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Abstract: This review supplies the reader with a detailed overview on the utilization of intramolecular processes
for a design and synthesis of prodrugs. It is well known that a respected number of drugs suffer from low bioavail-
ability, toxicity, unpleasant taste and presystemic first-pass metabolism which result in drug inactivation. The clas-
sical prodrug approach in which the linkage attaching the parent drug to its non-toxic linker and cleaved by in vivo
enzyme’s catalyzed reactions has proven its success in solving toxicity and bioavailability related issues. On the
other hand, prodrugs based on chemical interconversion in which the prodrug releases the corresponding active
parent drug via inter or intramolecular chemical process in the absence of an enzyme is considered as a better

Rafik Karaman

alternative approach since the prodrug cleavage is not dependent in the efficiency or quantity of the enzyme catalyzes the interconversion
of the prodrug. Examples of successful prodrugs using the chemical approach via intramolecular processes such as cyclization reactions

are illustrated as well.

In addition, another part of this review is devoted to cover reported studies on enzyme models and their utilization for the design and syn-
thesis of a variety of novel prodrugs. In this approach, computational calculations using DFT and MM methods were exploited and corre-
lations between experimentally determined and computed values of the rate-limiting step in the studied intramolecular processes were
utilized in the prodrugs design. Selected examples of the designed prodrugs include aza-nucleosides for the treatment of myelodysplastic
syndromes, the anti-Parkinson’s agent dopamine, the anti-viral acyclovir, the anti-malarial atovaquone, and statins for lowering choles-
terol levels in the blood, the antihypertensive atenolol, the antibacterial cefuroxime, the anti-bleeding tranexamic acid, the decongestant

phenylephrine, and the pain killer paracetamol.

Keywords: Intramolecular, cyclization, prodrug, trimethyl lock, intramolecular Activation, Quantum Mechanics Calculations, lactonization

cyclization.

1. INTRODUCTION

The development of prodrugs has the potential to overcome
many pharmacokinetics barriers. For example, several drugs un-
dergo first pass metabolism which leads to drug inefficiency and
poor bioavailability, and sometimes to toxicity. The classical pro-
drug approach by which the linkage attaching the active parent drug
to a non-toxic linker and cleaved by enzyme’s catalyzed reactions
has proven its success in solving toxicity and bioavailability related
issues. On the other hand, prodrugs based on chemical interconver-
sion by which the prodrug releases the corresponding active parent
drug via inter or intramolecular process without the involvement of
enzymes is considered as a better alternative approach since it does
not have inter- and intra-individual variability (differences in the
quantity and efficiency of the metabolic enzyme) that might affect
the efficiency of the metabolic enzymes.

Among the most studied activation strategy in the prodrug
chemical approach is cyclization elimination reactions that have
been used in providing many prodrugs from analgesics to HIV pro-
tease inhibitors [1].
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Faculty of Pharmacy, Al-Quds University, P.O.B 20002 Jerusalem, Palestine; Tel/Fax:
+972-2-2790413; E-mail: dr_karaman@yahoo.com
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2. INTRAMOLECULAR ACTIVATED ESTER PRODRUGS

One of the problems that drugs may suffer is a lack of specific-
ity for their target. The prodrug approach was successful in over-
coming this problem and improving the delivery of drugs to their
targets, especially for ester prodrugs, involving substitution of car-
boxyl and hydroxy! groups of their active drugs, which are readily
hydrolyzed in vivo, either by chemical or enzymatic means to pro-
vide their active drugs [2].

Drug delivery can be improved by modulating the drug’s
physiochemical properties which affect their absorption and deliv-
ery to various membranes and tissues. The prodrug approach by
which the activation is catalyzed by enzymes is useful for parent
drugs containing hydroxyl or carboxyl groups. On the other hand,
phenol esters when activated by metabolic enzymes provide the
corresponding active drugs in fast rates, whereas, amides show little
chemical reactivity towards enzyme’s activation. Therefore, in-
tramolecular activated amide prodrugs had been considered as an
alternative approach for enzymatic activation that bypasses inter-
and intra- individual variability that might affect the metabolism by
enzymes. In addition, this approach provides a fine tuning of the
cleavage rate of the prodrug which can be accomplished by select-
ing the functional groups involved in the cyclization process.

An example for such approach is the pilocarpine prodrugs
based on diesters of pilocarpic acid. These prodrugs upon in vitro
and in vivo administration (eliminate comma) undergo specific

© 2015 Bentham Science Publishers
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base- catalyzed cyclization to pilocarpine which consists of a first
step by which hydrolysis of the ester yields a hydroxyl which acts
as a nucleophile and attacks the phenyl ester group that initiates for
cyclization to finally give the parent drug, pilocarpine (Fig. 1) [3].
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Fig. (1). Cyclization of diester of pilocarpic acid to release pilocarpine,
R=H, R’ = OH.
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The prodrug approach has been utilized to enhance the ocular
delivery of pilocarpine.

A number of lipophilic alkyl and aryl alkyl esters of pilocarpic
acid were synthesized and evaluated as prodrugs of pilocarpine.
The results obtained suggested that the pilocarpic acid esters may
be potentially useful prodrugs with enhanced drug delivery and
bioavailability properties, especially when further derivativized to
give non-labile, easily formulated pilocarpic acid diesters that are
readily converted to the active parent drug, in vivo. In aqueous solu-
tion the ester prodrugs undergo a quantitative and apparent specific
base-catalyzed lactonization to pilocarpine.

The diester prodrugs were of special interest, since they com-
bine an enhanced bioavailability and greatly prolonged duration of
action with high stability in eye drops formulations for the treat-
ment of glaucoma. The corneal permeability of pilocarpine is in-
creased by the prodrug derivatives.

Several monoesters were capable of maintaining durations of
action of 1.5 times longer than that of pilocarpine while the diesters
were active for up to 2.25 times longer [4].

Some of the lipophilic pilocarpine prodrugs exhibit amphiphilic
properties, which may contribute to the ocular irritation of these
compounds [5].

a-Amino acid prodrugs of camptothecins (CPTs) are another
example of intramolecular ring closing activation. The camptothe-
cin ester prodrugs converted to their active lactones by intramoleul-

Fig. (2). A mechanism for the conversion of camptothecin a-amino acid esters to their carboxylates. R,= H or CHs, R;= H or TBS, R,= H or OH.
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Fig. (3). An alternative route in which camptothecin prodrugs convert to their active lactones. R,= H or CH;, Rs= H or TBS, R,= H or OH.

car cyclization reaction that is preferable over hydrolysis followed
by intramolecular cyclization reaction at pH 7.4 [6].

Camptothecins are antitumor agents that work on S-phase by
binding to the topoisomerase and I-DNA complex during DNA
replication causing double strand breaks and cell death (Fig. 2) [6].

a-Amino acid ester prodrugs reactivity is relatively high due to
the fact that at pH values below the their pK, values their amino
terminal is positively charged. Recently, an alternative route that
facilitates the production of reactive lactone from camptothecin o-
amino acid ester prodrugs was suggested as shown in Figure 3 [6].

The most common problem associated with CPT is the instabil-
ity of the 20-hydroxy lactone, which is easily hydrolyzed at neutral
pH to yield the inactive carboxylate anion. It was shown that both
the lactone ring stability and the 20-hydroxy group of CPT are criti-
cal for its antitumor activity. Further, it was demonstrated that
masking the 20- hydroxyl group of CPT, results in reduced activity
of the drug and increased stability of the lactone ring. The hydroxyl
in position 20 generates an intramolecular hydrogen bond with the
carbonyl moiety of the lactone, which accelerates the hydrolysis of
the otherwise stable lactone ring. Therefore, masking this hydroxyl
by a chemical linker that can be selectively removed, is a conven-
ient approach for a generation of CPT prodrug [7].

In addition, cytotoxicity studies performed with several cancer
cell lines clearly demonstrated a significant reduce in toxicity of the
prodrugs of CPTs compared with their active parent drug [7].

2.1. Prodrug Activation Via Diketopiperazine Formation

Dipeptides as carriers for delivering parent drugs via non-enzymatic
pathway (formation of DKP) have been suggested as good candi-

date to deliver drugs to their target sites. Dipeptides are carriers
used to optimize drug delivery especially for hydroxyl-containing
drugs. Dipeptide esters of paracetamol (Figure 4) have shown to
undergo hydrolysis to the corresponding parent drug and DKP at
pH 7.4 and temperature of 37°C. Higher half-life values were ob-
served with C-terminal bulky amino acids. The latter is believed to
cause the peptide linkage to reside in the cis form, which is easily
can cyclize to a DKP, thus leading to very reactive substrates. He-
patotoxic effects of paracetamol was decreased or even eliminated
by paracetamol esterification with dipeptides [8].

The esterification approach of paracetamol with amino acids
was proposed to obviate the sever hepatotoxicity of the drug at high
doses as well as to increase its aqueous solubility [8].

Fig. (4). Paracetamol esterification with dipeptides, R; = R, = H

2.2. Coumarin-Based Prodrug System

Prodrugs of amine and alcohol containing drugs based on cou-
marin derivatives as a linker with low toxicity have been developed
in order to increase the bioavailability and reduce the toxicity of
certain drugs. This approach was advocated by Wang and co-
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Fig. (5). Coumarin based prodrugs.

workers and is based on the fact that coumarin derivatives attached
to active drugs undergo a rapid lactonization at a physiological
environment of pH 7.4 (Fig. 5).

The coumarins are of great interest due to their biological prop-
erties. In particular, their physiological, bacteriostatic and anti-
tumor activity makes these compounds attractive for further back-
bone derivativisation and screening as novel therapeutic agents.
Weber and co-workers have shown that coumarin and its metabolite
7-hydroxycoumarin have antitumor activity against several human
tumor cell lines. Both coumarin and coumarin derivatives have
proved to be potential inhibitors of cellular proliferation in various
carcinoma cell lines. In addition it has been shown that 4-
hydroxycoumarin and 7-hydroxycoumarin inhibited cell prolifera-
tion in a gastric carcinoma cell line [9].

