity when
co-administered with penicillin.”

Silver salts of suifanilamide, penicillin, and other anti-
biotics have been prepared and represent cases where the
species (ions) are complementary. When aqueous solutions
of the salts were applied topically to burned tissue, they
vielded the combined benefits of the oligodynamic action
of silver and the advantages of the antibacterial agents
{37).

The use of 8-substituted xanthines, particularly the
8-substituted theophyllines, as salt-forming agents was
first reported in the preparation of a series of antihistamine
salts (38-41). Synthesis of these xanthine salts was an at-
tempt to find a drug to counteract the drowsiness caused
by the antihistamines with the stimulant properties of the
xanthines. When an electronegative group is introduced
into the xanthine molecule at the 8-position, the elec-
tron-drawing capacity of the substituent results in the
creation of an acidic hydrogen at position 7. Thus, these
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moderately strong acidic compounds can undergo salt
formation with various organic bases.

The 8-halotheophyllines were the first group of xan-
thines studied as potential salt-forming agents. Since the
report on the preparation of the 8-chlorotheophylline salt
of diphenhydramine (42}, synthesis of the 8-halotheo-
phyllinates of a number of organic bases has been at-
tempted. The 8-chlorotheophylline salts of guinine,
ephedrine, and strychnine were prepared and character-
ized (43). These salts were less water soluble than the
corresponding free alkaloidal bases. In a similar report, the
8-chlorotheophyliinates of three synthetic narcotics,
meperidine, levorphanol, and metopon, were prepared
(44).

Pharmacological and clinical studies inveliving the 8-
bromotheophyliine pyrilamine salt revealed the unusual
diuretic properties associated with the 8-haiotheophylline
portion of the compound (45, 46}. This finding initiated
an investigation into the preparaticn of a seluble 8-bro-
motheophylline salt of high diuretic activity. With readily
available amines, over 30 salts were synthesized and
screened for diuretic activity (47). When tested against
theophyliine salts of the same amines, the 8-bromotheo-
phyilinates showed greater activity in every case,

With the successful formation of 8-halotheophyvllinates
of organic bases, Morozewich and Bope (48) proposed that,
if the halogen moiety was replaced with a more electro-
negative substituent such as a nitro group, a rore acidic
compound would be formed. Presumably, more stable salts
would result and precipitation of the free xanthine deriv-
ative in the stomach would be less likely to occur. On this
premise, they successfully prepared pharmacologically
effective 8-nitrotheophyllinates of several pharmaceuti-
cally useful bases.

Duesel et al. (19), in their study of choline theophylli-
nate, prepared the 8-chloro-, 8-bromo-, and 8-nitrotheo-
phulline salts of choline. Oral toxicity studies in mice
showed that the LLD;, of the 8-nitrotheophyllinate was
mauch greater than that of either 8-halotheophyiline. In
fact, it remained nonlethal at doses as high as 5 g.

Polygalacturonic acid, a derivative of pectin, has been
used to prepare quinidine salts exhibiting reduced toxicity
(49, 50). The compound possesses special demulcent
properties and inhibits mucosal irritaiion. The rationaie
for use of this agent is to reduce the ionic shock to the Gl
mucosa resulting from the flood of irritating ions liberated
by rapid dissociation of ihe conventional inorganic quin-
idine salts. Studies have shown that it is four times less
toxic orally than the sulfate. This difference was attributed
to the slower release of quinidine from the polygalactu-
ronate.

Other compounds reported to be potentially useful as
pharmaceutical salt forms are listed in Table {11.

PHYSICOCHEMICAL STUDIES

Biological activity of a drug molecule is influenced by
two factors: its chemical structure and effect at a specific
site and its ahility to reach---and then be removed from-——
the site of action. Thus, a knowledge of the physicochem-
ical properties of a compound that influence its absorption,
distribution, metabolism, and excretion is essential for a
cuomplete understanding of the onset and duration of ac-




Table IIi—Potentially Useful Salt Forms of Pharmaceutical Agents

Szlit-Forming Agent Compound Modified Moadification Reference
Acetylaminoacetic acid Doxycyeline Sclubility Ol
N;A('etyl-l.-a:sparagme Erythromycin Solubility, activity, stability 2
N-Acetylcvstine Doxycycline Combined effect useful in pneumonia A%
Adamantoic acid Alkyibiguanides Prolonged action a4
Adipic acid Fiperazine Stability, toxicily, organoleptic properties 5H
N-Aikylsulfamates ﬁmpicillin Absorption (oral) 56

incomyein Solubility a7
Anthraquinone-1,5-disulfonic acid Cephaléxin Sxai)iiil,;'?ahsurpt.i(m 3‘}
Arabogalactan sulfate (arabino) Various alkaloids Prolonged action 04, B0
Arginine Cephalosporins Toxicity 81
«a-Suifohenzyipeniciilin Stability, hvgroscopicity. toxicity 62
Aspartate Erythremycin Solubility 633
gf:&m: N hromon-5-vioxvlalkanes g‘.c:tmcyclme ‘ " ( iastric al‘)surptl?:x N 64
B .t_ar yoxychromon-5-vioxylalkanes I:V[(Afmmnalk_xl)theuph)ilmes ,?a‘.tmly. prolonged prophviactic effect 65
arnitine etformin Toxivity 66
4-Chloro-m-toluenesulfonic acid Propoxyphene Organoleptic properties 67
!}gzcanuate i Heptamino! Prolonged action 68
Diacetyl sulfate ) Thiamine Stahility, hygroscopicity 69
D;bqnzylet}]ylened:amme Ampiciilin Prolonged action 0,71
Bgeznylammi hat %zephalnslporins Reduced pain on injection 72
Diguaiacyi phosphate etracycline Activity TR
I)!(:(:ty!‘sulfssuc.cmate Vincamine Organnleptic properties T4
Embonic (pamoic) acid Kapnamycin Toxicity Kb
2-Phenyl-3-methylmorpholine  Toxicity 76
Fructose 1,8-diphosphoric acid g‘e:,mc}cciirﬁe Solubility o
<rythromyein Soiubility
Glucose 1-phosphoric acid, glucose Tetracvcline Soluhility T
(;‘-ph()sp'l‘lg.b!‘i(t acid Ervthromycin Solubility
IH;-(:jlutra!‘nmel u grytﬁ\rnmycin ?f:h:bilii)‘. activity, stahility A
vdroxynaphthoate ephenium Toxicity P
2-{4-Imidazolytiethylamine Prostagiandin Protunged artion 79
Isohutanclamine Theonhyiline Stability RO
Lauryl sulfate Vincamine Jrganolepiic properiies #]
Lysine ?«St;‘l!“?benzyipi-nicil!in Toxicity, stability, hygroscopicity 62
“ephalosporins 61
Methanesulfonic acid Pralidoxime (2- PAN) Solubility 82
I Methylglucamine a-Sultobenzyipenicillin Toxicity, stability, hygroscopicity 62
Cephalosporins Reduced pain og injection T
N-Methylpiperazine Phenvibutazone Toxicity, faster onset of action R
Morpholine Cephalogporing Reduced pain on injection 72
2-Naphthalenesulfonic acid Propoxyphene Organoleptic properties 8.4
Octanoate Heptaminol Prolonged action 68
Probenecid Pivampicillin Organoleptic properties 83
:I:mmic acid o Various ..aines Prolonged action 86, 87
I'heobromine acetic acid Propoxyphene Activity ‘ K
3.4,5-Trimethoxybenzoate Tetracycline Organaoleptic properties 59
Heptaminol Prolonged action a5
Tromethamine Aspirin Ahsorption (orab) 90
Dinoprost {prostaglandin ¥} Physical state 91

tion, the relative toxicity, and the possible routes of ad-
ministration (2).

In a review in 1960, Miller and Holland (32) stated that
“different salts of the same drug rarely differ pharmaco-
logically; the differences are usually based on the physical
properties.” In a subsequent review (93), Wagner ex-
panded upon this statement, asserting that, although the
nature of the biological responses elicited by a series of
salis of the same parent compound may not differ appre-
ciably, the intensities of response may differ markedly.

The salt form is known to influence a number of physi-
cochemical properties of the parent compound including
dissclution rate, solubility, stability, and hygroscopicity.
These properties, in turn, affect the availability and for-
mulation characteristics of the drug. Consequently, the
pharmaceutical industry has systematically engaged in
exteusive preformulation studies of the physicochemical
properties of each new drug entity io determine the most
suitable form for drug formulation. Published information
concerning such siudies, however, is sparse. Preformula-
tion studies have been outlined, and the influence of the
salt form on the volatili 7 and hygroscopicity of an agent
under investigation was discussed {94).

In one such study, methylpvridinium-2-aldoxime
(pralidoxime) salts were investigated (95). This study set
out to prepare a salt with water solubility adequate to allow
intramuscular injection of a low volume {2-3 ml} thera-
peutic dose. The original compound, the methiodide, had
the disadvantages of limited agueous solubility and high
potential toxicity, since its high iodide content could result
in iodism. On the basis of physiological compatibility,
betier water soiubility, favorable stability, and relatively
high percentage of oxime, the chioride salt of pralidoxime
was selected for therapeutic administration; it was claimed
that “the anion used to form the salt can confer physical
properties of importance and significance for the formu-
lation and administration of the compound™ (95).

Some physicochemical properties of a series of mineral
acid salts of lidocaine also were determined (96). While the
hydrochloride and hydrobromide were more hygroscopic,
they were more soluble in a number of solvents than the
nitrate, perchlorate, phosphate, or sulfate salts.

Dissolution Rate—The dissolution rate of a pharma-
ceutical agent is of major importarice to the formulator. In
many cases, particularly with poorly soluble drugs. this
characteristic best reflects the bioavailability of the com-
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pound. Ac a rule, a pharmaceutical salt exhibits a higher
dissolution rate than the corresponding conjugate acid or
base at an equal pH, even though they may have the same
equilibrium solubility. The explanation for ihiis result lies
in the processes that control dissclution.

Dissolution can be described by a diffusion layer modet!
in terms of an equation developed by Nernst and Brunner
(97):

WD -0

dt n
where W is the mass of the solute dissolved at time ¢,
dW/dt is the rate of mass transfer per unit time, 2J is the
solute molecule diffusion coefficient, S is the surface area
of the dissolving solid, A is the diffusion layer thickness,
(" is the concentration of the drug in the bulk solution at
time ¢, and (. is the saturation solubility of the sclute in
the diffusion layer.

The driving force for dissolution in Eq. 1 is the difference
hetween the saturation solubility of the drug and the
concentration of the drug in the bulk fluid. If the drug is
not rapidly absorbed after it dissolves, then £, the con-
centration in the bulk solution, approaches C, and the
dissolution rate is retarded. When this occurs, absorption
is “absorption rate” limited {or “membrane transport”
Iimited). If the absorption rate is rapid {or if the absorption
mass transfer coefficient is much larger than 2S/1 of Eq.
13, however, (' becomes negligible compared to C, and
dissolution occurs under “sink” conditions. Absorption is
then szid to be dissolution rate limited, which is what oc-
curs with most poorly soluble drugs. In either case, an in-
crease in (,, as in salt formation, increases dissolution.

Salts often speed dissolution by effectively acting as
their own buffers to alter the pH of the diffusion layer, thus
increasing the solubility of the parent compound, C,, in
that layer over its inherent solubility at the pH of the
dissolution medium. Hence, dissolution is controlled by
solubility in the diffusion layer which, in turn, is deter-
mined by the pH of that layer. The influence of X, on the
solubility term, C,, and dissolution rate, should an accu-
lmulation of ions be allowed to occur, will be treated

ater.

Nelson (98), in a study of theophylline salts, was the first
to show the correlation between diffusion laver pH and
dissolution rate. The major impact that this study had on
the pharmaceutical sciences was its conclusion that, if
other factors remained constant, the dissolution rate of a
compound determined the rate of buildup of bleod levels
with time and the maximum levels obtained. Those salts
of the acidic theophylline with high diffusion layer pH’s
had greater in vitro dissolution rates than those exhibiting
a lower diffusion layer pH. And, indeed, the rank order of
dissolution rates correlated well with clinically determined
blood levels. Presumably, the higher pH in the diffusion
laver retards hydrolvsis of the salt, thereby maintaining
the anionic charge of the theophyllinate ion. This report
led to manv additionai studies which illustrate the infiu-
ence nf the salt form on dissolution and the beneficial ef-
fects of changing nonionized drugs into saits.

Juncher and Raaschou (89} demonstrated that the rank
order of peak blood levels of penicillin V, obtained upon

(Eq. 1)

 he authors recognize the existence of ather models; this one was chosen simply
tooe o teney

ustrative purposes.
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administration of three different salts and the free acid,
was the same as the rank order of their rates of dissolution
in vitro. While the investigators ascribed these differences
to the solubility properties of the salts, tireir experiments
actually compared dissolution rates, not solubilities. The
relative order of dissolution rates and mean maximal blood
levels was: potassium salt > calcium salt > free acid >
benzathine salt.

Nelson (100) determined dissolution rates for several
weak acids and their sodium salts in media whose pH's
represented GI fluids. In all cases, the sodium salt dis-
solved more rapidly than the free acid. This finding re-
solved the misconception that absorption of drugs is re-
lated only to solubility in the appropriate medium; rather,
solubility affects absorption only to the extent that it af-
fects dissolution rate. Absorption of drugs is a dynamic
process, and the ultimate solubility of a drug in fluid at
absorption sites is of limited consequence since absorption
prevents the attainment of saturated solutions. Therefore,
dissolution rate, more than solubility, influences absorp-
tion since it is a preceding process.

In two subseguent studias, Nelsen and coworkers fur-
ther illustrated the effects of changing nonionized drugs
into salts. A report concerning tolbutamide (101), a weak
acid, showed that the initial dissolution rate of tolbutamide
sodium was approximately 5000 times more rapid than the
free acid in acidic media and 300 times more rapid in
neutral media. This difference, measured in vitro, reflected
the differences observed between the free acid and the sait
when administered to human subjects. Oral administration
of tolbutamide sodium produced an immediate drop in
blood sugar comparable to that produced by intravenous
injection of the salt, while the slowly dissolving tolbuta-
mide produced a smooth, sustained fall in blood sugar
(102).

Correlation of urinary excretion rates and dissolution
rates of tetracycline and some of its acid salts also was
demonstrated bv Nelson (103). The salts that exhibited
greater in vitro dissolution rates showed greater urinary
excretion rates, indicating more rapid absorption.

Benet (104), in a discussion of the biopharmaceutical
basis for drug design, referred to the influence of the salt.
form on dissolution. He compared the dissolution rates of
tetracycline and tolbutamide and their salts, as reported
in the studies previously cited, and explained why the rates
differ at the pH’s exhibited by physiological tluids.

Although salt formation usually increases the dissolution
rate of a drug, studies with aluminum acetylsalicvlate (105,
106), warfarin sodium (107), and benzphetamine pamoate
{108) showed that administration of the salt slowed dis-
solution of the drug and subsequent absorption compared
to the nonionized form. This decrease appeared to result
from precipitation of an inscluble particle or film on the
surface of the tablet. Such a phenomenon decreases the
effective surface area and prevents deaggregation of the
particles. Theoretical considerations of the processes
controlling dissolution of an acid salt of a base (108) and
the sodium salt of a weak acid {109, 110) in reactive media
have been discussed.

Tablet processing and varicus formulation factors can
decrease the dissolution rate of a salt in human gastric juice
over its nonionized form (111). Granulation and tableting
caused the dissolution rate of phenobarbital sodium to



decrease but had the opposite effect on phenobarbital.
Therefore, as a tablet dosage form, the dissolution rate of
the sodium salt was slower than that of the free acid. These
results were attributed to differences in the disintegrating
properties of the tablets; in some instances, rapid dissc-
lution may in fact be a problem for very soluble drugs.

Others have iliustrated a phenomenon that decreases
the dissolution rate of a salt below that of its nonionized
form. Lin et al. (112) studied the relationship between salts
and biological activity by dissolving three salts ar:d the free
base of an experimental antihypertensive in water, 6.1 N
HCl, and pH 7.2 phosphate buffer. The dissolution rate of
the monchydrochloride salt was lower than that of the free
base in 0.1 N HC! and higher than the free base in both
water and phesphate buffer. These authors ascribed this
variation to the common ion effect and substantiated it
experimentally. Although the biological activity of the
monohydrochloride was greater than that of the free base,
the implications of altered absorption characteristics on
the activity of any other hydrochloride salt in GI fluids
must be considered. Similar results also were reported ror
hydrochloride salts of some tetracyclines {113).

Some consideration must be given to the influence of salt
formation on oral toxicity, which often reflects the rela-
tionship between the in vivo dissolution rate and the ap-
pearance of drug in the circulation {114, 115). Morozowich
et al. (114) showed that the relative toxicities of a series
of salts of a drug reflect the rate of absorption, providing
the salt-forming agents themselves are relatively nontoxic.
They stated that “when absorption is rate-limited by
dissolution of the salt in the gastrointestinal tract, as will
be the case with slowly soluble salts, the toxicity of a slowly
dissclving salt will most probahly be lower than that of a
motre rapidly dissolving salt.” The implications of salt
formation on toxicology will be discussed under Toxico-
logical Considerations.

Several reviews dealt with the influence of the dissolu-
tion rate on drug availability and, in particular, salt effects
(116, 117). Other reports illustrating the influence of salts
and salt form on dissolution 1..ce are listed in Table IV.

Solubility—Knowledge of the sclubility characteristics
of a pharmaceutical agent is essential, because solubility
is usually an important factor in the pharmacokinetic
profile, the chemical stability, and, ultimately, the for-
mulation of the drug. As discussed previously, it is certainly
a primary factor in controlling dissolution rates. The sol-
ubility of a compound depends basically upon the physicat
and chemical properties of the solute; e.g., a lower melting
point for a compound within a series reflects a decreased
lattice energy, which would suggest a higher solubility.
Solulility depends as well upon such elements as tem-
perature, pressure, solvent properties {such as resulting
pH), and, to a lesser extent, the state of subdivision of the
solute,

An important solvent property which is often overlooked
involves the common ion effect; in particular, hydrochlo-
ride salts of drugs often exhibit less than desirable soiu-
bility in gastric juice because of the abundance of chloride
ions. The equilibrium involved is shown in Scheme 1.

Ha
DH*CI™ unay == (DH* Jug + (C17 )
Scheme |

Salt formation is perhaps one of the first approaches

Table IV—Additional References on Sait Form and
Dissclution Rate

Topic Reference

Dissolution rate of mixtures of weuk scids and tribasic 118
sodium phosphate
Physiological availability and in sitro dissoiution 114

characteristics of some solid dosage formulations of
aminosalicylic acid and its salts

Biopharmaceutics, rate of dissolution: chronological 120
hibliography

Biopharmaceutics: rate of dissolution in vitro and in vive

Dissolution tests and interpretation of annmalies observed
in the dissolution process of sulfaquinoxaline based on
salt formation

Intluence of the dissolution rate of lithium tablets on side [ BN
effects

Dissolution kinelics of drugs in human gastric juice

Comparison of dissolution and absorption rates of
different commerciai aspaiiis tahlets

In vitro dissolution rates of aminorex dosage forms andd 1
their correlation with in vitro availability
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considered as a means of increasing a compound’s water
solubility. As with dissolution rates, however, salt forma-
tion does not always confer greater solubility. Liberally
dispersed throughout the pharmaceutical literature are
studies that compare the solubilities of different salt forms
of the same compound with those of its free acid or base
(Table 1V). Selection of the salt form exhibiting the desired
solubility properties is critical, sinca these properties often
dictate the formulation characteristics of the drug.

Phase solubility techniques were used to studyv the for-
mation of complex salts of triamterene (127). The results
indicated that the organic acid salts of basic drugs, such
as amines, were more soluble in water than the corre-
sponding inorganic (halide) salts. This consideration is
important ii: the synthesis and selection of a salt form that
will exhibit enhanced bivavailability and desirable for-
mulation characteristics.

The hydrogen-ion concentration can significantly affect
the solubility of a salt. Anderson {128) discussed the in-
fluence of pH on the solubility of pharmaceuticals.
Mathematical relationships between pH and solubility of
therapeutically useful weak acids and bases and their saits
were given along with some considerations in the formu-
lation of solutions of these particular agents.

An extensive study on the solubility interrelationships
of the hydrochloride and free base of two pharmaceutically
usefu! amines was reported (129). Mathematical equations
describing the total solubility at an arbitrary pH in terms
of the independent solubilities of the hydrochloride and
free base species and the dissociation constant of the salt
were derived and fitted to experimental data with good
resuits, This report elucidated the point that, while the
solubility of the amine hydrochloride generally sets the
maximum obtainable concentration for a given amine, the
solubility of the free base and the pKa determine the
maximum pH at which formulation as a solution is possible
(assuming that the desired concentration exceeds the free
base solubility). Shifting the pH-solubility profile to higher
rH values tor formulation purposes may require increasing
the solubility of the free base. This increase might be ac-
romplished by using an appropriate cosolvent. Since the
dissociation characteristics of carboxylic acids and other
acidic organic species are similar to those of organic hy-
drochlorides, it is expected that the pH-solubility profiles
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of these organic acids, although reversed, can be charac-
terized theoreticaily using the same treatment.

Several reports showed thai the structure of an oreanic
salt-forming radical influences the solubility of the re-
sulting salt. The water solubilities of 16 salts (carboxylates,
sulfates, sulfamates, and phosphates) of the weak base
erythromycin were dependent on the size of the alkyl group
of the acid (130). In a study with N-alkylsulfamates of
Encomycein (66), a similar phenomenon was observed:
solubility of these salts decreased as the size of the alkyl
group attached to the acidic function increased.

Senior {131}, in a study on the formulation and prop-
erties of the antibacterial chlorhexidine, determined the
water solubilities of 35 salts and the free base. He found
that inorganic saits had remarkably low solubilities while
those of the lower aliphatic acids proved to be somewitat
more soluble. Hydroxylation of the acid increased solu-
biiity, since salt formation with polyhydroxy acids, par-
ticularly the sugar acids, conferred extensive water solu-
bility to the molecule.

Several investigators reported the influence of the sol-
ubility of a drug on its formulation and subsequent avail-
ability from the dosage form. In a discussion of the prep-
aration and formulation of epinephrine salts in an aerosol
system using liquefied gas propellants, Sciarra et al. (132}
pointed out that the solubility characteristics of the agent.
are important in two respects. First, the solubility of the
therapeutically active ingredient in the various propellants
is an important consideration if the product is to be used
for either local action in the lungs or systemic therapy.
Second, the solubility of the drug in extracellular fluids
plays an important role in selection of the compound. The
bitartrate, malate, maleate, and fumarate salts of epi-
nephrine were prepared and subjected to solubility and
stability studies. While all salts had similar partition
coeffictents, the solubility of the maleate in several pro-
vellants and its stability in formulated aerosols made it the
drug form of choice.

Enhedrine hydrochloride was more rapidly released
than the free base from theobroma oil suppositories con-
taining different surfactants {133). This enhanced rate of
release (dialysis) was ascribed primarily to the greater
aqueous solubility of the hydrochloride, which solubilized
faster from the oil-in-water emulsion, whereas the
ephedrine alkaloid base tended to remain behind in the oil
phase,.

The solubility of the active ingredient in ointment bases
can dramatically influence its diffusion properties. A study
of salieylic acid and its sodium salt showed that the dif-
fusion of both was very low from hydrophobic bases,
whereas the solubility of the drug significantly affected the
diffusien from hydrophilic bases. The more soluble sodium
salicylate diffused much faster from these latter bases than
did salicylic acid (134).

Additional references on the relationship of salt form
and solubility are listed in Table V.

Organoleptic Preperties—Modern medicine requires
that a pharmaceutical formulation be efficacious, safe,
stable, and acceptable to the patient. Of primary impor-
tance in the develooment of oral dosage forms is taste ac-
ceptability. This factor presents no major problems when
the drug is to be administered as a tablet or a capsule and
swallowed as a unit but is clearly a prominent factor in
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Table ¥V -~Additions] Keferences on Salt Form and
Sciubility

Topic Reference
Influence of solubility on the rate of Gl absorpiion of 135
aspirin
Eifect of dosage form upen the G absorption rate of 136
salicylates )
Physical-chemical properties of polyene macrolide esters 137
and their water-soluble salts
Isolation and reaction products of orotic acid and amines 138
and their sulubility in water
Solubility and stability of ervthromycin salts 134
Studies on pharmaceutical preparations of orotic acid: 140

water-soluble properties of orotic acid saits 7
Soluhili'y of antibiotics in 24 solvents 141, 142
Solubility of antibiotics in 26 solvents 143

patient acceptability when it is to be administered as a
fiquid, chewabie iabiet, or lor »nge.