One example for such approach is coumarin based prodrug of
DADLE (H-D-Leu-Phe-Gly- D -Ala-Tyr-OH) which is capable to
undergo cyclization after hydrolysis catalyzed by esterases. This
prodrug releases the active drug after incubation in the plasma or
with porcine liver esterase.

One unique feature of this prodrug system is that the final product
of the promoiety is coumarin, the toxicity of which has been exten-
sively studied. Coumarin was found to be relatively nontoxic. The
known toxicity profile of coumarin clears one major hurdle in de-
veloping a generally applicable prodrug system [10].

2.3. Propranolol Prodrugs

Propranolol is a sympatholytic nonselective beta blocker. It is
used to treat high blood pressure, a number of heart dysrhythmias,
thyrotoxicosis, and essential tremors. It is used to prevent migraine
headaches, and to prevent further heart problems in those with
angina previous heart attacks. Propranolol highly variable and low
oral bioavailability due to high first pass metabolism. Therefore, the
prodrug approach was used to reduce the extensive effect of the
liver on the propranolol before reaching the systemic circulation.

A cyclic oxazolidinones derivative and esters of propranolol (7)
have also been investigated as good and novel prodrug candidates
[11].

There are 3 possible different mechanisms for the degradation
of propranolol prodrugs [11]:

(a) a mechanism that involves an intra-nucleophilic attack of
the free amine group on the carbonyl of the ester group, (b) a
mechanism consists of a nucleophilic attach of a water molecule on
the carbonyl ester group catalyzed by a base (free amine group) (c)
a mechanism by intramolecular general acid (protonated amine)
catalysis in which a hydroxyl ion attacks the carbonyl ester. Both
mechanisms (b) and (c) are hydrolysis processes that yield propra-
nolol whereas, mechanism (a) represents an intramolecular ami-

Drug
OH
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R = alkyl or aryl Drug

nolysis giving rise to the formation of stable N-acylated propranolol
derivatives (Fig. 6).
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Fig. (6). Mechanisms (a), (b) and (c) for the degradation of propranolol
prodrugs with increasing the pH to >7 the aminolysis becomes predominant.

Figure 7 illustrates seven different esters that were synthesized
and studied with the aim to investigate the kinetics of their degrada-
tion in aqueous solution and in human plasma which might reflect
the behavior of propranolol prodrugs in such media. This discrep-
ancy between the different esters might be related to steric hin-
drance of the tert-butyl group that hinders the nucleophilic attack
taking place in the O—N acyl transfer reaction. At pH > 11.5 the
main reaction of esters 2-6 is intramolecular aminolysis.
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Fig. (7). Propranolol prodrugs and similar other esters 1-7.



Intramolecular Processes and Their Applications in Prodrugs

At pH 7.2 the O —N acyl transfer reaction of the propranolol
esters is < 7% of the reaction yield. Similar alkyl esters of timolol
(8) (Fig. 8) were found to be completely hydrolyzed in aqueous
media.

The presence of the bulky tertiary butylamino group in timolol
esters is the main cause for steric hindrance that limits the ability of
these esters to undergo intramoleuclar aminolysis. At pH 7-10,
propranolol esters have showed greater tendency to hydrolyze than
to undergo intramolecular aminolysis. The predominant factor that
determines the mode of the reaction whether to proceed with hy-
drolysis or intramolecular aminolysis mechanism is the bulkiness of
the amine moiety in the esters of B-aminoalcohols. Another factor
that affects the ratio hydrolysis vs. aminolysis is the steric proper-
ties within the structure, as it is seen with the low tendency of the O
-pivaloyl ester (5) to react via aminolysis compared to alkyl esters
2-4 (Fig. 8).

Fig. (8). Timolol ester 8.

Timolol prodrugs are more lipophilic than their active parent
drug, timolol, thus their permeation through the cornea is higher
than their parent drug. Timolol ester prodrugs increase timolol con-
centration in aqueous humor and decrease timolol systemic concen-
tration by 10 fold. Additionally, they increase the therapeutic index
of timolol by 15-fold and also showed prolonged duration of action
[12].

Moreover, various aliphatic esters of timolol, a non-selective P-
adrenergic receptor blocker, have been developed as prodrugs to
potentially diminish the systemic absorption and therefore side-
effects of topically applied timolol through increased corneal ab-
sorption [2].
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2.4. Cyclization-Elimination Due to a Carboxylate Group

Intramolecular cyclizations are not restricted to attack by nu-
cleophilic nitrogen (basic amino or acidic amido group). They can
also be catalyzed by nucleophilic oxygen, as in a carboxylate group,
a phenol or an alcohol. These reactions can also be proceeding by
catalysis of nucleophilic oxygen (phenol or an alcohol) such as the
hemiester prodrugs of phenol or paracetamol shown in Figure 9.
Three different mechanisms were proposed for these hydrolysis
reactions: acid- catalyzed, base-catalyzed, and an intramolecular
nucleophilic process resulting in a cyclization elimination reaction
(Fig. 9). In buffer solutions, the mechanism is pH dependent. At pH
7.4 and 37° C, the cyclization- elimination reaction was the domi-
nant, with t,, of 1 - 350 minutes. The number of promoiety substitu-
ents and their shape and the pK, of the phenol derivative influence
the reactivity of these prodrugs. The reactions of the succinate es-
ters at this physiological pH were about 150 times more potent than
their corresponding glutarate esters. In addition, it was found that
branching with methyl of the promoiety (X= CH2CH(CH3)CH2)
has increased the reactivity of the ester. The cleavage rate for
paracetamol esters (R = NHCOCHS3) was found to be 2-fold higher
than that of phenol esters (R = H). Generally, no or little enzyme’s
activity was seen in human plasma. This is in accordance with the
fact that hemiesters are known to be inert towards cholinesterase
enzyme [13].

2.5. Two Step Activation Prodrugs
2.5.1. General

In two-step activation of prodrugs the nucleophile is formed in
situ. Otherwise, it remains until the prodrug undergoes cleavage by
metabolism. Examples for such nucleophile are a phenol or an al-
cohol masked with a carboxylate ester. These kinds of prodrugs
release the corresponding active parent drugs via enzymatic and/or
nonenzymatic hydrolysis of their ester moiety which is followed by
an intramolecular nucleophilic attack.

An example for such approach is pilocarpine prodrugs that
aimed at improving ocular delivery (Figure 1). These prodrugs are
pilocarpic acid diesters characteristic with high lipophilicity. The
first activation step is removing the acetyl linker by an enzymatic

OH
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R
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PaN
+ HOOC™  “x —cooH
R
(i) (iii)

([ OTe=r
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Fig. (9). Mechanism of carboxylic acid hydrolysis, X=CH,CH(CH;)CH,, CH,CH,CH,,CH,C(CH3).CH,, R=H or NHCOCH3.
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hydrolysis of ester which is followed by a second step in which an
intramolecular nucleophilic attack is leading to a loss of the alcohol
linker and to a ring closing to yield pilocarpine [14].

p-Acetamidophenol amino acid esters (Figure 10) have been
suggested as useful and efficient prodrugs for p-acetamidophenol.
Stability and solubility in water for these prodrugs can be achieved
by selecting the appropriate amino acid group with the desired hy-
drophilic lipophilic balance value (HLB value) [13].

0 9 R= —H
)J\ _— R=
HN™ o 10 Y\NHZ
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OR NH,
o
12 R= W
OH

Fig. (10). p-acetamidophenol amino acid esters.

Investigations have shown that the pH-rate profile for ester 12
hydrolysis (Fig. 10) is totally different from that of esters 10 and
11. At pHs above the pK, of the carboxyl group of 12 its decompo-
sition rate was found to be unaffected by the pH of the medium and
the concentrations of the zwitterions 12a or the anion 12b were
essentially constant (Fig. 11). This phenomenon can be attributed to
the fact that the dominant reaction is intramolecular involving the
zwitterion of 12 (12a) at pH 2-6 and its anion (12b) when the pH of
the medium is 6 - 11.

At pH values slightly above the pK, of the carboxyl group of 12
(between pH 2 and 10), the hydrolysis of 12 is subjected to in-
tramolecular nucleophilic catalysis, and its rate value is higher than
that of ester 10. The main hydrolysis of aliphatic alcohol esters is
intermolecular reaction such as in the case of esters of a- and f -
aspartic acid and the intramolecular hydrolysis is rarely occurring.
The ethanolic esters of B -aspartic acid undergo slower hydrolysis
than the glycinate esters and the shapes of the pH-rate profiles for
the three systems are similar [13].

2.5.2. Therapeutic Advantages of Amino Ester Prodrugs

Amino acid ester prodrugs of the dopamine D2 agonist 5-OH-
DPAT L-valine and B-alanine prodrugs of 5-OH-DPAT may meet

(0] 0}
HoN )J\
2 %0/\0 Drug
R
13

15

Karaman et al.
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Fig. (11). p-Acetamidophenol amino acid esters.

the requisites for improved transport across the skin by iontophore-
sis for treatment of Parkinson disease [15].

Most striking effect was observed with the levels of glutathione,
GSH, as the glycine-acetaminophen prodrug significantly protected
the depletion of GSH when compared to its parent drug. Glycine-
acetaminophen prodrug showed remarkable potential in the field of
gastric and hepatic complications [16].

An ester prodrug approach for NSAID’s by which the carboxyl
group of the NSAID is blocked is another approach to reduce the
Gl toxicity associated with NSAIDs without affecting their activity.
Because of the low toxicity of the amino acids, they are considered
the best choice to be utilized as linkers for NSAIDs prodrugs. For
example, the basic a-amino group such as in prodrug 13 (Figure 12)
was found to enhance the water-solubility of the parent drug (Fig-
ure 12), however, it decreased the chemical stability. It is believed
that such behavior is a result of the presence of the protonated
amine group which enhances water solubility whereas the accelera-
tion in the hydrolysis rate of the prodrug is mainly due to the unpro-
tonated amine group which serves as a nucleophile resulting in
intramolecular rearrangement of the prodrug to yield the amide
drug. However, a number of prodrugs containing a secondary car-
bamate such as 14 (R; = R, = H), tend to form the corresponding N
acylamine via a rearrangement process (Fig. 13). This rearrange-
ment process is inhibited by the presence of bulky amino acids such
as Phe or Val and a carrier such as N- methyl glycine (sarcosine).
Figure 12 illustrates a number of aminocarbonyloxymethyl deriva-
tives of flufenamic acid and diclofenac containing amino acid am-
ides as carriers. This carrier replacement decreases the carbamate
pK, in 1.2 units and therefore it inhibits the O—N rearrangements
when compared with 14.