Since taste is a chemical sense, a substance must be
dissolved if it is to elicit a taste sensation—either by taking
it as a solution or by its dissolving in the saliva. Therefore,
one method used to minimize undesirable organoleptic
properties of pharmaceuticals involves the preparation of
a pooniy soluble salt form of the drug such that the satu-
ration concentration is less than the taste threshold.

Erythromycin estolate (lauryl sulfate) has approxi-
mately one-twelfth the sclubility of the free base, is
tasteless, and is useful in the formulation of oral suspen-
sions (144). A study on erythromyein salts showed that the
bitlerness ievel was dependent on two properties: (a) the
water solubility of the salt, which is dependent on the size
of the alky! group attached to the acid function; and (b) the
strength of the acid used to foria the salt, i.e., the stability
of the salt (130). The stearyl sulfamate salt possessed the
most desirable organoleptic properties.

Many problems concerned wit. - formulation and sta-
bility of topical and oral pharmaceuticals containing
bacitracin have been overcome by incorporating hacitracin
into the formuiation as its zinc salt. One distinct advantage
over the parent compound is its lack of taste, caused by its
relative insolubility. Thus, it is the preferred drug form for
preparations where taste is a factor (1458). Taste panel
evaluations of the comparative bitterness of bacitracin zinc
and bacitracin indicate that the taste of the zinc salt is
more easily masked and that the presence of a bitter-
ness-masking adjuvant, such as sucrose, increases the
bitterness threshold ratio differences between the two
compounds even further (146).

Propoxyphene napsylate, nearly water insoluble, is only
slightly bitter to the taste as compared to the highly
water-soluble hydrochloride (147) and can be readily for-
mulated into a flavored agueous suspension. The taste of
these suspensions can be improved significanily by the
addition of a common ion (sedium or caleium napsylate)
to depress soiubility further.

A newer approach to the improvement of drug palata-
bility has been to form insoluble salts with ion-exchange
resins. Several investigators described and tested the
practical application of this method (148-150). Spross ef
al. {149) outlined the conditions necessary for improving
the palatability of a drug by adsorbing it onto an ion-ex-
change resin without appreciably modifying its pharma-
eological effects. They found that: (g} the degree of drug
release from the ion-exchange adsorbate depends on the



equivalent quotient between the electroiyies in the sur-
rounding fluid and the ionic drugs, (b) the amount of ions
is far less in the saliva than in the gastric juice {the tem-
porary electrolyte contents can be estimated at 0.05 mEqg
in the saliva and at 10 mEq in the gastric juice), and (¢} the
exchange rates should allow the equilibria to be attained
within a fairly short period. Inscluble drug resinates
formed between dextran gel” cation exchangers and severa!
basic drugs were in many cases much more pleasant tasting
than their parent compounds. Furthermore, release of the
drug from the jon-exchange adsorbate was quite rapid and
complete under conditions prevailing in the GI tract.

Similar findings were reported using a polymethacrylic
acid ion-exchange resin (150). In addition, coating the
adsorbate particles with a 4:1 ethylcellulose-hydroxy-
propyl methylnellulose mixture furtber reduced bitterness.
While in vitro release from the un( oatf'd resinate was rapid
and corr l.nevc, release from coated adsorhates varied with
the extent of coating.

Another approach to improving the taste properties of
pharmaceutical agents is to prepare a pleasant-tasting
soluble salt of a poor-tasting parent drug. This approach
often can be very difficuit, however, since solubilization
of the parent compound usually imparts its unpleasant
taste to the preparation. Nevertheless, some success has
been reported using the artificial sweeteners cyclamate
sodium and saccharin.

As described earlier, formation of N-cyclohexylsulfa-
mate salts of several drug substances has produced better
tasting derivatives with enhanced solubility properties (31,
32). The physicochemical and toxicological properties of
benzalkonium saccharinate and a series of saccharinates
of other quaternary ammenium compounds were reported
(151). While conventional quaternary arnmonium com-
pounds have a very bitter taste, their saccharin analogs are
sweet.

Potassium salts frequently possess an unpleasant taste
and a metallic aftertaste. The palatability of some potas-
sium salts in flavored vehicles was reported (152); while
the salts had similar taste thresholds at effective thera-
peutic levels, all potassium salts exhibited inferior palat-
ability.

Table III includes several samples of other salts that
exhibit an improved taste relative to their free acid or base
forms.

Stability—The chemical and physical stability of a
pharmaceutical must be known, because it can influence
the choice of dosage form, the manufacturing and pack-
aging, and the therapeutic efficacy of the final preparation.
Systematic determination of the thermal stability, sclution
stability (at various pH’s), and light sensitivity of a drug
and i“s noth alone and in the presence of
common addmvef;, provides essential input toward se-
lecting the most suitable derivative and dosage form.

Depending on the route of degradation, different salt
forms impart different stability characteristics to the
parent drug by varicus mechanisms. Most commonly used
are sparingly soluble salts which, when used in the for-
mulation of suspensions, reduce the amount of drug in
solution and, hence, its degradation. Differences in hy-
groscopicity of several salts influence the stability of the

Anruyofnrne

S Nephadex.

drug in the dry state. In some cases, the salt-forming rad-
ical itself enhances the stability of the parent agent.

The stability of penicillin G and its salts has been widely

studied due to the drug’s therapeutic importance and its
characteristic instability. Schwartz and Buckwalter (153)
described some of the stability characteristics of this an-
tibiotic, stating that, with present techniques, a solution
of penicillin cannot be made stable for more than 2 weeks,
even at refrigerator temperatures. They also discussed the
use of suspensions of sparingly soluble amine salts in
aqueous vehicles as a means of * al;owing marketing of a
‘ready-made’ penicillin product.” Procaine, benzathine,
and hydrabamine salts are marketed, and their acceptable
stability as aqueous suspensions is based mainly on their
insolubility and the minimization of degradation in solu-
tion.

A theoretical treatment of the solubility of these salts
was presented in which equations were derived for caleu-
lating the solubility as a function of pH and the pH of
minimuin solubility (154, 155). These equations are based
on the mass action law and its relationship to the lonization
constants of the amine and the penicillin and the solubility
of the salt in water. Since the salt in solution is partially
dissociated, further suppression of the solubility may be
achieved by the common ion effect. Swintosky et al. (156}
demonstrated this effect with penicillin G procaine by
adding procaine hydrochloride to the preparation and
further enhancing its stability. The 8-chlorotheophyiline
salt (or complex) of penicillin G was eported to be water
soluble, yet stable in solution (157). Since 8-chlorotheo-
pbylline is acidic, it has been postulated that a buffer effect
could account for the stabilization of this “salt.”

While peniciilin G procaine is more stable in aqueous
vehicles, it is less thermally stable than the sodium or po-
tassium salts, decomposing if heated much above 60°. The
sodium and potassium salts are known to withstand
heating up to 100° for 4 days with little loss in potency
(158). This behavior might well be due to differences in
melting points—viz., 108° for penicillin (¢ procaine and
~215° dec. for the potassium salt.

Since hydrolysis of penicillin is dependent on moisture
content, preparations in which moisture is rigorously ex-
cluded are quite stable in the drv state. A study on the ef-
fect of moisture on penicillin salts found the calcium salt
to be less hygroscopic than the sodium sait and, hence,
more stable in moist atmospheres (159). Similarly, peni-
cillin G potassium is also much less hygroscopic than
penicillin G sodium and has become the preferred form for
marketing in the dry state (160).

Several studies reported the relative stabilities of thi-
amine salts, particularly the hydrochloride and the
mononitrate (161-163). The mononitrate is observed to
be less hygroscopic and is accordingly much less water
soluble than the hydrochloride. Investigations of various
preparations including compressed tablets, multivitamin
capsules, and dry-filled vitamin B complex capsules at
various temperatures showed that the mononitrate was
more stable than the hyvdrochloride (164, 165). The sta-
hilities of numerous thizmine salts were studied in aqueous
solution and in dry powder preparations with various ex-’
cipients (166, 167). In aqueous solution, the resulting pH
was the chief factor contrelling hydrolysis and oxidative
decomposition of thiamine salts; their stability as powder
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preparations was related to their aqueous solubility, with
the sparingly soluble saits being more stable (and pre-
sumably less hygroscopic).

An orally administered drug must be stable in acidic
solution because it generally must pass intact through the
acidic environment of the stomach if it is to exhibit ther-
apeutic blood levels. The advantage of erythromycin es-
tolate over the free base lies in its low solubility in gastric
juice, which enables it to be administered with food with-
out any decrease in attained blood levels. The salt is more
stable in the stomach becatvse it remains undissolved.
Therefore, it retains its potency even when exposed to
acidic environments for extended periods (144).

In a study on the preparation and characterization of
lincomycin cyclamate (33), it was noted that the cyclamate
salt had an enhanced thermal stability over the hydro-
chloride. In 2 suhsequent report (168), differential thermal
analysis and therimogravimetric analysis showed that while
the hydrochloride easily undergoes thermal degradation,
the cyclamate anior confers a considerably greater thermal
stability on the lincomycin moiety.

Mullins and Macek (169) showed that the physical and
chemical stability of the calcium salt of novobiocin makes
it the form of choice for the formulation of a liquid prep-
aration of the antibiotic. The amorphous calcium novo-
biocin salt proved to be tasteless, vet fully biologically
active and perfectly stable in aqueous suspension. Neither
the sodium salt ner the free acid is suitable; the sodium salt
cannot be formulated in a liquid due to its chemical in-
stability, while the crystalline free acid is not absorbed
from the GI tract. Amorphous novobiocin is absorbed but
1s metasiable in sclution and slowly converts to the un-
absorbed crystalline form.

Other reports of alterations in stability characteristics
due to salt formation are listed in Table V1.

Miscellaneous Properties—The salt form has been
reported to influence other physicochemical properties of
a drug substance. Studies illustrating the effect of the
salt-forming radical on surface iension, deaggregation
behavior, and ion-pair extraction have appeared.

The influence of the anion on the absorption processes
of two charged species, dextromethorphan and tetracy-
cline, was studied in the rat stomach (186, 187). A linear
relationship existed between the rate of absorption from
buffer solutions of the anions under investigation and their
surface tensions. Thus, the absorption process was related
to the surface activity of the various salts and not to their
lipid solubilities. This change of surface activity with the
buffer (or salt) species is similar to the results reported in
a study of the surface activity of various phenothiazine
salts (188).

The antibacterial chlorhexidine possesses surface ac-
tivity. A study of the colloidal properties of some chlor-
hexidine salts showed that the counterion can affect the
critical micelle concentration of a surface-active agent, and
this effect was usually associated with a change in micellar
size (189).

The deaggregation behavior of a relatively insoluble acid
and its sodium salt was studied, and deaggregation was
postulated to be a possible rate-limiting step in the ab-
sorpticn of a drug from a dosage form (190). While no di-
rect comparisons of the two forms were made, inspection
of the data shows that the deaggregation rate of the sait
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Table VIi—Additional References on Sult Form and
Stability

Topic Reference

Stability of chlorhexiding solutions 170
Stability of chlorhexidine when autoclaved 171
Anhydrotetracycline and 4-epianhydrotetracycline in 172
marketed tetracycline and aged tetracycline products
Solid-state stability of some crystalline vitamin A 173

compounds
Physicochemical studies on the stability of penicillin salts 174
Light sensitivity of tetracyclines 175
Hygroscopic properties, thermostability, and solubility of 176
oleandomycin salts

Stability of orotic acid and its amine salts in aqueous 177
solution

Some factors influencing the stability of tablets (aspirin) 178

Stability of aqueous solutions of sodium aminosalicylate 179

Hygroscopic properties of varinus preparations of 180
erythromyein

Physicochemicai studies on the decomposition of 181
aminosalicylic acid and its salts

Stabilities of aqueous solutions of 2-diethylaminoeihyl-3- 182

methyl-2-phenylvalerate hydrochloride and its
methobromide

Investigation of some properties of penicillin G salts 183
Stability of ferrous iron tablets on storage 184
Stability of aspirin aluminum compounded with antacids 185

was considerably more rapid than that of the free acid in
equivalent dosage forms. Therefore, if absorption is de-
pendent on the dissolution rate, which in turn is dependent
on the deaggregation rate, the salt should produce the
highest and earliest blood levels. On the other hand, it is
nossible that hygroscopic {and deli;uescent) salts can
absorb atmospheric moisture, cause a sticky surface, and
inhibit deaggregation.

Higuchi and coworkers presented an extensive study on
the physicochemical basis of the ion-pair extraction of
pharmaceutical amines. Distribution ratios of dextro-
methorphan (191) and chlorpheniramine (192) between
an organic layer and water wers highly dependent on the
concentration and nature of the anion present. Less hy-
drophilic anions yielded more readily extractable ion-pairs.
A study of the thermodynamic properties; enthalpy, free
energy, and entropy, involved in the extraction equilibria
of dextromethorphan ion-pairs indicated that the entropy
change associated with transfer of the different anions
between phases is the main contrslling factor in the ex-
traction process (193).

BICAVAILABILITY

Most drugs prescribed in the United States are admin-
istered in solid and polyphasic dosage forms. Conse
quently, dissolution of the drug must precede the ab-
sorption process. The simplest model thai adequately
describes this process is shown in Scheme 11,

1 2

dissolution absorption

dissolved drug drug in circulation

Scheme 11

Since the dissolution rate is generally slow for drugs with
pour solubility, Step 1 is frequently rate limiting in the
overall absorption process. As a result, the onset, intensity,
duration of pharmacological activity, and, hence, bic-
availability are affected by changes in dissolution rate. As
discussed previously, administering a salt of the parent
drug often proves to be an effective means of altering dis-
solution rate and absorption.

solid drug
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Formulation Effects

Topic Reference
Effects of various substances on the absorption of 197
__tetracycline in rats
Effects of dosage form upon the Gi absorption rate of 136
salicylates
Determination of in vivo and in vitro release of 198
theephylline aminoisobutanol in a prolonged-action
system
lon-ethange resin salts for oral therapy: carbinoxamine 199
Latentiation of dihydrostreptomycin by pamoate 10
formation ’
Solid-state ophthalmic dosage systems in effecting 17
prolonged release of pilocarpine in the cul-de-sac
A!}sorptlon of erythrosnycin: various pharmaceutical 200
orms
Comparative study of the absorption of drugs from old 201

and new rectal preparations

Formulation Effects—Choice of the salt form of a drug
may have a pronounced effect on the formulation of the
parent compound. For example, Fenton and Warren (194)
found there was no release of medicament from proflavine
cream BPC, a water-in-oil emulsion containing 0.1%
proflavine as the hemisulfate salt. They also investigated
the release of various salts of proflavine with aliphatic
carboxylic acids from water-in-oi! cream emulsions. Salts
formed with the water-soluble, oil-insoluble “lower” acids,
such as formic and acetic acids, showed very poor release
from a water-in-oil cream. The “higher” acid salts (¢.g.,
n-valeric, caproic, cyclohexanecarboxylic, and caprylic)
all showed increased diffusion from similar emulsions since
these salts are soluble in both water and oil. Their release
was even greater from oil-in-water emulsions, however, in
agreement with their prefarential oil solubility. The n-
valerate salt provided the most sffective water-in-oii
cream. The primary factor responsible for diffusion of
proflavine from a water-in-oil cream is the low hydro-
philic-lipophilic balance conveyed to the salt by the acid.
This finding illustrates the desirability of carefully se-
lecting the salt anion of a cationic drug in lieu of the nature
of the dosage form.

Studies of the effect of formulation on the bioavailability
of warfarin sodium relative to warfarin yielded interesting
results (107, 195). Absorption of warfarin upon adminis-
tration of the sodium salt as a lactose-base tablet was no
better than that from a similar formulation of the free acid.
In fact, absorption was further depressed when the salt was
formulated with starch instead of lactose. Later results
indicated that the in vitro water dissolution rate of a
warfarin sodium tablet was 350 times that of a slowly dis-
solving warfarin tablet formulation, yet the latter exhibited
rapid and complete absorption in vivo. The virtual in-
solubility of warfarin in acidic gastric fluids precluded its
absorption from the stomach. However, the strongly acidic
medium was necessary for tablet disintegration. which, in
turn, was critical for absorption. Following initial exposure
to 0.1 & HCl, in vitro dissolution of the warfarin tablet in
pH 7.4 buffer was 14 times faster that chat of the sodium
salt, a result that explained the otherwise contradictory
in vivo blood level data. Therefore, absorption was ulti-
mately dependent upon gastric emptying rate and gastric
pH, as long as the formulation disintegrated properly in
the stomach.

The rectal absorption of aspirin, aspirin aluminum, and
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studied in dogs (196). The ahsorption of aspirin aluminum
from either cocoa butter or a polvethviene glycol base was
poor. While the maximum salicylate levels produced by
aspirin and calcium carbaspirin from the cocoa butter hase
occurred at a later time than from the other bases studied,
minimal plasma levels were exhibited by a polysorbate 61
base formulation. The highest peak and largest area under
the blood level curve were seen with calcium carbaspirin
in a vegetahle fatiy acid glyceride base. The poor absorp-
tion of aspirin aluminum fromn suppositories was not
unexpected since it is poorly soluble. Furthermore, as
pointed out for aspirin aluminum tablets (105, 106), an
insoluble aluminum compound may form on the surface
of the dissolving drug, further impeding its dissolution rate
and bioavailability.

Additiona!l references on bioavailability and formuiation
effects are given in Table VIL

Absorption Alteration—Several vears ago, clinicians
claimed that certain salts of theophylline were therapeu-
tically preferable to other salts or to the free acid (202~
204). For example, Schluger et af. (204) found higher blood
theophylline levels after administering uncoated tablets
of theophylline ethylenediamine than were observed with
enteric-coated tablets of choline theophyllinate. These
results were at variance with the in vivo work of Gagliani
et al. (202), who found that the oral ingesticn of choline
theophyllinate produced significantly higher blood levels
than the ethylenediamine salt. This apparent discrepancy
could be explained by the formulation effects of tablet
coating, etc., which was not discussed in the work of Gag-
liani et al. In another study, a slightly more rapid rise in
blood concentration and a greater area under the curve
were chserved with theophylline isopropanolamine than
with theophylline ethylenediamine (203}). It was suggested
that the difference was a result of the greater water solu-
bility of the isopropanolamine salt.

The in vitro dissolution rates of the choline and iso-
propanolamine salts of theophylline have been observed
to be three to five times greater than the ethylenediamine
salt, depending on the dissolution medium (88}, It has been
suggested that these differences in dissolution rate are
consistent with, and offer an explanation for, the clinical
results.

In a comparative study of the absorption of ampiciliin
trihydrate and ampicillin potassium following oral ad-
ministration (205), the potassium salt vielded 37% higher
peak levels and a larger area under the curve. Only 36% of
the administered ampicillin trihydrate was absorbed while
53% of the potassium salt was absorbed. Determining the
percentage of each drug eliminated in the urine showed
that 39% was eliminated following administration of the
trihydrate and 52% from the potassium salt. The entire
difference between the two drug forms was accounted for
in the initial 4 hr postadministration.

Several studies compared blood levels obtained with
erythromycin and its salts and ecters, Ervthromyvein es-
tolate produced blood levels that were severalfold higher
than those obtained with ervthromyvein base or ervthro-
myvcein stearate (206 208), Thocee differences were found
to persist in the fasting as well as nonfasting subjects (207},
indicating that food did not appreciably alter the absorp-
tion of erythromycin estolate when given under single or

A2 AAATEAT VIRV ALEEAS ROAARSYS TR RTOT rERARS ST

Viol d6, Noo T Janwary 19777 1%




multiple dosing (207). This finding is explained by the fact
that this salt is acid stable and alkaline dissociable, per-
mitting its passage through the acid of the stomach both
in fasting and nonfasting subjects (209). Accordingly, the
antibacterial activity remained essentially the same when
this form of erythromycin was given, regardless of the state
of fasting of the subject (209}.

On first inspection, the higher serum levels attained with
erythromycin estolate suggest that the salt form is more
readily absorbed. Also critical to efficacy, however, is the
volume of distribution of the drug, since extensive binding
to plasma proteins can render a drug unavailabie for ac-
tivity at the biephase. Therefore, the significance of blood
level data greatly depends on the measure of the free or
unbound fraction of total antibiotics in the biood, which
more directly indicates probable therapeutic benefit.

Wiegand and Chun (210) showed that, despite the
higher blood levels attained with eryvthromycin estolate
{after correction for half-life differences), the stearate salt
produced seven times more free drug in serum than did the
estolate salt. This finding explained the higher total tissue
levels observed on administration of the stearate. They
attributed the difference to a greater serum proieix
binding of the intact erythromyecin estolate, proving that
its higher serum levels did not necessarily reflect more
efficient absorption.

Marked differences have been ohserved following oral
administration of various salts of penicillin. Penicillin G
potassium has been compared with penicillin G benzathine
(benzethacil) {211, 212), penicillin G hydrabamine (213),
penicillin V (214), penicillin G procaine {212), and peni-
cillin G ammonium (215). As anticipated, penicillin G
potassium produced higher and earlier blood levels than
penicillin G benzathine (211, 212}. Furthermore, tablets
of penicillin G potassium buffered with sodium citrate
vielded higher peak levels than unbuffered penicillin G
potassium. While the absorption of buffered tablets was
apparently not significantly affected by food intake, the
unbuffered tableis yicided lower average levels and ir-
regular absorption under similar conditions.

When penicillin G potassium was compared with peni-
cillin G hydrabamine (213), a less soiuble salt, blood levels
similar to those produced by penicillin G benzathine were
ohserved. When equivalent doses were administered, the
penicillemia that cecurred with penicillin G hydrabamine
was only one-third or one-fourth as great and was of
shorter duration than that produced by penicillin G po-
tassium.

Budolfsen et al. (212) found that peak concenirations
of penicillin G potassium were three to four times those
obtained with penicillin G procaine and five to six times
those of penicillin G benzathine, indicating a more rapid
rate of absorpiion. The therapeutic action was related to
the maximum concentration attained, but it also depended
on the persistence of penicillemia, which was greater with
penicillin G potassium than with the sther two compounds.
The authors suggested that the lower blood levels attained
with the retaiively insoluble penicillin G benzathine were
caused by its destruction in the GI tract prior to absorp-
tion. This suggestion seems unlikely, however, since the
drug should not degrade very rapidly as an undissolved
suspension.

Because of its superior stability in gastric juice, penicillin
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V produces higher blood penicillin levels than corre-
sponding doses of penicillin G. As a result, extensive in-
vestigations have been conducted with various salts of
penicillin V (99, 214-220). For instance, tablets, capsules,
and oral suspensions of penicillin V acid produced signif-
icantly higher blood concenirations than comparable
penicillin G preparations {(214). in the same study, the
average serum levels produced by the benzathine salt of
penicillin V were significantly higher than comparable
doses of penicillin G benzathine for the first 4 hr but lower
thereafter, again illustrating the value of using an insoluble
salt to prolong blood levels of an acid-unstable compound.
In another study (215}, penicillin V acid was shown to
produce higher and more prolonged plasma concentrations
than either penicillin G potassium or ammonium, whose
properties were comparable.

Plasma levels were correlated with dissolution rates of
various forms of penicillin V (99). As solid dosage forms,
the readily soluble potassium and calcium salts produced
earlier and higher blogd levels in fasting subjects than ei-
ther the free acid or its benzathine salt. On the other hand,
when the potassium and benzathine salts were adminis-
tered orally as solutions, absorption was the same, implving
that the poor solubility of the benzathine salt was re-
sponsible for the inferior blood levels obtained from its
solid dosage forms. Other studies found that, while the
potassium salt is 40% better absorbed than the free acid
in fasting subjects, both forins produce therapeutic levels
when administered with food (218).

Experiments with fistulated doge indicated that peni-
cillin V is absorbed primarily from the stomach. Therefore,
it is not surprising that the potassium salt should show
higher blocd levels on oral administration since it is the
most soluble salt in gastric pH (216). In accordance with
this observation, it was also reported that the benzathine
salt exhibited higher serum levels in patients with gastric
achlorhydria (pernicious anemia) than in patients with
sermal gastric function (219). Differences in gastric
empiying time may also explain this result.

Several studies compared the absorption of tetracycline
and its salts (103, 221, 222). For example, serum conces-
trations in dogs and humans showed that a phosphate
complex salt of tetracycline was absorbed more rapidly and
gave higher blood levels during the first 6-8 hr than did
tetracycline hydrochloride (221). The total amount of drug
absorbed was about twice as great with the former com-
pound.