R3O\[(l\ '}l)]\o/\o

14

Drug

Fig. (12). Chemical structures of amino acid ester 13 and amino acid amides 14 and 15.
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Fig. (14). Carbamate prodrugs 16 and 19 and their cleavage reactions to phenol 17 and alcohol 20, respectively.
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Fig. (15). N-Mannich basses of salicylamide.

The differences in the pK, and bulkiness of the terminal amino
acid amide and ester groups lead to a large difference in the chemi-
cal reactivity of both amino acid ester 13 and amide 14 [17].

In this approach, the prodrug is intraconverted to its active par-
ent drug by an intramolecular cyclization-elimination and the in-
termolecular cleavage of the ester bond by hydrolysis is not ob-
served. By this approach, the prodrug releases its corresponding
active parent drug in rates that are solely determined by the in-
tramolecular ring-closing reaction.

Studies have shown that carbamate prodrugs of alcohols such as
19 undergo cyclization reactions in slower rates than carbamate

prodrugs of phenols such as 16 (Fig. 14) [18]. On the other hand,
N-Mannich bases of salicylamide (Fig. 15) as prodrugs for amines
undergo cleavage into their corresponding parent drugs in much
slower rates than their corresponding N-Mannich bases of alkyl
amides (Fig. 15) [17].

2.6. Basic Esters

Basic esters are esters involving a basic group in their alkyl part
or in their acyl moiety and are considered important for the prodrug
approach. These esters are characterized with good water solubility
and are ready to be chemically hydrolyzed at physiological pH. In
addition, their binding to carboxylesterase is very weak. Examples
for such compounds are the amino esters (compounds 22-24 in Fig.
16) which their hydrolysis rates are largely affected by steric ef-
fects.

For instance, a study has showed that aryl esters of 2-
aminocarboxylic acid such as compound 23, 4- nitrophenyl 2-
aminocyclohexanecarboxylate, aryl = 4-NO2-C6H4, Figure 16)
underwent hydrolysis in pH 7 in higher rates than their correspond-
ing lacking the amine moiety [19].

Various promising applications of a-amino acid esters have
been published in recent years, such as valaciclovir, the L-valyl
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ester of acyclovir, anti-viral agent, which showed encouraging
pharmacokinetic results in the rat and monkey. For example, there
was significant improvement in the oral bioavailability of acyclovir
using the prodrug approach over the limited bioavailability of the
drug itself. Interestingly, the rat liver enzyme that hydrolyzes
valaciclovir, showed high selectivity for various amino acid esters
of acyclovir, differently from typical esterases and peptidases. Re-
cently, the L-aspartate p-ester, and L-lysyl and L-phenylalanyl es-
ters of acyclovir were prepared and examined as prodrugs for nasal
absorption. The aspartate B -ester was the most stable, and was also
the only one to be detectably absorbed, seemingly by active uptake

[19].
HoN LT coor
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Fig. (16). Hydrolysis of basic esters, R=aryl or aryl methyl.
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3. AMIDE PRODRUGS

Prodrug design has been used to improve physicochemical
characteristics of amine drugs, by improving the metabolic stability
and decreasing ionization of the amine parent drugs resulting in
improvement of its membrane penetration. Intramolecular cycliza-
tions have been proposed to release the parent drug [2].

Vigroux and coworkers reported the synthesis of mutual pro-
drugs of benzoxazolones and oxazolidinones. In the cases of pro-
drugs of chlorzoxazone, 6-benzoylbenzoxazolone and 5-benzoyl-
benzoxazolone with paracetamol, the activation of these prodrugs
involves cyclization reaction that is independent on enzymes ca-
talysis (Fig. 17). While the activation of prodrugs of oxazolidinones
(metaxaloned and mephenoxalone) with paracetamol involve two
steps, the first depends on plasma enzymes to form the intermediate
2-hydroxypropyl isocyanate, which is then converted spontaneously
by intramolecular cyclization to the active oxazolidinones drugs
(Fig. 18) [20].

Fredholt and Bundgaard synthesized and studied 13 phenyl car-
bamate prodrugs to determine the effect of R;, R, and Rz on the rate
of intramolecular regeneration of the parent phenol (Figure 19)
[21]. They concluded that when R; is hydrogen the rate is much
higher than when it is methyl or ethyl. Bulky R, groups decreased
the reactivity of these prodrugs since the amide attack on the car-
bamate becomes difficult, while increasing the polarity of R, group
increased the prodrug reactivity. The decrease in the pK, of Rz in-
creases the intramolecular cyclization rate by making the phenolate
ion a better leaving group [21]. Carbamate prodrugs were further

H o N
= N o =
x— —» X— | o+ rO°
@%XOR @‘}g:
H

K_y ROH

H
= N
L=

Fig. (17). Intramolecular activation of benzoxazolones prodrugs: chlorzoxazone, X = 5-Cl; 6-Benzoylbenzoxazolon, X= 4-benzyl; 5-benzylbenzoxazolone, X=

5-benzyland R= paracetamol in all three prodrugs.
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Fig. (18). Intramolecular activation of oxazolidinones prodrugs: metaxalone, X = 3, 5(Me),;mephenoxalone, X = 2-OMe;R= paracetamol in both prodrugs.
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Fig. (19). Carbamate prodrugs activation.

studied using phenol as a model for phenol containing drugs having
low bioavailability due to first pass metabolism. A Study of 9 com-
pounds with different substituents at the nitrogen atoms (Fig. 20)
demonstrated that the carbamate prodrugs were stable in acidic
conditions and were not affected by liver or plasma enzymes. While
the rate of intramolecular cyclization was not affected by enzymes
it was greatly influenced by the steric effect of the substituent
groups at the amine nitrogen [22].

R1
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I Ho 7/ “H
o] R3
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CH3 CH3 CH3
CH,CH; CH,CH; CH,CH,
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CH,CH; CH;  CH,
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@

CH; H
CHZCH3 CH2CH3 H
H CH;  CHs
H CH; H
H H H

Fig. (20). Chemical structure of phenyl -N-(2- aminoethyl) carbamates.

Basic carbamate prodrugs were developed in which the mecha-
nism of the release of the parent drug is intramolecular and not
enzymatic (Fig. 15). A study on these prodrugs confirmed that 4-
hydroxyanisole is formed by cyclization and that the nonprotonated
amine is essential for the reaction, which is fast at pH 7.4 compared
to lower pHs. This difference in reaction rates is dependent on the
environmental pH and structure and can be utilized for the devel-
opment of prodrugs [18].

Current Organic Chemistry, 2015, Vol. 19, No. ?? 9
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Doxorubicin hydrazone and hydrazine carboxylate prodrugs
were developed in order to be targeted to tumors. Hydrazine car-
boxylate and hydrazone designed to be linkers between doxorubicin
and a polymer. The study of these prodrugs confirmed that the
product of cyclization is due to intramolecular reaction in which the
hydroxyl on C14 attacks the carbonyl group in the hydrazone (Fig.
21) [23]. Activity of the cyclization product has not been studied
neither in vivo nor in vitro, since doxorubicin itself is ineffective in
inhibition of tumor growth rate in murine B16F10 melanoma ani-
mal model without a carrier [24]. It is expected that this conjugate
will be less active than doxorubicin and the free doxorubicin will
not be highly active [23].

Fig. (21). Intramolecular cyclization of doxorubicin prodrug.

Prednisolone prodrug was designed as prednisolone 21-
hemisuccinate p-cyclodextrin. This prodrug is converted in-
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Fig. (22). Intramolecular hydrolysis mechanism for prednisolone 21-hemisuccinate B-cyclodextrin, CYD = cyclodextrin, PD = Prednisolone.
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Fig. (23). A strategy of water soluble prodrugs that provide the active parent
drug via an intramolecular reaction.

tramolecularly to prednisolone (Fig. 22). The rate of the reaction is
increased with an increase in the pH. This indicates that the nucleo-
philic amide group attacks the ester group and causes the release of
prednisolone [25]. Prednisolone succinate a-cyclodextrine prodrug
was also synthesized and studied in vitro, this prodrug showed
slower hydrolysis compared to the prednisolone succinate B-
cyclodextrin, therefore it was used for in vivo studies. In vivo stud-
ies in irritable bowel syndrome rat model indicated that Predniso-
lone succinate o-cyclodextrine alleviated systemic side effects,
since the amount of prednisolone absorbed from the upper gastroin-
testinal tracts was much smaller than that absorbed when predniso-
lone administered orally alone. In addition, this prodrug also main-
tained the therapeutic anti-inflammatory effects [26].

4. INTRAMOLECULAR ACTIVATION OF WATER-
SOLUBLE PRODRUGS OF HIV-PROTEASE INHIBITOR

A strategy of water soluble prodrugs of HIV-protease inhibitor
was developed to release the active parent drug via an intramolecu-

lar process [2, 27, 28].

These prodrugs have two useful unites, a water solubilizing
group and self-cleavable spacer, which are linked in tandem to the
parent drug (Fig. 23). The intraconversion of these prodrugs to their
active drugs is via a chemical degradation at the spacer. This cleav-
age is based on intramolecular cyclization-elimination involving the
formation of an imide formation upon exposure to physiological
environment [2, 27, 28].