Another study (222) suggested thai tetracveline base
produced higher blood levels than tetracycline hvdro-
chloride. However, a subsequent investigation (223)
showed that, in the absence of adjuvants or fillers, tetra-
cycline hydrochloride and tetracycline base were absorbed
equaily well. Results obtained in this same study indicated
that tetracycline hydrochioride encapsulaied with citric
acid produced higher serum concentrations than tetracy-
cline hydrochloride mixed with hexametaphosphste or the
phosphate complex salt of tetracycline.

In a study comparing urinary exeretion rates and in pitro
dissolution, the absorption of tetracveline and tetracycline
phenclsulfonaphthaleinate was rate limited by their dis-
solution rates, whereas tetracyciine hydrochloride ab-
sorption was rate limited by the absorption process itself
(103).
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parative availability (224). In particular, the blood levels
obtained with the relatively water-insoluble hexadecyl-
sulfamate salt were compared to those of the hydrochioride
following oral administration. Higher and extended whole
blood and serum concentrations were obtained in mice,
rats, and dogs with the hexadecylsulfamate. However,
subcutaneously administered lincomycin did not produce
significantly different fractions absorbed, regardless of
which salt was administered. It is not known whether the
greater area under the curve with oral administration of
lincomycin hexadecylsulfamate is due to greater absorp-
tion from the GI tract, slower renal clearance, or greater
enterohepatic cireulations.

Salts of streptomycin, neomycin, viomycin, and strep-
tothrycin have been formed with: (a) polyacrylic acids, (b)
sulfonic or phosphorylated polysaccharides, and {(¢) nat-
ural polycarboxyl acids from a series of polyuronic sub-
stances and polysaccharide derivatives containing carboxyl
groups (18). The report indicated that these salts were
absorbed from the injection locus primarily by the lymph
system. Blood levels from the salts were generally lower
but were maintained for a longer time than the equivalent
amount of antibiotic alone, and higher concentrations of
longer duration may actually be produced in the lymphatic
drairage.

The influence of salt formation on the onset and dura-
tion of pharmacological activity also was illustrated with
tolbutamide and severa! of its salts (101). Following oral
administration, the sodium salt produced a rapid dec: 2ase
in blood sugar level followed by a rapid recovery. By con-
trast, the free acid of tolbutamide caused a slow and pro-
longed drop in blood sugar level, a preferred effect since
the chance of hypoglycemic shock would be lessened. This
finding also illustrates the often overriding influence of the
actual disease state on the choice of drug form.

Additional references on the implications of salt for-
mation on absorption are listed in Table VIII.

Pharmacokinetics—Because of the various new
properties that are usually imposed on a compound by salt
formation, the pharmacokinetics of the drug necessarily
change as a function of these properties.

For example, a pharmacokinetic evaluation comparing
ampicillin sodium and potassium with ampicillin trihy-
drate was performed after oral administration to beagle
dogs (243). The absorption rate constants of the sodium
and potassium salts, which were similar, proved signifi-
cantly greater than the rate constant of ampicillin trihy-
drate, resulting in earlier, higher peak concentrations with
two to three times higher serum concentrations during the
Ist hr. Yet, any differences between the fraction absorbed
for the three products were not statisticailly significant.
Apparently, although dissolution of the ampicillin trihy-
drate was the rate-limiting step in its absorption, the
overall extent of bioavailability remained unaffected.

An interesting study of the biliary excretion of eryth-
romycin base and erythromycin estolate was reported
(244). The biliary excretion of ervthromycin base was high,
while that of erythromycin estolate was much lower;
preferential secretion of erythromycin in the bile could
partially account for the lower serum levels exhibited by
the base. However, the proportion of the ingested dose
secreted in the bile was small, and the total amounts in-

S AIC VAIIAURILIVNHAL VCITTTHUES U1 DOUAVaiinIligy
and Absorption Alteration

Topic Referenee

Bleod levels produced by three theophylline-contaning R
elixirs

Naproxen oral absorption characteristics 226

Effect of food on absorption of a new form of ey
erythromycin propionate

Effect of the anfon on the absorption of tetracyeline from 186
the rat stomach

Biood lzvels following oral administration of differem UK
preparations of novobiacin

Absurption of iopanoic acid and its sodium salt 224

Cral absoiption of secobarbital (quinalbarbitone) and its 250

sodium salt

Absorption rate of barbiturates in humans 241

Morphine and atropine mucate 232

Excretion of bephenium salts in urine of human 283
volunteers

Polvmethylene bistisothiuronium) salts: antituberculosis 234
activity

Prolonged antitussive action of a resin-bound noscapine A
preparation

Pharmacology of sulfapyridine and sulfathiazole RAT

Fuvaluation of plasma concentrations of propoxyphene 247

utilizing a hybrid principal component analysis of
variance technigque: equimolar doses
Antryeide, a new trypanocidal drug AT
Pralidoxime methanesulfonate: plasma levels and 2
pharmacokinetics after oral administration to humans
Intestinal ahsorption of pralidoxime and other aldoximes 246
Blood plasma levels and elimination of salts of 231
pralidoxime (2-PAM) in humans ai'ter oral
administration
Enhancement of G absorption of a quaternary 242
ammuonium compnund by trichloroacetate

volved were not sufficient to account entirely for the dif-
ferences in serum concentrations attained. Undoubtedly,
the protein binding studies of Wiegand and Chun (210)
(discussed under Absorption Alteration) more satisfac-
torily explain the ditference in serum concentrations.

Often, salt formation can be used to modify drg ab-
sorption and dose tolerance faverably. For example, ami-
nosalicylic acid exhibits a short half-iife and, therefore.
requires iarge and frequent doses which may cause gastric
irritation. Consequently, different chemical torms such as
salts have been prepared (119, 245-247) to reduce the in-
cidence of gastric irritation, increase absorption, and
prolong blood levels.

Aminosaiicylic acid is an interesting example in other
ways; considerable confusion about this drug exists be-
cause many fail to recognize its nonlinear pharmaccki-
netics. Several definitive studies were reported regarding
the absorption of the acid and its sodium, potassium, and
calcium salts from solution, suspension, and tablet for-
mulations (245, 246). Comparison of the relative
bivavailabilities of aminosalicylic acid suspended in water
and its salts dissolved in water showed that, while ditfer-
ences in rate of absorption were found to exist, absorption
of both the acid and its salts was essentially complete.
Absorption of the free acid from tablets reached only 77%
of the dose, whereas that of the tableted salts was rapid and
complete.

Regardless of formulation, the area under the plasma
concentration—time curve of unm.tabolized drug from free
acid administration was less than that for the salts. This
result was atiributed to concentration-dependent me-
tabolism during absorption: when the rate of absorption
is high, the metabolic processes become saturated and
more unmetabolized drug remains in the blood; conversely,
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Table IX—Additional References on Bioavailability and
Pharmacokinetics

Takle X--Additional References en General Pharmacy
and Pharmacological Effect

Topic Reference Topic Reference
Pharmacodynamics of fosfomycin (phosphonomycin) after 248 Differential excretion of bromide and chloride ions and its 259
intravenous administration to humans role in bromide retention
Pharmacodynamics of phosphonomycin after oral 249 Pharmacological study of calcium methionate 260
administration to htmans ’ Synthesis and in vitro fungistatic evaluation of some N- 261
Comparative studies on distribution, excretion, and 250 substituted amides and amine salts of sorbic acid
metabolism of *H-hvdroxyzine and its *C-methiodide Antiamebic studies on clamoxyquin [5-chloro-7-{{(3- 262

m rats

Pharmacokinetics of ampicillin trihvdrate, ampicillin 251
sodium, and dicloxacillin sodium following
intramuscular injection

Phwsiological disposition of fenoprofen in humans: 252
pharmacokinetic comparison of calcium and sodium
salts administered orally

when the absorption rate is low, as for the free acid, a
higher percentage of drug is metabolized.

Additional references regarding bioavailability and
pharmacokinetics ars presented in Table IX.

GENERAL PHARMACY

Pharmacolegical Effect—Chlorpromazine hvdro-
chloride and quaternary chlorpromazine chloride were
investigated with respect to their effects on the central
nervous system (CNS) (253). The quaternized compound
was less potent and more toric in rodents than the parent
tertiary compound.

Naloxone, an effective opiate aniagonist, is generally
used as the hydrochloride salt; however, the drug has a very
short duration of action. The mucate calt was prepared to
extend its duration of action, since mucic acid is only
slightly soluble in water (254). In a test on the blocking of
morphine activity in mice, however, the mucate salt did
not differ in duration from the hydrochloride. These in-
vestigators assumed the same receptor site for naloxone
as for morphine and, since Heron’s (232} work suggested
that the receptor had a greater affinity for morphine mu-
cate than for the free base, it also should have a greater
affinity for naloxone mucate. The results disproved this
hypothesis. Furtherniore, this theory impiies that intact
salt reaches the receptor, which is highly unlikely, re-
gardless of whether the drug is administered as a solution
or as a suspension.

A series of salts of 9-aminoacridine and its derivatives
was prepared and screened for antifungal and antibacterial
activity (255-257). By using salts of fatiy acids, the anti-
fungal action was found to parallel the length of the carbon
chain of the anion, with maximal activity occurring with
acridine caproate, undecylate, and undecylenate (where
undecylenic acid also exhibits some intrinsic antifungal
activity) (255). This result appears reasonable, because
these salts would be more lipid soluble and could be ex-
pected 1o pass through the cell wall of the infecting or-
ganism more readily, probably as an ion-pair.

The efficacy of bases or salts as topical anesthetics fer
relieving cutaneocus itch, burning, and pain in unbroken
skin has also been examined (258). In these experiments,
itching and pricking were induced by an alterrnating cur-
rent of low amperage and voltage applied to the skin or by
exposure of the skin to UV light. Interestingly, aqueous
solutions of salts of the local anesthetics did not alleviate
itching or burning in any of the subjects, although satu-
rated solutions of their bases in a mixture of water, 40%
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diethylaminopropylamino]methyl]-8-gquinolinol] in
vitro and in experimentally infected animals

Adjunctive value of oral prophylaxis with the oximes 283
pralidoxime {2-PAM) lactate and pralidoxime
methanesulfonate to therapeutic administration of
atropine in dogs poisoned by inhaled sarin vapor

Pralidoxime {2-hvdroxyiminomethyl-N- 264
methylpyridinium) methanesulfonate and atropine in
the treatment of severe organophosphate poisoning

Efficacy and limitations of oxime-atropine treatment of 265
organophosphorus anticholinesterase poisoning

Antitussive activity of enoxolone (glveyrehetinic acid) and 266
its derivatives

Pharmacological properties of glvevrrhetinic acid 267

hydrogen suceinate {disodium salt)

Ganglionie biocking activity of diastereameric 268
dimethylaminobornyl acetates and their methiodides

A new potent nonnarcotic antitussive, l-xnethylﬁ-sbis(?- 269
thienylimethylene]piperidine: pharmacology anc

clinical efficacy

alcohol, and 10% glvcerol were claimed to be effective. Such
transport phenomena across the stratum corneum are
often dependent on the polarity of the drug and vehicla
and on the binding of the drug to keratin.

Additional references on pharmacological effects can be
found in Table X.

Dialysis—Dialvsis through a cellophane membrane of
the hydrochloride or sodium salts has been studied with
several drugs (270). In many cases, it appeared that the
ionic form of the drug was bound to the membrane whereas
the nonionized form was not. Ephedrine hydrochloride
presented an interesting example, however, since it di-
alyzed considerably faster than its corresponding base. It
was theorized that. the chloride ion dialyzed rapidly, en-
hancing the rate of dialysis of the ephedrine ion. Accord-
ingly, when chloride ion was present on both sides of the
membrane, the observed rate of dialysis for the ephedrine
ion was comparable to the ephedrine base.

The diffusion of sodium chioride through a lipoprotein
interface was very slow, especially if calcium chloride was
present on both sides of the interface (271). In the presence
of low concentrations of choline chloride or carbamyl-
choline chloride, the diffusion of sodium chioride is more
rapid. Apparently, choline salts are able to increase the
permeability of the lipoprotein to salts, which may relate
to the physiological action of choline salts.