A number of water-soluble KNI-727 prodrugs having different
conversion times (4 minutes to 34.3 hours) were synthesized by
structural alteration on the solubilizing moiety (Fig. 24) [2,28]. It
was found that introducing bulky cyclic tertiary amines with differ-
ent electronic properties (25a-c in Fig. 25) enhanced the intracon-
version, due to the fact that bulky cyclic structures force the tert-
amino group into a suitable conformation for a proton abstraction
on the neighboring-group rather than providing a steric hindrance
[1]. It was reported that the half-life value of compound 25a is
about 10 times higher than that of prodrug 25b, which could be
explained by the high electron- inductive effect that might be
caused by the morpholine oxygen. Furthermore, introduction of
propyl morpholine (25c) displayed a further increase in the half-life
value because an addition of methylene increases the electron do-
nating effect. Possibly more difficult to make six membered transi-
tion state for deprotonation compared to five membered TS which
would be more plausible for increasing half-life (Fig. 24) [1, 28].

In addition, It was demonstrated that an increase in the water
solubility of these prodrugs resulted in improvement of their gastro-
intestinal absorption.

It was found that the biological activity of the AZT-KNI pro-
drug was 920 and 62 times more potent than that of KNI-727 and

AZT, respectively [1, 28].
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Fig. (24). Activation of water-soluble prodrugs of KNI-727, 25a-c via Intramolecular process.
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Fig. (26). Bioreductive delivery of quinone propionic delivery system.

A number of promoieties connecting the hydroxyl of KNI-727
to 3-azido-3-deoxythimidine (AZT) were also studied by the same
research group. Under mild alkaline conditions, these linkers were
found to provide the active parent drug, KNI-727, through in-
tramolecular cyclization involving an imide formation (Fig. 25) [29,
30].

5. THE ACTIVATION OF BIOREDUCTIVE PRODRUGS
THAT UNDERGO INTRAMOLECULAR CYCLIZATION
FOLLOWING CHEMICAL REDUCTION

Hypoxia appears to be a popular and unique feature of cells in
solid tumors [31-36] and it has been reported to exist in a variety of
other diseases [31]. Bioreductive prodrugs were designed to selec-
tively target the hypoxic cells in malignant tumors and release cyto-
toxic species after metabolic reduction [31-36]. This section will
focus on the activation of bioreductive prodrugs that undergo in-
tramolecular cyclization following chemical reduction.

OH

The three main classes of bioreductive drugs are quinones, N-
oxides and hetero-aromatic nitro groups. However, activation of
bioreductive prodrugs that undergo intramolecular cyclization fol-
lowing chemical reduction has only tested with nitroaromatic and
quinone compounds [33, 36].

5.1. Quinone as Bioreductive Prodrugs Targeting the Hypoxic
Cells in Tumors

An early approach for hypoxia-selective delivery agents is the
one utilized the quinone propionic delivery agent; the benzoquinone
proceeds as a trigger and the propionic carrier works as the linker
while a trimethyl lock provides the steric hindrance necessary to
optimize a ring closure [37, 38]. Steric hindrance arises from the
methyl groups (termed ‘trimethyl lock’) has been represented to
greatly enhance lactonization processes [39, 40]. Metabolic reduc-
tion of the benzoquinone triggers intramolecular cyclization to gen-
erate a lactone and release the drug (Fig. 26) [41]. A comprehen-
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Fig. (28). Reduction, cyclization and releasing of aromatic mustard.

sive study of the trimethyl lock facilated lactonization has been
represented [39].

Prodrug 27 was developed to release the parent drug 26 after a
reduction of the quinone system under hypoxic conditions, followed
by formation of bioreduction product (lactone) 28 and a release of
the parent drug, melphalan methyl ester; MME, 26 (Fig. 27) [33,
42-43].

Upon chemical reduction with sodium borohydride in phos-
phate buffer (pH = 7.4) a formation of lactone and a release of the

Drug release

Intramolecular cyclisation

Cl
OH

H + /©/N\/\CI
NH H,N

drug was indeed observed. No biological data of these compounds
has been reported yet [33].

5.2. Nitroaromatics As Hypoxia-Selective Delivery Agents

Developing anticancer drugs that could be selectively activated
under hypoxic conditions was attempted by Denny and coworkers
who developed few nitro aromatic mustard prodrugs which in vivo
were converted to the corresponding hydroxylamino derivatives (29
in Fig. 28). In the hypoxic cells in malignant tumors, nitro groups
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Fig. (29). Trimethyl lock-based prodrugs.

are reduced into amino groups to trigger cyclization and result in a
release of these cytotoxic aromatic mustards (Fig. 28) [1, 32, 33].

5.3. Trimethyl Lock-Based Prodrugs

The accepted definition of the Thorpe-Ingold or gem-dialky! ef-
fect is the increase in both rate and equilibrium constants of cycliza-
tion reactions resulting from placing groups in the linking chain.
The effect of gem-dialkyl substitution is explained in terms of strain
enhancement and reduced entropy of rotation in the open-chain
moiety. It is well documented that the Thorpe-Ingold effect on the
formation of normal rings varies considerably, and depends on both
the type of reaction and the position of the group(s) in the chain.

A “trimethyl lock” system has been known to facilitate lactoni-
zation reactions of o-hydroxylphenylpropionic acid and its deriva-
tives with an effective molarity of 10 [44]. These facile lactoniza-
tion reactions have been used by Borchardt and co-workers to de-
velop redox-, esterase-, [45-47] and phosphatase-sensitive prodrug
systems [48] and an esterase sensitive cyclic prodrug system for
peptides (Fig. 29) [49, 50].

The esterase-sensitive prodrug system was adjusted with anis-
idine as an amine model. The prodrug was found under all condi-
tions to degrade with half-life values of 12 minutes under exposure
of porcine liver esterase, 54 minutes upon exposure to plasma and
475 minutes in plasma containing diisopropylfluorophosphate [47].

The redox sensitive prodrug concept was studied with both
aromatic and aliphatic amines [45, 51, 52]. The reduction of qui-
none portion of prodrugs 30-32 (Fig. 29) generates the intermediate
hydroquinone which rapidly lactonizes, yielding the corresponding
parent drug. Following reduction to hydroquinone (X=OH) the
half-life values of these prodrugs were found in the range 1.4 to 3.4
minutes [45].

The pharmaceutical properties of several drugs were improved
by using the two-step prodrug approach based on *‘trimethyl lock”
concept. For example, the “trimethyl lock” prodrug process has
been shown to increase ganciclovir (antiviral) oral bioavailability.
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This prodrug increased oral bioavailability by four folds [53, 54]. In
an effort to increase the oral water solubility of the anticancer agent
paclitaxel, its phosphatase-sensitive prodrug was made by using the
“trimethyl lock” approach. This prodrug was shown to hydrolyze
quickly to taxol upon exposure to alkaline phosphatases (within 25
minutes) [53, 55].

In another study, the efficacy of daunorubicin against ovarian
cancer was increased upon conjugation of the drug with PEG that
functions via a trimethyl lock lactonization [53, 56]. More recently,
Raines and co-workers designed latent fluorophores based on the
trimethyl lock approach. These fluorophores are essential probes for
basic research in biochemical and biological sciences [57, 58].

6. ENZYME MODELS

Over the past six decades pioneer studies by Bender, Jencks,
Bruice, Benkovic, Menger, Kirby, Walesh and others have contrib-
uted for und Understanding the most important question in bio-
chemistry “how enzymes catalyze biochemical transformations” ?

Generally, enzymatic reactions rates are about 10 - 10?°-fold
higher than their non-enzymatic counterparts. For example, bio-
chemical transformation catalyzed by orotidine monophosphate
decarboxylase are enhanced by 10''-fold whereas those involving
the enzyme cyclophilin are accelerated by only 10°-fold. It is be-
lieved that the extraordinary rates enhancement achieved by en-
zymes is due to the substrate binding onto the active site of the
enzyme [59-63].

The resemblance between intramolecularity and enzymes has
encouraged scientists to design and synthesize chemical devices
having two reactive centers that undergo intramolecular reactions.
Unraveling the mechanisms of these intramolecular processes has
helped in comprehending the efficient catalysis by enzymes [64-
66]. During the past sixty years proposals were emerged from trials
to interpret variation in efficiency versus alteration in the chemical
features in such intramolecular devices. Among those chemical
devices or enzyme models: (1) ‘‘orbital steering’ proposal by
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Fig. (30). Di-carboxylic semi-esters 33-38.

Koshland which relates accelerations in intramolecularity rate with
the attack angle of the nucleophile onto electrophile such as in the
acid-catalyzed lactonization of hydroxy acids [67]; (2) near attack
conformation or ‘‘proximity’” in intramolecular reactions as sug-
gested by Bruice and illustrated in the ring-closing of di-carboxylic
semi-esters [68-70]; (3) Cohen’s “‘stereopopulation control’” pro-
posed accelerations in rate as a result of freezing a molecule into a
productive conformation [71-73], (4) ‘‘spatiotemporal hypothesis’’
proposed by Menger which postulates that the interatomic distance
between the nucleophile and electrophile is linearly correlated with
the reaction rate of intramolecular process [74-78] and (5) proton
transfer models advocated by Kirby on the acid-catalyzed hydroly-
sis of acetals and N-alkylmaleamic acids which attribute the en-
hancement in rates to hydrogen bonding formation in the transition
states and their products [79-86].

Investigations on the role of chemical functional groups partici-
pate in intramolecular reactions have been conducted in order to
comprehend the importance of such groups in enzyme catalysis.
The mechanisms revealed from these studies have provided a clear
picture on the relationship between intramolecular reactivity and
chemical structure which consequently explains related aspects
involving in enzyme catalysis.

In this section, the mechanisms of a number of some enzyme
models that were proposed to comprehend the catalysis by enzymes
were explored using computational methods. The computational
approach used in this study involves calculations of ground and
transition states energies by different methods such as ab initio,
AM1 and density functional theory (DFT), and molecular mechan-
ics (MM), and correlations between experimental and calculated
rates. The computational methods used in this study are widely used
due to their precise prediction results and are considered as reliable
tools to predict potential drugs and prodrugs [87].