Miscellanecus—Release rates were determined for
aminophyiline, ephedrine alkaloid, and ephedrine hy-
drochloride from theobroma oil suppositories containing
nonionic surfactants {133). While surfactants with hy-
drophilic-lipophilic balance (HLB) values less than 11 only
minimally affected release rate, rates increased with sur-
factants of HL.B values greater than 11. Under optimal
conditions, aminophylline was faster than ephedrine hy-
drochloride which, in turn, was superior to the ephedrine
base.

Willis and Banker (272) reported on the formation of
polymer—drug salts as an approach to the physicochemical
design of dosage forms. Poly(methyl vinyl ether/maleic




aphyunuaey Bl OF mewnapyiiaene were pepared and
tested with the free base for in vitro dissolution and dinl-
ysis. Their dirsolution and dialysis rates were not appre-
ciably different from the free drug or its hydrochloride sait.
Various poly(nethyl vinyl ether/maleic anhydride) hem-
iester salts of methapyrilene exhibited substantinlly stower
release than the polymer ether salts, hydrochioride salt,
or free base forms. Polymer-drug salts thus nppear to have
promise.

A series of metallic salts of edetic (ethylenediamine-
tetraacetic) acid were tested in vitro to determine their
effect on blood coagulation {273). The results showed that
only the dipotassium and disodium salts had anv effect on
coagulation. it was theorized that the lack of anticosgulant
activity resulted from an almost complete suppiession of
ionization of the heavy metal salts.

Interesting research regarding the angina-preventive
effect of some chromone-2-carboxylate salts showed a di-
rect correlation hetween biological activity and pKa of the
salt-forming amines (274),

Lin et al, (112) investigated the relationship hetwesn
salt form and bislogical activity of a given antihyperten-
sive. While the intrinsic disselution rates of the dihvdro-
chloride and disulfate salis were many fold greater than
the monohydrochloride, the hypotensive potencies of the
salts did not differ significantly from one another in an
anesthetized dog study. Yet, when administered to renal
hypertensive dogs, the dihydrochloride and disuifate saits
produced greater hypotensive effects than did the mono-
hydrochloride.

TOXICOLOGICAL CONSIDERATIONS

Toxicity of Salt lon-—Any discussion regarding the
toxicity of salts of a drug must consider the pharmaco-
iogical properties of the cation or anion used to form the
salt as well as those of the free drug, since any of these may
produce toxic effects. The toxicology of several ions that
are commonly used to form sslts aind that are relevant to
this review were discussed in depth (275).

Toxicity from ingestion of calcium salts of drugs is rarve,
If hypercalcemia occurs, however, calcium deponits in the
kidney can bring on a reduction of renal function, The
principal toxic effects of lithium also involve the kidneys,
When small amounts of lithium are taken, no apparent
damage accurs; yet large amounts of the metal can lead to
irreversible damage. An apparent correlation was obmerved
between lithium dosage and sodium intake (276). When
lithium dosage was low or sodium intake was high, rats
were able to excrete all lithium given and sustained a re-
versible polyuria. Conversely, if large amounts of Hithium
were administered to the vats or if their sodium intake was
lowered, they incurred irreversible kidney damage. Am-
monium ion, although it serves a major role in maintenance
of the acid-base balance of the body, can be toxic in high
concentrations and initiate CNS derangements,

Sulfare ions given orally tend to be minimally absorbed
and may act as a laxative. The nitrate ion is irritating to
the Gl tract, causing nausea and gasiric distress. Also, in-
testinal bacteria may converi the nitraie ion to nitrite
which oxidizes hemoglobin te methemogiobin, ‘The citrate
ion, an intermediary in carbohydrate metabolinm, can form
a soluble complex with caleivm which is poorly dissociable

and rarely causes any Loxie reactions, While tartrate tons
are usually absorbed minimally from the G tract, high
concentrations reaching the circulation can cause renal
tamage.

Acetate and lactate ions are normal metabolites and
appear to he well tolerated in relatively large amounts.
Jodide and bromide ions can produce conditions known as
iodism and bromidism, respectively. Bromide intoxication
oceurs quite freguently, since bromides are used as in-
gredients in some nonprescription preparations (277-280).
Bromide is slowly excreted by the kidney (its half-life is
12 days) and tends to accumulate when taken for pro-
longed periods or when used by patients with decreased
renal function (277).

Toxzieity of Salt Form—Provided the salt-forming
ugents are nontoxic, the relative toxicities of a series of salts
of a compound are often observed to reflect directly their
ahsorption rates. For example, the toxicities of dibromide,
dichloride, diiodide, and dimethylsulfate salts of quina-
pyramingt, & trypanocidal drug, were determined (238).
The sparingly soluble halogen salts were much less toxic
subcuteneously or intramuscularly than the freely soluble
dimethvlsulfate, yet all salts showed about equal toxicity
upon intravenous administration. The difference in tox-
icities obviously resulted from rapid absorption of the
methylsulfate compared to the slowly absorbed, poorly
soluble halogen salts. Similar reasoning has been used to
explain the acute oral toxicity of propoxyphene hydro-
chloride in rodents, which is twice that of equimolar doses
of the napsylate salt (281).

Several salts of benzphetamine and etryptamine were
prepared as potential sustained -release formulations (114).
The water solubility, in vitro dissolution rates at pH 1.0
and 7.2, and the median lethal times (LT5,) were deter-
mined for each salt. Both the LT, and LD, (determined
on only a few salts) increased as the in vitro dissolution rate
at pH 7.2 decreased. While dissolution at pH 1.0 did not
correlate well with toxicity, the LT;’s were inversely re-
lated to the square root of the dissolution rates at pH
7.2,

Toxicity studies comparing iopanaoic acid, a cholecys-
tographic contrast medium, with its sodium salt (115)
showed that the salt form has 10-fold greater toxicity. The
LDso's of the free acid and the salt were 22 and 2.32 g/kg,
reapectively. 1t was postulated that the free acid precipi-
tated from the sodium salt upon its reaction with gastric
hydrochloric acid. The fine, amorphous particles of pre-
cipitated acid had a greatly increased surface area and,
therefore, dissolved more rapidly than even fine crystals
of the free acid. The faster and more complete drug ab-
sorption then resulted in increased toxicity.

Salts exhibiting greater water solubility than their
parent compounds or less soluble salts are not always more
toxic. For example, various inorganic and organic ions were
used to prepare salts of methyl pyridinium-2-aldoxime
that would have greater water solubility and would elim-
inate undesirable side effects due to the iodide ion (95).
Even though the aqueous solubility of the majority of these
salts was many times greater than the fodide, their toxirity
oin a molar basis was not significantly different, with the
exeeption of the dikydrogen phosphate salt which was 15%

CArtryeide.
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Table XI-—Additional References on Toxicelogics!
Considerations

Topic Reference

Toxicity and absorption of 2-sulfanilimidopyridine and its 285
soluble sodium salt

Sorbic acid as a fungistatic agent for foods: harmlessness 286
of sorbic acid as a dietary component

Toxicity and distribution of erythromycin 287

Further toxicological studies with erythromycin 288

Pharmacology and toxicology of erythromyein estolate 289

Erythromyein propionate (propionylerythromyein): a 290
review of 20,525 case reports for side-effect data

New class of antibiotic salts of reduced toxicity 22

(1 intolerance to oral iron preparations 291

Comparative toxicology of iron compounds 292

Inﬂlt{ence of the dissolution rate of lithium tablets on side 123
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more toxic. Further research with oximes revealed that
other salts are also toxic (282).

GI bleeding is a common toxic effect of aspirin for a large
percentage of the population. Consequently, a search was
initiated for an aspirin derivative that would not induce
Gl blood loss (283). All compounds prepared, however,
including the sodium and calcium salts, caused GI hem-
orrhage with a severity similar to aspirin.

Polyene antibiotics are potent antifungal agents but
bear considerable toxicity. Even though the methyl ester
hydrochlorides of these compounds are more solubie they
retain almost all of their antifungal activity and, more
significantly, show a uniform decrease in toxicity compared
to their parent compounds (284).

Additional references on toxicological considerations
of salt formation are given in Table X1.

CONCLUSIONS

Salt formation is a means of altering the physical,
chemical, and biological characteristics of a drug without
modifying its chemical structure. Clearly, the salt form can
have a dramatic influence on the overall properties of the
parent compound. At present, selecting a salt form that
exhibits the desired combination of properties is & difficult
semiempirical choice. Pharmaceutical scientists now rec-
ognize these facts and are beginning to study the effects
of different salt forms on the physicochemical properties,
bioavailability, and toxicity of drug substances.

Although n»w only a few generalizations are available
to predict the effect of particular salt forms on the char-
acteristics of a drug, perhaps in time it will be possible to
evolve increasingly more powerful generalizations re-
garding the effect of iz salt on the properties of its parent
compound: In add ion, we predict that polymer-drug salts
will have a revolutionary effect on future trends in drug
therapy, particularly in the areas of reducing drug toxicivy
and in controlling the release profile of novel drug delivery
systems,
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[4AR,7AS)-2-AMINO-6-(5-FLUOROPIRIMIDIN-2-1L)-4,4A,5,7-
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METOXI-PIRAZINA-2-CARBOXAMIDA”
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RESPUESTA AL OFICIO No. 8692, NOTIFICADO EL 18 DE JULIO DE 2018
(PRIMER EXAMEN DE FONDO)

CARLOS R. OLARTE, mayor de edad y vecino de Bogotd, identificado tal como aparece
al pie de mi firma, en mi caracter de apoderado de la sociedad solicitante, me permito
manifestar lo siguiente ante el auto emanado por ese Despacho, dentro del plazo legal

previsto en el articulo 45 de la Decision 486, en los siguientes términos:

1. En primer lugar, con el animo de brindar mayor claridad a la presente solicitud, me

permito adjuntar un Capitulo Reivindicatorio Modificado, que reemplaza en su totalidad

al Capitulo Reivindicatorio presentado con la respuesta al Examen de Forma el 3 de
octubre de 2017. Asi entonces, el Capitulo Reivindicatorio Modificado adjunto contiene

los siguientes cambios:

- seelimina la Reivindicacion 2;

- se limita la Reivindicacion 1 de acuerdo con el alcance de la antigua
Reivindicacion 2;

- las nuevas Reivindicaciones 2 y 3, corresponden a las antiguas

Reivindicaciones 3 y 4 respectivamente.

Valga anotar que las modificaciones efectuadas al Capitulo Reivindicatorio cumplen a
cabalidad con lo estipulado en el Articulo 34 de la Decision 486, ya que estas de ninguna
manera implican una ampliacion de la proteccion correspondiente a la divulgacién

contenida en la solicitud original.

% office@olartemoure.com @ www.olartemoure.com +57 (1) 601-7700




OLARTEMOURE

OLARTE MOURE & ASOCIADOS
Abogados - Attorneys

2. a- El Examinador objeta el nivel inventivo de la presente invencion a la luz de
la patente WO2014143579 (D1) y el articulo “Salt selection for basic drugs™ (D2).

De acuerdo con el Examinador, D1 es el arte previo mas cercano a la Reivindicacion 1
dado que divulga el compuesto N-[3-[4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-
4,4a,5,7-tetrahidropirrolo[3,4-D][1,3]tiazin-7a-il-4-fluoro-fenil]-5-metoxi-pirazin-2-
carboxamida o sus sales, que son Utiles para tratar la enfermedad de Alzheimer. D1
divulga que las sales farmacéuticamente aceptables pueden obtenerse mediante reaccion de
la base libre del compuesto con un acido farmacéuticamente aceptable en un solvente
apropiado y en condiciones estandar. D1 divulga la sal clorhidrato en la pagina 11, lineas
22 a 35.

El Examinador sostiene que la diferencia entre la Reivindicacion 1 y D1 radica en que el
compuesto reclamado corresponde a la sal de tosilato, donde el efecto que se logra al
incluir las sales de tosilato es aumentar la estabilidad del compuesto.

Por lo tanto, el Examinador define el problema técnico objetivo a resolver con la presente
invencion como: “como modificar el compuesto N-[3-[4aR,7aS)-2-amino-6-(5-
fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[3,4-D][1,3]tiazin-7a-il-4-fluoro-fenil]-5-

metoxi-pirazin-2-carboxamida conocido en D1 para hacerlo mas estable ”.

Sin embargo, el Examinador argumenta que la utilizacion de tosilato como anién para la
formulacion de sales farmacéuticamente estables se ensefia en D2, a través de series de

aniones para formar sales mas estables que las bases libres de un farmaco.