6.1. Bruice’s Enzyme Model Based on Ring-closing of Di-
carboxylic Semi-Esters

The hydrolysis of di-carboxylic semi-esters 33-38 (Fig. 30) was
investigated by Bruice and Pandit and their study demonstrated that
the relative rate (ki) for 38>37>36>35>34>33. This result was
explained on the basis that variation in rate is due to proximity fac-
tors; alkyl substituents on succinic acid derivatives affect the distri-
bution of conformations, the reactive gauche to unreactive anti
ratio. Based on this hypothesis, they suggested that gem-dialkyl
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groups magnify the formation of the more reactive conformer.
Thus, for cyclization to take place, both electrophile and nucleo-
phile must reside in the gauche conformation. In the reactant with-
out substituents, the electrophile and nucleophile are totally in the
anti-conformer for overcoming steric interactions [68-70].

Menger and Bruice attributed the phenomenon of rate en-
hancements in intramolecularity to the important role of the prox-
imity between the two reacting centers in the reactants [68-70, 74-
78]. The “spatiotemporal” hypothesis advocated by Menger is
summarized in an equation combining activation energy and intera-
tomic distance of the nucleophile and electrophile and based on
that, he proposed that significant rate enhancements in enzymatic
reactions are obtained by close proximity of the enzyme and sub-
strate reacting centers [74-78]. Differently, Bruice and Pandit have
ascribed the rate accelerations in biotransformation catalyzed by
enzymes to favorable “near attack conformations”. Based on this
hypothesis, molecules reside in reactive conformations will have
higher rates than those with unreactive conformers. Bruice’s idea
combines both the interatomic distance between the nucleophile
and electrophile and the angle of attack [68-70].

Contrary to the proximity orientation proposal, some other
chemists proposed that high rate enhancements observed in in-
tramolecular processes is due to steric factor [88, 89]. For testing
whether this high enhancements in rate obtained in the cyclization
of di-carboxylic semi-esters 33-38 is a result of proximity or strain
factors, we have calculated, using DFT at B3LYP/6-31G (d,p) and
HF/6-31G (d,p) levels, the energy profiles for the cyclization reac-
tions of 33-38. Our study revealed that the rate-limiting step is the
collapse of the tetrahedral intermediate and not its formation (Fig.
31). In contrast to Bruice’s and Pandit’s conclusion, our study dem-
onstrated that the rate enhancements are due to strain and not prox-
imity effects, “rotamer effect” [90].

Further, to investigate whether the differences in rates of proc-
esses 33-38 (Fig. 30) is due to proximity or strain energy, we have
calculated using MM2 method the strain energy values (Es) [91] for
the entities involved in 33-38. The strain energy values were plotted
against the experimental relative rate values (log k) [68-70] and
the results revealed a good correlation between both parameters
(equations 1 and 2). No correlation was observed between log K
and the interatomic distance between the nucleophile and electro-
phile (rgm)- This result strongly suggests that the determining factor
for the enhancements in the ring-closing reaction rate is strain ef-
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Fig. (31). A diagram showing the suggested mechanism for the cyclization of di-carboxylic semi-esters 33-38.

fects and not Bruice’s near attack proximity orientation [68-70].
Additional support to this conclusion was evident by the strong
correlation obtained from the plot of the activation energy values
(AG*120 and AG'gp) for 33-38 versus both log ke and the MM2
strain energy values, AEs (TS - AN) (equations 3 and 4).

1 AG*y0 B3LYP/6-31G (d,p) = -2.0657logkrel + 17.653 0.95

2 AG'gp B3LYP/6-31G (d,p) = -1.7747logkrel + 14.729 0.90

3 AG¥1120 B3LYP/6-31G (d,p) = -1.0467AEs (TS - AN) + 3.262
0.99

4 AG*ep B3LYP/6-31G (d,p) = -0.9101AEs (TS -AN) + 3.647
0.98

The main conclusions emerged from our computational study
include (i) the activation energy in 33-38 is a function of AEs, and
no correlation was found between the ring-closing rate and the in-
teratomic distance O1-C2. (ii) The transition states of the rate-
limiting step were found to be with an open cyclic ring. This pro-
vides support to the conclusion that AEs is the sole factor causing
the discrepancy in rates of 33-38. (iii) Reactants having high strain
energy values such as 38 are more reactive than the ones with less
strain energy values, and the reaction rate is proportionally corre-
lated with the transition state and the reactant strain energies (AES).
(iv) The activation energy for the reaction of reactants having bulky
substituents in their alkyl chains (strained reactants) is less than that
of the ones without substituents (unstrained reactants) [90].

6.2. Cohen’s Stereopopulation Control

About five decades ago, Cohen et al. have researched the lac-
tonization reaction of a number of hydroxyhydrocinnamic acids,
39-45 (Fig. 32). The study demonstrated reaction rates in the range
of 1 to 10™. The discrepancy in rates for the structurally different
hydroxyhydrocinnamic acids was attributed to the so called “‘stere-
opopulation control” [61-63]. Later, Cohen’s ‘‘stereopopulation
control” theory was criticized by others who suggested that the high
acceleration in rates determined by Cohen is due to a relief in strain
energy upon the lactonization process and not a result of stereo-
population control of the trimethyl lock system [88-89].

The controversy regarding the determining factor for the sig-
nificant accelerations in the reaction rates of hydroxyhydrocinnamic
acids 39-45 and hydroxy acids 46-50 (Fig. 32) has continued for
many years. For the verification of whether Cohen’s stereopopula-
tion control [61-63] or the relief in strain as proposed by Wilcox
and Winans [92] and confirmed by Houk’s calculations [88-89] is
in fact the determining factor for the acceleration in rates, we have
executed a comprehensive computational study using AM1 semi-
empirical, HF/6-31G(d,p) and DFT at B3LYP/6-31G(d,p) methods.
In this study we studied the following: (1) calculations of ground
state geometries and energies (AG°, AH® and AS°) of all the entities
involved in the reactions of 39-45, (2) calculation of the rotation
barriers of the side chain in 39-45 for determining whether the con-
formational restriction is crucial in the rate acceleration of the lac-
tonization process, (3) calculations of the activation energies (AG*)
for all steps involved. The calculation results revealed the follow-
ing: (1) contrary to Houk et al. [88-89] proposal, the lactonization’s
rate-limiting step of hydroxy acids studied is the formation of the
tetrahedral intermediate and not its dissociation (Fig. 33). The rate-
limiting step involves: (i) an attack of the hydroxyl (nucleophile) on
the carbon of C=0 (electrophile), (ii) a proton transfer from the
ether oxygen to O of the carboxylic group. The activation energy in
(ii) is dependent on the structural features of the hydroxy acid and
its value is a sum of the changes in entropy and enthalpy. Entropy
changes are predominant in the initial stage of the approach (C-O
distance is 4-2.5 A) and enthalpy changes are in the approach’s
second stage (C-O distance is 2.5-1.5 A). For example, in systems
41 and 42, the entropy change from the ground (C-O distance is
around 3 A) to the organized ground states (C-O distance is around
2.5 A) is less than that in 39 and 40 due to proximity. In a similar
manner, in the second stage, the enthalpy change for 41 and 42 is
less than that for 39 and 40 as a result of the proximity found in the
tri-methyl lock system. In step (i), the activation energy is almost
constant and not affected by the nature of the reactant.

(2) The computational methods utilized in this study provide a
tool for activation energy prediction if the attack angle and the in-
teratomic distance between the nucleophile and electrophile are
known. Using the equation of the calculated and experimental en-
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Fig. (32). Chemical structures for hydroxyhydrocinnamic acids 39-45 and
hydroxy acids 46-50.

ergy values potential hydroxy acids having high lactonization rates
can be predicted, (3) contrary to that proposed by Wilcox and Wi-
nans [92] ground state energies alone are not sufficient to estimate

Karaman et al.

rates, and it is a must to find a transition state along the reaction
path to calculate its energy (barrier).

As mentioned before, there are two different explanations for
rate enhancements in intramolecular processes and enzymes: Men-
ger [74-78] and Bruice [68-70] proximity hypothesis and Jencks
and others entropy driven process [88-89, 92, 93]. Our calculations
revealed that Jencks’s entropy proposal [93] does not apply to this
studied case, since our calculations demonstrate that there is no
change in entropy from GS; to TS (Fig. 34) and most entropy
changes happen during the pre-organization step. In addition, the
calculated frequencies revealed a constant ratio of the number of
frequencies < 1000 cm™ to the sum of frequencies from the GS, to
the TS (C-O distance between 2.5 - 1.5A, X and Y in Fig. 34). Fur-
thermore, our calculations revealed that the system studied is in a
perfect fit to the proximity proposal. The calculated ground state
energies indicate that 41 possesses a near attack conformation
(NAC), while 39 requires about 7 kcal/mol in order to reach the
NAC. This difference in energy is equal to 10°-fold in the rate ratio
of 41/39. In addition, we have demonstrated that in the approach’s
second stage the energy required for 39 to reach the transition state
is 7 kcal/mol higher than for 41 (10°-folds in 41/39 ratio rate). This
is due to the fact that the pre-organized structure of 41 is much
more favorable conformation for achieving efficient overlapping
than the pre-organized conformation of 39, which was found to
possess conformational changes during the second stage of the ap-
proach because of its high flexibility [94-96].

6.3. Menger’s Enzyme Model Based on Intramolecular Proton
Transfer in Kemp’s Acid Amides

Menger’s singularity model and spatiotemporal hypothesis pre-
dict that a good and efficient enzyme model could be made using

— HO OH

Fig. (33). Suggested mechanism for the lactonization of hydroxyhydrocinnamic acids 39-45 and hydroxy acids 46-50.
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Fig. (34). Suggested mechanism for the approach of the hydroxyl O to the carboxylic C in the lactonization of hydroxy acids. X and Y are the reactive centers.

rigid organic moieties having the two reacting centers at or near the
critical distance. One of the most striking enzyme models that meet
this requirement is the intramolecular-catalyzed hydrolysis of an
aliphatic amide (Fig. 35) [74]. Noting that an aliphatic amide is
very difficult to be hydrolyzed (more than 10-hour reflux in con-
centrated hydrochloric acid is needed for such hydrolysis). On the
other hand, when a carboxyl group is placed in positions 1 and 3
diaxial to the amide, the t;, value for the amide cleavage is 8 min-
utes at pH 7 and 21.5 °C. Although the structure shown in Figure
35 has two carboxyl groups, only a single carboxyl is necessary for
achieving an enzyme-like rate enhancement. It is worth noting that
the reaction of this aliphatic amide occurs through the more stable
structure B rather than structure A (Fig. 35).

H\2.76A
o)

o]
H \Oo%/ 0O--

A

Fig. (35). Conformations A and B for Menger’s reactive amide where B is
presumably the most reactive conformer.

The fundamental question of how enzyme catalysis is achieved
is yet to be unraveled [59-65]. This kind of understanding needs a
proven mechanism for the reaction, and a comprehensive knowl-
edge on the energy components, enthalpy and entropy of all entities
along the reaction profile [64-65]. One prominent example of en-
zyme models that were advocated for understanding enzyme cataly-
sis is the breakdown of Kemp’s di-acid amide 51 that was synthe-

sized by Menger and Ladika to explore the mechanism by which
chymotrypsin enzyme catalyzes biotransformation processes [74].
Enzymes such as chymotrypsin catalyze the cleavage of peptide
bonds via a nucleophilic attack of serine 195 of the enzyme onto the
amide unreactive carbonyl group resulting in covalently linked
substrate-enzyme intermediate. It was suggested that this break-
down of the peptide bond with chymotrypsin enzyme involves two
stages: ‘‘burst’” and ‘‘ping-pong’’. In other words, this enzymatic
reaction occurs in two steps; an acylation of the peptide which in-
volves a transfer of a proton to yield an acyl-enzyme intermediate
which subsequently followed by deacylation to allow the enzyme to
be freed to its original state [97, 98]. In the chemistry laboratory,
peptide cleavage rate is very slow; at pH 7 and room temperature,
the ty, is around 500 years, with the absence of strong acid [99,
100], whereas in the small intestines (pH 6.8), all proteins are hy-
drolyzed rapidly. This acceleration in rate is as a result of pepti-
dases catalysis through a proton transfer process [101].

HF/6-31G (d,p) and DFT at B3LYP/6-31G (d,p) level thermo-
dynamics and kinetics calculations for the amide breakdown of
Menger’s enzyme model, 51-61 (Fig. 36) were conducted to com-
prehend the significant rate acceleration brought about when these
amides stand in neutral aqueous solution at ambient temperature.
The aims of our computational study were: (1) to determine
whether those amides undergo rapid cleavage as a result of a proton
transfer reaction driven by proximity of the nucleophile (O6, see
Scheme 1) to the electrophile (H5, see Scheme 1), as proposed by
Menger [74], or whether it is a result of pseudoallylic (pseudo-A)
strain relief upon the breakdown of the distorted amide bond to
unstrained tetrahedral intermediate that is evolved upon the carbox-
ylic oxygen approach (04, see Scheme 1) towards the amide car-
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Fig. (36). Chemical structures of aliphatic amides 51-61.

bonyl carbon (C7, see Scheme 1), as was suggested by Curran and
others [102, 103].

The mechanistic study results illustrated in Figure 37 revealed
the following: (1) The barriers for the cleavage of amides 51- 61 at
a pH range where the carboxylic group is in its free acid form (un-
ionized) are much smaller than that through a proton transfer (route
b) from the carboxylic oxygen onto the amidic carbonyl carbon
(route a). For example, the B3LYP/6-31G (d,p) calculated activa-
tion energy in the gas phase for the hydrolysis of amide 51 via a
proton transfer (route b) is 45.18 kcal/mol less than that via route a.
(2) The HF and DFT calculated activation energy values for the
cleavage reactions of amides 51 and 52 are almost the same. This
result revealed that the presence of only one carboxylic group (am-
ide 52) is necessary for achieving the same enhancement as for the
reaction of amide 51. The calculation results are in agreement with
Menger’s experimental results [74]. (3) The calculated activation
energy in water for the breakdown of amide 53 was ~3 kcal/mol
less than that of amide 51. This slight difference in energy might be
due to the difference in the interatomic distances 51 and 53; H5—
06 distance (Scheme 1) in 51 is 2.9 A and in 53 is 3.0 A. This is in
agreement with the‘‘spatiotemporal hypothesis” and our calcula-
tions of other enzymes models [104-109].

In addition, the DFT calculations for the breakdown of Kemp’s
mono- and di-acid amides 51-61 demonstrate that a proton transfer
from the carboxyl into the amide carbonyl oxygen is the rate limit-
ing step in the acylolysis. It is suggested that enhancements in rate
are dependent on r and a (Scheme 1). In addition, it was found that
the activation energy (AG¥) is strongly correlated with % x sin (180
- o). Further, contrary to previous reports the pseudoallylic factor
has a negligible contribution if any to Kemp’s triacid tertiary am-
ides cleavage rates. Furthermore, our calculations propose a change
in the mechanism when changing the reaction pH. Therefore, pepti-
dase enzymes are too reactive at neutral pH while their efficiency is
drastically decreased at basic pHs.
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Scheme 1. Schematic representation for the cleavage of 51-61 showing the
interatomic distance between the reacting centers (r) and the attack angle
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6.4. Kirby’s Enzyme Model - Acid-Catalyzed Hydrolysis of N-
alkylmaleamic Acids

Among the most common biotransformation that enzymes cata-
lyze is the proton transfer reactions catalyzed by acid or base such
as in the cases of triose phosphate isomerase and A5-3-ketosteroid
isomerase. The findings that enzyme substrate interactions occur
between functional groups held closely encouraged scientists to
utilize intramolecularity in modeling the extremely high efficiency
of enzymes.

Kirby et al. have studied the acid catalyzed hydrolysis of
N-alkylmaleamic acids 62-68 to their corresponding maleamic ac-
ids and amines (Fig. 38). The study found that the reaction is re-
markably sensitive to the nature of the alkyl groups on the alkene
bond. In addition, it demonstrated that the range of the hydrolysis
rates for the studied dialkyl-N-methylmaleamic is more than
10%s™, and the “effective concentration” of the carboxyl group of
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Fig. (37). Suggested mechanism for the hydrolysis of aliphatic amides 51-
61.

the most reactive amide, dimethyl-N-n-propylmaleamic acid, is
greater than 10'° M. In addition, the study revealed that dimethyl-
N-n-propylmaleamic acid underwent cleavage to the more stable
dimethylmaleic anhydride in less than 1s at 39 °C < pH 3 [80]. In
addition, the study by Kirby revealed that the neighboring carboxyl
group is involved in the intramolecular nucleophilic catalysis which
causes the breakdown of the amide bond. Moreover, based on that
the isomaleimide was formed as intermediate and totally was con-
verted to into N-methylmaleamic acid (Fig. 39); Kirby concluded
that the collapse of the tetrahedral intermediate is the rate-limiting
step of the reaction [80]. On the other hand, Kluger et al. investi-
gated the intramolecular hydrolysis mechanism of a number of N-
alkylmaleamic acids having alkyl amine moieties with different
basicities [110]. Their study demonstrated that the factor affecting
the rate-limiting step is the leaving group basicity of the leaving
group and the solution acidity. In the early nineties, Katagi has
calculated the reaction mechanism using AM1 semiempirical
method and based on his study he concluded that the tetrahedral
intermediate formation is the rate-limiting step and not its collapse
[111]. For unraveling the factors playing dominant role in proton
transfer processes we have computationally studied the hydrolysis
of Kirby’s N-alkylmaleamic acids, 62-68.

The goals of our computational study were to: (i) examine if the
rate-limiting step in 62-68 is due to the tetrahedral intermediate
association or collapse, and to determine the factors responsible for
the extremely high rates achieved in the acid-catalyzed hydrolysis
of 63 and 66, (ii) assign the structural features associated with the
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Fig. (38). Chemical structures of N-alkylmalic acids 62-68.

significant reactivity in the hydrolysis for considering such factors
when investigating biotransformation catalyzed by enzymes.

0
NMe
NHMe
o — OH
° 0
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Fig. (39). Conversion of isomaleimide to N-methylmaleamic acid.

Using DFT calculation methods at B3LYP/6-31G (d,p),
B3LYP/311+G (d,p) levels and hybrid GGA (MPW1k) we have
computed the acid-catalyzed hydrolysis of maleamic (4-amino-4-
0x0-2-butenoic) acids (Kirby’s N-alkylmaleamic acids) 62-68 (Fig.
38) and the calculations confirmed that the reaction proceeds in
three steps: (a) a transfer of a proton from the carboxylic acid moi-
ety to the neighboring amide carbonyl followed by, (b) an attack of
the carboxylate anion onto the protonated amide carbonyl carbon
and the final step of the reaction involves (c) the tetrahedral inter-
mediate collapse to provide products (Fig. 40). In addition, the cal-
culation results revealed that reaction medium is a crucial factor in
determining the rate-limiting step of the reaction. The calculations
in the gas phase revealed that the rate-limiting step was the tetrahe-
dral intermediate formation, whereas the calculations in water
demonstrated that the tetrahedral intermediate collapse was the rate-
limiting step. In addition, when CH3NH, in 62-68 was replaced
with an amine having a low pK, the rate-limiting step was the
formation of the tetrahedral intermediate, such as in the case where
CH3NH,; was replaced with CF3NH, (see Fig. 40).

Furthermore, the calculation results demonstrated that the hy-
drolysis rate is dependent on the substituents on the C=C bond. It
was found that the rate of hydrolysis is a function of the tetrahedral
intermediate or product strain energies. High rates were found for
systems with unstrained tetrahedral intermediates or products
whereas systems with strained intermediates or products were asso-
ciated with low hydrolysis rates [112-115].

The fact that the calculated EM values were found to linearly
correlate with the experimental EM values establishes a credibility
to use DFT methods for calculating similar systems to that studied
herein [112-115].

6.5. Kirby’s Enzyme Model Based on Intramolecular Proton
Transfer in Acetals

Another important enzyme model that was computationally in-
vestigated by us is Kirby’s intramolecular proton transfer in acetals.
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The efficiency of proton transfer in Kirby’s enzyme models 69-76
(Figs. 41-43) were studied by computing the thermodynamic and
kinetic parameters for all entities involved in the reaction [65-66,
79, 81-86, 116-120].