A partir de lo anterior, el Examinador afirma que la inclusién del tosilato divulgado en D2
en el compuesto divulgado en D1 resulta obvia para la persona medianamente versada en
la materia por lo que la materia reclamada carece de nivel inventivo. Dado que las
Reivindicaciones 2 a 4 dependen de la Reivindicacion 1 y no mencionan caracteristicas

inventivas adicionales, también carecen de nivel inventivo.

b) i) En primer lugar, me permito aclarar que la materia reclamada en la
Reivindicacién 1 del Capitulo Reivindicatorio Modificado corresponde a un compuesto
caracterizado porque es una sal cristalina de tosilato de N-[3-[(4aR,7aS)-2-amino-6-(5-
fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[3,4-d][1,3]tiazin-7a-il]-4-fluoro-fenil]-5-

metoxi-pirazina-2-carboxamida.

i) Ahora bien, teniendo claro el alcance de la materia reivindicada, y en
respuesta a las objeciones del Examinador relacionadas con la supuesta falta de nivel

inventivo, me permito realizar el analisis de nivel inventivo de acuerdo con la Guia para

! Gould PL. 1986. Salt selection for basic drugs. International Journal of Pharmaceutics;33:201-17

Pagina 2 de 12



OLARTEMOURE

OLARTE MOURE & ASOCIADOS
Abogados - Attorneys

Examen de Solicitudes de Patente de Invencion y Modelo de Utilidad de la SIC (en
adelante, Guia de la SIC)?.

La Guia de la SIC sefiala que “Durante el examen de nivel inventivo debe hacerse un juicio
de valor y un analisis objetivo de las divulgaciones previas del estado de la técnica, no

influenciados por el conocimiento que ya se tiene de la Invencién que se estd evaluando.

Por tanto, con el fin de minimizar la subjetividad y evitar que se realice un analisis en

retrospectiva (“hindsight” 6 “a posteriori”), €l examen debe relacionar la invencién con

la solucion de un problema técnico, mediante el Método “problema-solucion” (Subrayado
fuera de texto). De acuerdo con lo anterior, en adelante se presenta el analisis a través del
método problema-solucion de acuerdo con las etapas establecidas por la SIC en su Guia,
teniendo en cuenta el alcance de las reivindicaciones y de la materia divulgada por el arte

previo citado:
A. Identificar el estado de la técnica cercano a la invencién reivindicada.

En primer lugar, me permito aclarar que la Guia de la SIC establece claramente que el
estado de la técnica cercano es “un documento que se encuentra en el mismo campo técnico
que la invencion o trata de solucionar el mismo problema o uno relevante. Suele ser el que
tiene mas caracteristicas en comun con la invencién o presenta leves modificaciones de
estructura e indica la misma funcion, o prop6sito”. El Examinador identifica a D1 como el
documento que estd méas cercano a la Reivindicacién 1, asi que con el Unico fin de hacer
una comparacion directa con las conclusiones a las que llega el Examinador en su analisis,

consideraré también a D1 como el arte previo méas cercano a la invencion.

D1 divulga compuestos de tetrahidropirrolotiazina y composiciones farmacéuticas que
comprenden tales compuestos, Utiles en el tratamiento del Alzheimer y otras enfermedades
y trastornos que involucran el péptido p amiloide, en donde el Ejemplo 4 corresponde al
clorhidrato de N-[3-[(4aR,7aS)-2-Amino-6-(5-fluoropirimidin-2-il)-4,4a,5,7-
tetrahidropirrolo[3,4-d][l, 3]tiazin-7a-il]-4-fluoro-fenil]-5-metoxi-pirazina-2-carboxamida,

con la siguiente férmula:

—N S H-CI
F N
el

NZ SNH,
e F
N
z N
.
N

H5CO

2 Superintendencia de Industria y Comercio, Guia para Examen de Solicitudes de Patente de Invencion y
Modelo de Utilidad de la SIC, seccién 2.13.5, paginas 131-134.
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B. Determinar la diferencia entre la invencion y el estado de la técnica mas

cercano.

Contrario a la opinién del Examinador, la Unica diferencia entre D1 y el compuesto
reclamado en la Reivindicacion 1, no consiste solamente en que se trata de la sal de tosilato
del compuesto, sino también que la Reivindicacion 1 reclama la sal cristalina de tosilato
del compuesto N-{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4a,5,6,7-
tetrahidropirrolo  [3,4-d][1,3]tiazin-7a  (4H)-il]  -4-fluoro-fenil}-5-metoxipirazina-2-

carboxamida, particularmente caracterizada por su espectro de difraccion de rayos X.

Por el contrario D1 divulga el compuesto N-{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-
il)-4a,5,6,7-tetrahidropirrolo [3,4-d][1,3]tiazin-7a (4H)-i1] -4-fluoro-fenil}-5-
metoxipirazina-2-carboxamida en forma de sal clorhidrato, y de manera general sugiere que
se pueden formar sales farmacéuticamente aceptables del compuesto por reaccion de una
base libre apropiada del mismo con un acido farmacéuticamente aceptable en condiciones

estandar y en un solvente adecuado (pagina 11 lineas 22 a 24).

De lo anterior se desprende que dado que D1 no divulga la sal de tosilato del compuesto N-
{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4a,5,6,7-tetrahidropirrolo [3,4-

d][1,3]tiazin-7a (4H)-il] -4-fluoro-fenil}-5-metoxipirazina-2-carboxamida, este documento

tampoco divulga la sal de tosilato del compuesto N-{3-[(4aR,7aS)-2-amino-6-(5-
fluoropirimidin-2-il)-4a,5,6,7-tetrahidropirrolo  [3,4-d][1,3]tiazin-7a (4H)-il] -4-fluoro-

fenil}-5-metoxipirazina-2-carboxamida en forma cristalina caracterizada porque tiene un

pico sustancial en el espectro de difraccion de rayos X, al angulo 2-theta de 5.0° de
difraccion en combinacion con uno o mas de los picos seleccionado del grupo que consta
de 19.6°, 13.8°, y 18.5°; con una tolerancia para los angulos de difraccion de 0.2 grados

como se reclama en la Reivindicacion 2.

C. Definir el efecto tecnico causado y atribuible al elemento diferencial.

El Examinador sostiene que el efecto que se logra al incluir las sales de tosilato de N-{3-
[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4a,5,6,7-tetrahidropirrolo[3,4-d][1,3]tiazin-
7a(4H)-il]-4-fluoro-fenil}-5-metoxipirazina-2-carboxamida es aumentar la estabilidad del

compuesto.

Sin embargo, en este punto vale la pena aclarar que la sal tosilato cristalina reclamada en la

presente invencion proporciona un aumento sorprendente e inesperado de la estabilidad

gue no habria sido posible de predecir a partir de las ensefianzas de D1, tal como se

demuestra a continuacion:
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En primer lugar, la sal tosilato de N-{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-
43,5,6,7-tetrahidropirrolo[3,4-d][1,3]tiazin-7a(4H)-il]-4-fluoro-fenil }-5-metoxipirazina-2-
carboxamida posee una estabilidad fisica mejorada en una amplia gama de humedades
relativas (5 — 95%), tal como se puede concluir de los anélisis de adsorcion, los cuales son
empleados comdnmente en la industria farmacéutica para analizar las variaciones de masa
dependientes de la humedad relativa (HR). En el presente caso, los datos de adsorcion de
humedad y el espectro de difraccion de rayos X (XRPD por sus siglas en inglés) para las
sales de clorhidrato y tosilato de N-{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-
4a,5,6,7-tetrahidropirrolo[3,4-d][1,3]tiazin-7a(4H)-il]-4-fluoro-fenil}-5-metoxipirazina-2-
carboxamida mostraron que al exponerse a un aumento de la HR, el clorhidrato gana
aproximadamente un 1,47% en peso y al disminuir la HR al 20% se presenta una pérdida de
peso irreversible de alrededor del 3,5% como se observa en la siguiente isoterma de
adsorcion (Anexo 1):

HCI Salt - Moisture Sorption/Desorption
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Este fendmeno es un indicio claro de que se presentan cambios profundos en la estructura
cristalina de la sal clorhidrato, lo cual se confirma por los cambios que arroja el espectro de
XRPD, tal y como se observa en la siguiente grafica (Anexo 3), donde el espectro de la sal
clorhidrato, posterior al secado (en rojo) no contiene ninguno de los picos caracteristicos de

la sal original:
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HCI Salt - XRPD

Por el contrario, la sal de tosilato cristalina reclamada en la presente invencion, muestra en
la isoterma una adsorcién de humedad completamente reversible, como se observa en la

grafica a continuacion (Anexo 2):

Tosylate Salt - Moisture Sorption/Desorption
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La sal de tosilato gana aproximadamente 1,57% de peso al aumentar la HR (curva azul),
pero regresa al mismo nivel en el proceso de desorcién (curva roja), lo cual indica que la
estructura del compuesto no esta sufriendo cambios. Lo anterior se evidencia en el espectro
de XRPD para la sal de tosilato, tal y como se muestra a continuacion (Anexo 4), en donde
el espectro de la sal después de la desorcion (color rojo), es sustancialmente el mismo que

el de la sal original (color negro):

Pagina 6 de 12



OLARTEMOURE

OLARTE MOURE & ASOCIADOS
Abogados - Attorneys

Tosylate Salt - XRPD

Intensity (Counts)

]
Two-Theta (deg)

De lo anterior se concluye que la diferencia en el comportamiento entre las dos sales puede
explicarse por la inclusion de moléculas de agua al interior de la red cristalina de la sal de
clorhidrato, en donde, una vez que el agua ha sido absorbida cualquier intento por secar la
sal resulta inevitablemente en el colapso de la red y por lo tanto la pérdida de la
cristalinidad. Tal como lo muestra claramente la grafica del Anexo 4, en el caso de la sal
cristalina de tosilato de N-{3-[(4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4a,5,6,7-
tetrahidropirrolo[3,4-d][1,3]tiazin-7a(4H)-il]-4-fluoro-fenil}-5-metoxipirazina-2-

carboxamida la estructura cristalina permanece intacta.
D. Deducir el problema técnico a solucionar.

En cuanto a la formulacién del problema técnico, la Guia de la SIC establece que el
problema técnico debe ser formulado de la siguiente manera: “;como modificar o adaptar
el estado de la técnica cercano para obtener el efecto técnico que la invencion
proporciona?”®. Adicionalmente, de acuerdo con el MAP “se debe definir el problema sin

44y

incluir_elementos de la solucién, porque entonces la solucidn seria evidente™ (énfasis

fuera del texto).

Dado que el Examinador no consider6 todas las diferencias y los efectos técnicos logrados
por el compuesto reclamado, formula el problema técnico resuelto por la presente
invencion como: “como modificar el compuesto N-[3-[4aR,7aS)-2-amino-6-(5-
fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[3,4-D][1,3]tiazin-7a-il-4-fluoro-fenil]-5-

metoxi-pirazin-2-carboxamida conocido en D1 para hacerlo mas estable”.

No obstante, atendiendo lo estipulado por la Guia de la SIC y el MAP, considero que el
problema técnico objetivo de la presente invencion es: “;como modificar el compuesto N-
[3-[4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[ 3,4-

* Ibidem.
* Comunidad Andina de Naciones, 6p. cit., seccién 10.2.1
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D][1,3]tiazin-7a-il-4-fluoro-fenil]-5-metoxi-pirazin-2-carboxamida de manera que posea

propiedades fisicoquimicas superiores?”

E. Evaluar si la invencion reivindicada, partiendo del estado de la técnica
cercano y del problema técnico objetivo, habria sido obvia para la persona

medianamente versada en la materia.

De acuerdo con la Guia de la SIC “esta etapa consiste en responder a la pregunta de si en
el estado de la técnica en su conjunto hay un segundo documento que contiene una

ensefianza que indicaria (no sélo que podria indicar, sino que indicaria) a la persona

medianamente versada en la materia, enfrentada al problema técnico, cbmo modificar o
adaptar el estado de la técnica mas cercano para resolver el problema, de la forma
reivindicada” (énfasis fuera del texto). Asi, el analisis de nivel inventivo de solicitudes de
patente, no se trata de encontrar en el arte previo una mera invitacion a experimentar con
uno o méas cambios aleatorios, sino de identificar en los documentos citados una ensefianza
y guia especifica para hacer las modificaciones necesarias que lo lleven con certeza a la

materia reclamada.

En este punto, el Examinador argumenta que D2 ensefia series de aniones para formar sales
mas estables que las bases libres de un farmaco, incluidas las sales de tosilato. Sin
embargo, difiero respetuosamente de la opinién del Examinador por las razones que

expongo a continuacion.

D2 corresponde a un articulo cientifico que proporciona de manera general un estudio para
la seleccion de sales en el desarrollo de farmacos de naturaleza basica. D2 hace referencia
a tendencias que pueden ayudar a decidir qué tipo de sales y en que rango se deben utilizar
para superar un problema en particular asociado a una molécula basica de un farmaco. D2
no sugiere una preferencia especifica por las sales de tosilato, mucho menos menciona sales
cristalinas de tosilato de algin compuesto en particular. A lo sumo, D2 hace referencia a la
sal tosilato de xilobam, lo cual es completamente diferente de la sal cristalina de tosilato de
N-[3-[4aR,7aS)-2-amino-6-(5-fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[ 3,4-

D][1,3]tiazin-7a-il-4-fluoro-fenil]-5-metoxi-pirazin-2-carboxamida. D2 simplemente
proporciona sugerencias generales y didacticas que son simples invitaciones para que la
persona medianamente versada en la materia utilice una muestra de las sales farmacéuticas
disponibles para la investigacion, de hecho D2 concluye que este ejercicio para la
evaluacion de la forma de sal correcta para el desarrollo de farmacos constituye una

practica semi-empirica dificil.

Al respecto vale la pena mencionar, como es bien conocido en la técnica, que como regla

general la seleccion de sales es un ejercicio altamente impredecible. Asi, como se plantea
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en el articulo “Pharmaceutical salts®”

que se anexa al presente escrito, “Las caracteristicas
quimicas, bioldgicas, fisicas y economicas de los agentes medicinales pueden ser
manipuladas y asi, con frecuencia optimizadas mediante la conversion a una forma de sal.

Eleqgir la sal apropiada, sin embargo, puede ser una tarea muy dificil, dado que cada sal

le imparte propiedades Unicas al compuesto original. Los agentes formadores de sales con
frecuencia se seleccionan empiricamente. De las muchas sales sintetizadas, la forma
preferida es seleccionada por los quimicos farmacéuticos en principio desde una base
practica: el costo de las materias primas, la facilidad de la cristalizacion y el porcentaje de
rendimiento. Otras consideraciones basicas incluyen la estabilidad, higroscopicidad, y

flujo del fArmaco obtenido a granel. Desafortunadamente, no existe una forma confiable

de predecir la influencia de una especie salina particular en el comportamiento del

compuesto original (mi traduccion, mi énfasis, mi subrayado).

En vista de lo anterior, una persona medianamente versada en la materia no habria tenido
razén o motivacion alguna para realizar todos los cambios necesarios al compuesto de D1

de tal manera que le permitieran arribar a la sal cristalina_de tosilato reclamada, con

alguna expectativa razonable de éxito. La persona medianamente versada en la materia no

podria predecir la formacién de una sal cristalina de tosilato, mucho menos que dicha sal

cristalina tendria las propiedades superiores que ésta en efecto reviste.

Asi, D1 o D2, solos o0 en combinacién no ensefian o siquiera sugieren el compuesto
reclamado en la presente invencion. Aun cuando cualquier persona medianamente versada
en la materia hubiera combinado las ensefianzas de D1 y D2, no habria llegado al
compuesto reivindicado, ni habria podido predecir que la sal tosilato especificamente
proporcionaria mayor estabilidad que la sal clorhidrato de D1 esperando mantener la
actividad terapéutica contra la enfermedad de Alzheimer evidenciada en los ensayos in
vitro ilustrados en las paginas 47 a 51 del Capitulo Descriptivo.

i) Sea esta la oportunidad para recordarle al Examinador que el analisis
del nivel inventivo no puede basarse en si la invencion era posible de alcanzar, ya que
claramente era posible, pues la sal cristalina de la invencion de hecho existe. Aplicar un
estandar de "posibilidad de alcanzar", haria que ninguna invencion fuera susceptible de
patentarse, haciendo inviable el sistema de patentes. Del mismo modo, el analisis de
patentabilidad no puede implicar la cuestion de si las técnicas de investigacion aplicadas
son comunes u obvias, sino mas bien si el objeto especificamente reclamado podria haber

sido evidentemente derivado del arte previo (sin_necesidad de investigacion adicional

alguna), lo cual, como se ha demostrado, en el presente caso no sucede.

Adicionalmente, y a la luz de las evidentes diferencias encontradas entre la materia

reclamada en la solicitud frente al arte previo, vale la pena sefialar que el Manual Andino

® Berge SM, et al. 1977. Pharmaceutical salts. Journal of Pharmaceutical Sciences;66:1-19
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de Patentes (MAP) establece que para que pueda negarse la existencia de nivel inventivo,
es necesario, no solamente que la combinacion de las ensefianzas pueda hacerse, sino
también que exista una sugerencia o razén tal, que lleve al técnico con conocimientos

medios a combinar las ensefianzas de los documentos®.

iii)  Ademés, el MAP también establece que las invenciones en el campo
de la quimica tienen nivel inventivo cuando los compuestos tienen una estructura
inesperada (no derivable por la persona medianamente versada en la materia) o cuando

presentan un efecto técnico inesperado 0 mejorado impredecible del arte previo’. De

manera similar, la Guia de la SIC establece que, para que una invencion no resulte
inventiva “el conjunto de ensefianzas del estado de la técnica lo llevarian (a la persona
medianamente versada en la materia) de forma inmediata a la solucion propuesta por la

solicitud. Si se requiere de pasos adicionales o de corroboracion o de superar obstaculos

revelados por las propias ensefianzas entonces el estado de la técnica no revela la
”8

solucién al problema™ (énfasis fuera del texto).

En el presente caso, no solo la estructura de la sal cristalina de tosilato de N-[3-[4aR,7aS)-
2-amino-6-(5-fluoropirimidin-2-il)-4,4a,5,7-tetrahidropirrolo[3,4-D][1,3]tiazin-7a-il-4-

fluoro-fenil]-5-metoxi-pirazin-2-carboxamida es inesperada a la luz de D1 y D2, sino
también el efecto técnico proporcionado, lo que es una clara evidencia de nivel inventivo.
De igual manera, la persona medianamente versada en la materia, partiendo de los
conocimientos otorgados por D1 y D2, no podria llegar de manera evidente a la presente
invencion, por el contrario, y conforme a los lineamientos de la SIC, esta persona se veria
obligada a desarrollar experimentacion adicional para resolver el problema técnico de la

presente invencién partiendo de D1y D2, por lo que el invento reclamado es inventivo.

Por consiguiente, nada en el arte previo citado habria motivado a la persona medianamente
versada en la materia a llegar inmediata e inequivocamente a la materia reclamada, pues la
sal cristalina en particular y las ventajas asociadas a sus caracteristicas esenciales como
mayor estabilidad en un rango amplio de humedades relativas, no pudieron haber sido
predichos con éxito a partir del arte previo que menciona la SIC. Por el contrario, la
persona medianamente versada en la materia se habria visto forzada a realizar
experimentacién adicional, explotando sus conocimientos y creatividad para hallar dicha

sal cristalina.

iv) Salta a la vista que en el momento de la realizacion del primer
examen de fondo, el Examinador no fundamenta su analisis segun lo estipulado en la Guia
de la SIC en cuanto a la evaluacién del nivel inventivo, ya que ésta debe basarse

unicamente en si existen sugerencias explicitas y suficientes en el arte previo que indicarian

¢ Manual Andino de Patentes. (2004). Seccién 10.2.1 Ejemplo 1 (disponible en
http://www.comunidadandina.org/public/patentes.pdf).

" Ibid. Seccion 10.8.1.

® Superintendencia de Industria y comercio, op. cit., seccién 2.13.2
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de manera clara como desarrollar de manera obvia el compuesto aqui reclamado. En
consecuencia, no es aceptable a quien examina 0 a quién concede o deniega una patente
desvirtuar el nivel inventivo de la misma por desglosar sus elementos separadamente y
luego buscar referencias en el estado del arte que los incluyan, como si de armar un
rompecabezas con piezas aisladas, o una colcha de retazos, se tratara. En este caso
particular, y contrario al andlisis del Examinador, la Gnica forma en que una persona
medianamente versada en la materia podria llegar al compuesto de la presente invencion,

seria al realizar un andlisis en retrospectiva una vez conoce la invencion aqui reclamada.

Sin embargo, el estudio de solicitudes de patente que conduzca a ese tipo de conclusiones
anticipadas corresponde abiertamente a un analisis conocido en el ambito de patentes como

“analisis_hindsight” o en retrospectiva. Para entender el analisis equivocado que realiza el

Examinador, podemos citar nuevamente el MAP, que indica claramente que *“.../a
busqueda de anterioridades se efectla a posteriori, tomando como punto de partida la

misma invencion,...(La _SIC) debe realizar el esfuerzo intelectual de colocarse en la

situacién gue ha tenido gue afrontar el técnico con conocimientos medios en la materia en

un_momento en gue la invencidn no era conocida, es decir antes de la invencién” (mi

subrayado). Por ende, no es apropiado anticiparse a los resultados presentados por la
invencién, ya que asi, siempre resultard "obvio" todo objeto de una solicitud de patente,
pues inevitablemente esta parecera derivada de la teoria en que se basa su desarrollo, sin
dar mayor importancia al trabajo, intelecto y creatividad involucrados en la invencion para

llegar a la solucién del problema planteado en la solicitud.

Aceptar el estandar de nivel inventivo del Examinador y de la SIC, donde supuestamente la
sal cristalina aqui reclamada, asi como sus resultados mejorados, son obvios, equivaldria a
desdibujar el objetivo principal del sistema de patentes, que es precisamente fomentar la
investigacion y desarrollo de mejoras incrementales. Nada se inventa de la nada.

Necesariamente, la tecnologia avanza en pasos discretos constituida por mejoras concretas
a lo que se conoce. El sistema de patentes recompensa al inventor que proporciona una
solucion que no resultaria previsible a partir del estado de la técnica. Lo anterior ademas
quiere decir que el resultado inventivo no podria ser desarrollado sin algin grado de

experimentacion o que presente resultados inesperados.

En este sentido, el Examinador no reconoce el nivel inventivo de la presente invencion
debido a una busqueda acomodada y subjetiva de las caracteristicas esenciales reclamadas
en las ensefianzas de D1 y D2, sin considerar adecuadamente si el arte previo, entendido
como un todo, comprende sugerencias claras y evidentes que guien inequivocamente a la
persona medianamente versada en la materia a obtener la presente invencion de manera
obvia. De hecho, el analisis en retrospectiva se hace evidente al no considerar que las
propiedades fisicoquimicas superiores de la sal cristalina de tosilato reclamada en

comparacion con la sal de clorhidrato de D1, son sorprendentes, inesperadas e inherentes

al compuesto reclamado en si mismo.
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En conclusion, a la luz de la clara evidencia en favor del nivel inventivo suministrada
anteriormente, la invencion no habria podido ser dilucidada ni mucho menos prevista a
partir de la informacion aportada por los documentos citados. La persona medianamente
versada en la materia no habria encontrado sugerencia o motivacion alguna que la
condujera directamente y de manera obvia a desarrollar la sal cristalina aqui reclamada,
esperando obtener las propiedades fisicoquimicas particulares e inesperadas derivadas de
tales caracteristicas estructurales y evidenciadas a lo largo del Capitulo Descriptivo, por lo

tanto, su nivel inventivo deberia ser reconocido.

3. Finalmente, si el Despacho lo considera necesario, solicito amablemente proceda a
realizar un segundo examen de fondo, para lo cual adjunto el comprobante de pago de la
tasa de examen correspondiente. De otra forma, considero que la presente solicitud cumple
con los requisitos de patentabilidad establecidos por la Decision 486 y por consiguiente

solicito respetuosamente que el Despacho proceda con la concesion de la patente.

Atentamente,

CARLOS R. OLARTE
C.C. No. 79.782.747 de Bogota
TP. 74.295

Anexos:
- Capitulo Reivindicatorio Modificado;
- Recibo de pago correspondiente a la tasa de examen adicional;
- Atrticulo Pharmaceutical Salts;

- Anexos1lad.
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Anexo 2

Tosylate Salt - Moisture Sorption/Desorption
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Anexo 3

HCI Salt - XRPD
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Anexo 4

Tosylate Salt - XRPD
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