The aim of this computational investigation was to: (a) deter-
mine the nature of the driving force(s) for the intramolecular gen-
eral acid catalysis (IGAC) in 69-76 (Figs. 41 and 42), and (b) to
assign the hydrogen bonding along the reaction and to determine
their role in the process.

Using HF/6-31G (d,p) and DFT B3LYP/6-31G (d,p) methods
the kinetic and thermodynamic parameters for the IGAC in proc-
esses 69-76 (Figs. 41 and 42) were calculated. 77 and 78 were cho-
sen to be used as intermolecular proton transfer processes for calcu-
lating the effective molarities (EM) of the intramolecular processes
69-72 and 73-76, respectively. Process 79 was studied to represent
a proton transfer process driven by “classical” general catalysis
(GAC) for comparisons with IGAC. The calculations revealed that
the following structural features should be included in a system for
an efficient proton transfer: (i) a short interatomic distance between
the nucleophile and electrophile (rgm, see Scheme 2) in the GM
which results in strong intramolecular hydrogen bonding, and (ii)
the attack angle o (see Scheme 2) in the GM should be close to
180°. Among systems 69-72 that were investigated, systems 69 and
72 were the most efficient since both comply with the two require-
ments (a= 170° and rgy = 1.7 A). System 74 is the most inefficient
since the attack angle and interatomic distance are quite different
from the optimal values, a=48° and rgy, = 3.7 A.

In order to test if the reaction mechanism for systems such as 69
occurs via efficient IGAC or GAC calculations for processes 77 and
79 were conducted; where process 77 involves intermolecular pro-
ton transfer from acetic acid to an acetal, and process 79 is similar
to that of 69 where acetic acid was replaced with a water molecule
as a proton donor to the acetal (Fig. 43). When the calculated DFT
activation energies for processes 77 and 79 were compared with
that of 69 it was found that IGAC for 69is much more efficient than
that of 77 and 79 by GAC (AG* value for 69 is 24.15 kcal/mol, and
for 77 and 79 are 38.55 kcal/mol and 53.14 kcal/mol, respectively).
This result confirms that the proton that catalyzes the breakdown of
the acetal group of 69 must be provided by the carboxyl group.
Thus the mechanism in systems such as 69 is via IGAC and not
GAC [116-120].

The EM values obtained indicates that 69 and 72 are the most
efficient processes among 69-76 (log EM 10-13) and among the
least efficient processes are 71, 75 and 76 with log EM <1. In addi-
tion, the calculations demonstrated that the proton transfer rate in
systems 69-76 is largely affected by geometrical parameters, par-
ticularly rgm, and a. The following requirements are necessary to
achieve efficient intramolecular proton transfer: (1) small values of
rem Which could result in obtaining strong intramolecular hydrogen
bonds, and (2) agy values at or near 180° for maximizing orbitals
overlapping. The equation AG*vs. rPgm X (1 + sin (180 - o) which
correlates calculated activation energy values with geometrical
parameters establishes an efficient and fruitful tool for the predic-
tion of reactions rates. The equation slope value is an indication to
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the mode by which the two reactive centers orchestrate in an in-
tramolecular process. In extrapolation of the calculation results to
enzymes we suggest that enzymes are very efficient in catalysis due
to their ability to hold the reacting centers in a range of contact
distances at the enzyme’s active site [64-66, 74-79, 81-86, 116-
120].

7. NEW PRODRUGS BASED ON THE ABOVE DISCUSSED
ENZYME MODELS [121-165]

The above mentioned computational studies on intramolecular-
ity have demonstrated that these chemical devices (enzyme models)
have the potential to be utilized as efficient prodrug linkers to be
attached to parent active drugs and upon in vivo administration they
will release the active drugs in a programmable manner by a chemi-
cal and not enzymatic process.

For instance, the aza-nucleoside azacitidine is administered by
SC injection and reached peak plasma concentration immediately
after administration. If a sustained release prodrug can be synthe-
sized, then Cpax associated adverse effects may be eliminated and
the drug’s duration of action will be longer resulting in potentially
more effective clinical profile. Another example of the same family,
decitabine is given by continuous IV infusion. If a prodrug that can
be degraded in programmable manner can be provided by SC injec-

tion this could provide a very good option for MDS maintenance
patients on treatment [121, 122].

Improvement of the pharmacokinetic properties and hence the
effectiveness of the marketed aza-nucleosides such as azacitidine,
cytarabine and decitabine may enhance the permeation of the the
aza-nucleoside through various administration routes, such as SC
injection route. This can be obtained by using the prodrug approach
in which the aza nucleoside drug is attached to a carrier moiety to
yield a chemical device capable of partitioning through the mem-
brane tissues and releasing the aza nucleoside drug in a controlled
manner.

Statins are a family of pharmaceuticals used for lowering cho-
lesterol levels in the blood. They are commonly applied for the
reduction of cardiovascular-related morbidity and mortality in pa-
tients with or at risk of coronary heart diseases. In the long and
complex biosynthesis of cholesterol in humans, the first and rate-
determining step is 3-hydroxy-3-methylglutaryl coenzyme A
(HMG-CoA) reductase which catalyzes the conversion of HMG-
CoA to mevalonic acid. Clinical studies have demonstrated that
statins are potent and competitive inhibitors of HMG-CoA reduc-
tase for cholesterol synthesis, thereby limiting the hepatic produc-
tion of low-density lipoprotein (LDL). The absorption of satins
such as simvastatin, atorvastatin and rosuvastatin is very rapid and
reaches peak plasma concentration within 4 hours after administra-
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tion, and all of statins have the liver as their target organ [123, 124].
Statins in general have a relatively low bioavailability mostly due to
the extensive first pass effect and/or bad solubility.

Increasing the usefulness of therapeutics can be achieved utiliz-
ing the prodrug approach strategy, because one can optimize any of
the absorption, distribution, metabolism and elimination (ADME)
properties of potential medicines to reach a satisfactory bioavail-
ability. Simvastatin solubility is the limiting factor for its bioavail-
ability as a result of slow tissue penetration therefore, it undergoes a
significant first pass effect; hence, improving its solubility and its
dissolution rate is a crucial for enhancing its bioavailability. Thus,
development of more hydrophilic prodrugs that have the potential
to liberate the active parent drug in physiological environments is a
significant challenge.

Aza-nucleosides prodrugs for myelodysplastic syndromes [125-
132] and statins prodrugs to reduce cholesterol levels in the blood
circulation [133-137] were designed and made utilizing the proton
transfer reaction in Kirby’s acetals. In these examples, the linker
was covalently bonded to the hydroxyl group of the parent drug
such that upon exposure to stomach, intestine, or blood circulation
the prodrug degrades in a rate that is only dependent on the struc-
tural features of the linker (Kirby’s acetal). Kinetics studies are
underway to determine the interconversion rates of the synthesized
prodrugs into their parent active drugs in different physiologic me-
dia and plasma [125-137].

On the other hand, tranexamic acid, a synthetic lysine amino
acid derivative. was synthesized to reduce and prevent hemorrhage
in hemophilia patients and decrease the frequency for replacement
therapy during tooth extraction. In addition, it is used in excessive
bleeding conditions. The availability of blood and fluid replacement
in most of third world countries is scarce. Among the approaches to
decrease the risk of maternal hemorrhage is to improve the avail-
ability of blood and fluid replacement. Another approach is to de-
crease the likelihood of maternal hemorrhage. Moreover, the above
mentioned treatments are intended for 1.V. administration which
may not be a viable option in the third world counties. Hence, the
possibility of using a cheaper oral treatment will be better suited for
such circumstances [138, 139].

The oral bioavailability of the amino acid tranexamic acid is
relatively low due to its ionization in physiologic environments
which results in poor absorption through membranes tissues. The
log P (partition coefficient) value for tranexamic acid is -1.6. Thus,
it is a necessity to design and synthesis more lipophilic prodrugs of
tranexamic acid that can improve the permeation of the drug and
consequently its oral bioavailability. In addition, tranexamic acid
prodrugs with certain linkers can provide a chemical device which
upon exposure to physiologic environment is able to release the
active parent drug in a slow release manner which might result in
better clinical outcome, more convenient dosing regimens and po-
tentially less adverse effects than the tranexamic acid.

Another important drug that suffers poor oral bioavailability is
acyclovir, a synthetic acyclic purine nucleoside derivative that is
the first anti-viral medicine to be licensed for the treatment and
prevention for viral infections result from herpes simplex (HSV),
varicella zoster (chicken pox) and herpes zoster (shingles). The
water solubility of acyclovir is very low and has a poor oral
bioavailability of 10-20%; therefore, 1.V. administration is a must if
large doses are required. Aciclovir reaches a peak plasma concen-
tration after 1-2 hours from its administration. It has a high distribu-
tion rate with about 30% is protein-bound in plasma. Aciclovir
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elimination half-life is about 3 hours. It is renally excreted by both
glomerular filtration and tubular secretion [140, 141].

Similarly, a number of tranexamic acid prodrugs for the treat-
ment of bleeding conditions [142] and acyclovir prodrugs as anti-
viral drug for the treatment of Herpes Simplex [113] were designed
and synthesized using Kirby’s N-alkylmaleamic acids enzyme
model as a linker.

In vitro Kinetic studied on these prodrugs have shown that the
interconversion rate of a prodrug can be programmed according to
the nature of the linker (Kirby’s N-alkylmaleamic acid). Strained
linkers provided interconversions with higher rates than those with
unstrained linkers.

Another example by which the prodrug approach utilizing in-
tramolecularity has achieved successes is the design and synthesis
of dopamine prodrugs. As it is well known, the death of dopamine
neurons in the nigrostriatal pathway results in shortage of dopamine
which causes Parkinson's disease. This disease is accompanied by a
loss of the ability to execute smooth and controlled movements.
Dopamine can be provided as a drug that acts on the sympathetic
nervous system to produce effects such as increased heart rate and
blood pressure. However, because dopamine cannot cross the
blood-brain barrier (BBB), when administered as a drug it does not
directly affect the central nervous system (CNS). For increasing the
concentrations of dopamine in the brains of Parkinson's disease
patients and dopa-responsive dystonia, levodopa (L-DOPA), the
precursor of dopamine, is administered since it can cross the blood-
brain barrier.

Levodopa is usually is given in combination with an inhibitor of
peripheral decarboxylation (DDC, dopa decarboxylase), such as
carbidopa or benserazide. Although this combination has shown
some enhancement in the bioavailability of dopamine, further modi-
fication on dopamine structural features still to be made in order to
provide a medication with very effective clinical profile [143, 144].

Based on the computational calculations done on the previously
mentioned enzyme models, prodrugs of dopamine to treat Parkin-
son’s disease [145] were made utilizing Menger’s Kemp acid en-
zyme model as the prodrug promoiety. In addition, dimethyl fu-
marate prodrugs for psoriasis treatment were designed, synthesized
and work in progress to determine their in vitro and in vivo kinetic
parameters [146]. It is worth noting that high oral doses of dimethyl
fumarate is needed to efficiently treat psoriasis, however, obtaining
a chemical device that can release the active drug in a sustained
release manner will be a good option to eliminate the adverse side
effects associated with the treatment of dimethyl fumarate in high
dosing and improve the therapeutic profile of the drug.

Following this approach we have succeeded to make bitterless
prodrugs to replace their corresponding bitter active drugs. Exam-
ples for this approach include antibacterial drugs, amoxicillin,
cephalexin and cefuroxime, and the pain Killer, paracetamol
[147,148]. The role of the linker in these prodrugs examples is to
block the amine or hydroxyl group responsible for bitter sensation.
In the antibacterial prodrugs the amine group is replaced with an
amide, thus inhibiting any interaction between the drug and the
bitter taste receptor.

In the case of paracetamol prodrugs the hydroxyl group on the
phenyl ring of paracetamol is believed to be the main contributor
for the bitter sensation of the drug presumably through hydrogen
bonds between the phenolic hydroxyl and the bitter taste receptor’s
active site. Masking hydroxyl in paracetamol with a linker is ex-
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pected to prevent any binding between paracetamol and the recep-
tor’s active site [147-165].

CONCLUSION

In order to avoid the disadvantages associated with the use of
enzymatic prodrug activation strategy, intramolecular activated
prodrug strategy has been developed. Cyclization activated pro-
drugs are widely used in ester and amide prodrugs. Ester prodrugs
are derived from carboxyl or hydroxyl containing drugs, including
pilocarpine acid double esters that are activated by base-catalyzed
lactonization, paracetamol dipeptide esters that intramolecularly
release diketopiprazine and paracetamol in vitro, ester prodrugs of
propranolol that were developed to increase parent drug bioavail-
ability and amino esters, an important class of prodrugs in which
the release rate of the parent drug is dependent on steric effect.

Amide prodrugs were also designed to improve physicochemi-
cal characteristics of amine drugs, these prodrugs include carbamate
prodrugs, quinone propionic acid prodrugs, doxorubicin hydrazone
and hydrazine carboxylate prodrugs, prednisolone  21-
hemisuccinate p-cyclodextrin prodrugs and HIV-protease inhibitor
prodrugs that were designed to increase water solubility, and to be
intramolecularly converted into their active drugs.

Furthermore, ab initio and DFT have proven to be effective in
predicting energies and release rates of prodrugs to their parent
drugs. Using this approach, tranexamic acid, atenolol, statins, phen-
ylephrine, atovaquone, aza-nucleoside, aciclovir, cefuroxime and
paracetamol prodrugs were designed, synthesized and their in vitro
kinetics were studied.

ABBREVIATIONS

HAS = Human serum albumin.
CPT = Camptothecin.

DPK = Diketopiprazine.

Leu = Leucine.

Phe = Phenylalanine.

Gly = Glycine.

Ala = Alanine.

Tyr = Tyrosine.

HIV = Human Immunodeficiency Virus
AZT = 3-azido-3-deoxythimidine
MME = Melphalan Methyl Ester

CONFLICT OF INTEREST

The authors confirm that this article content has no conflict of
interest.

ACKNOWLEDGEMENTS

The Karaman Co. is thanked for support of our computational
facilities. Special thanks are also given to Angi Karaman, Natali
Karaman, Sireena Karaman, Rowan Karaman and Nardene Kara-
man for technical assistance.

REFERENCES

[1] Gomes, P.; Vale, N.; Moreira, R. Cyclization-activated prodrugs. Molecules,
2007, 12(11), 2484-2506.

[2] Shan, D.; Nicolaou, M.G.; Borchardt, R.T.; Wang, B. Prodrug strategies

based on intramolecular cyclization reactions. J. Pharm. Sci., 1997, 86(7),
765-7.

[31

[4]

[5]

[6]

[71

[8]

[9]

[10]

[11]

[12]

[13]

[14]

[18]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

Karaman et al.

Bundgaard, H.; Falch, E.; Larsen, C.; Mosher, G.L.; Mikkelson, T.J.
Pilocarpic acid esters as novel sequentially labile pilocarpine prodrugs for
improved ocular delivery. J. Med.Chem., 1985, 28(8), 979-981.

Mosher, G.L.; Bundgaard, H.; Falch, E.; Larsen, C.; Mikkelson, T.J. Ocular
bioavailability of pilocarpic acid mono-and diester prodrugs as assessed by
miotic activity in the rabbit. Int. J. Pharm., 1987, 39(1), 113-120.
Al-Ghananeem, A.M.; Crooks, P.A. Phase | and phase Il ocular metabolic
activities and the role of metabolism in ophthalmic prodrug and codrug
design and delivery. Molecules, 2007, 12(3), 373-388.

Song, L.; Bevins, R.; Anderson, B.D. Kinetics and mechanisms of activation
of a-amino acid ester prodrugs of camptothecins. J. Med. Chem., 2006,
49(14), 4344-4355.

Deshmukh, M.; Chao, P.; Kutscher, H.L.; Gao, D.; Sinko, P.J. A series of o-
amino acid ester prodrugs of camptothecin: In vitro hydrolysis and A549
human lung carcinoma cell cytotoxicity. J. Med. Chem., 2010, 53(3), 1038-
1047.

Santos, C.; Mateus, M.L.; Dos Santos, A.P.; Moreira, R.; de Oliveira, E.;
Gomes, P. Cyclization-activated prodrugs. Synthesis, reactivity and toxicity
of dipeptide esters of paracetamol. Bioorg. Med. Chem. Lett., 2005, 15(6),
1595-1598.

Lacy, A.; O'Kennedy, R. Studies on coumarins and coumarin-related
compounds to determine their therapeutic role in the treatment of cancer.
Curr. Pharma. design, 2004, 10(30), 3797-3811.

Wang, B.; Wang, W.; Zhang, H.; Shan, D.; Smith, T.D. Coumarin-based
prodrugs 2. Synthesis and bioreversibility studies of an esterase-sensitive
cyclic prodrug of dadle, an opioid peptide. Bioorg. Med. Chem. Lett., 1996,
6(23), 2823-2826.

Buur, A.; Bundgaard, H.; Lee, VV.H. Prodrugs of propranolol: Hydrolysis and
intramolecular aminolysis of various propranolol esters and an oxazolidin-2-
one derivative. Int. J. pharmaceut., 1988, 42(1), 51-60.

Ye, T,; Yuan, K.; Zhang, W.; Song, S.; Chen, F.; Yang, X.; Wang, S.; Bi, J.;
Pan, W. Prodrugs incorporated into nanotechnology-based drug delivery
systems for possible improvement in bioavailability of ocular drugs delivery.
Asian. J. Pharm. Sci., 2013, 8(4), 207-217.

Kovach, I.M.; Pitman, .H.; Higuchi, T. Amino acid esters of phenols as
prodrugs: Synthesis and stability of glycine, B-aspartic acid, and a-aspartic
acid esters of p-acetamidophenol. J. Pharm. Sci., 1981, 70 (8), 881-885.
Testa, B.; Mayer, J.M. Design of intramolecularly activated prodrugs. Drug
Metab. Rev., 1998, 30(4), 787-807.

Graan, J.D. Synthesis and evaluation of dopaminergic prodrugs designed for
transdermal iontophoretic drug delivery: Highly water-soluble amino acid
ester prodrugs applicable for the treatment of Parkinson's disease. PhD
thesis, University of Groningen, May 2012.

Parashar, A. Pharmacological screening of glycine amino acid prodrug of
acetaminophen. Indian J. of pharmacol.,2015, 47(2), 202.

Ribeiro, L.; Silva, N.; lley, J.; Rautio, J.; Jarvinen, T.; Mota-Filipe, H.;
Moreira, R.; Mendes, E. Aminocarbonyloxymethyl ester prodrugs of
flufenamic acid and diclofenac: Suppressing the rearrangement pathway in
aqueous media. Arch. Pharm., 2007, 340(1), 32-40.

Saari, W.S.; Schwering, J.E.; Lyle, P.A.; Smith, SJ.; Engelhardt, E.L.
Cyclization-activated prodrugs. Basic carbamates of 4-hydroxyanisole. J.
Med. Chem., 1990, 33(1), 97-101.

Testa, B.; Mayer, J.M. Hydrolysis in drug and prodrug metabolism;Wiley-
VCH Weinheim: Germany, 2003.

Vigroux, A.; Bergon, M.; Zedde, C. Cyclization-activated prodrugs: N-
(substituted 2-hydroxyphenyl and 2-hydroxypropyl) carbamates based on
ring-opened derivatives of active benzoxazolones and oxazolidinones as
mutual prodrugs of acetaminophen. J. Med. Chem., 1995, 38(20), 3983-3994.
Thomsen, K.F.; Bundgaard, H. Cyclization-activated phenyl carbamate
prodrug forms for protecting phenols against first-pass metabolism. Int. J.
Pharm., 1993, 91(1), 39-49.

Thomsen, K.F.; Strgm, F.; Sforzini, B.V.; Begtrup, M.; Mgrk, N. Evaluation
of phenyl carbamates of ethyl diamines as cyclization-activated prodrug
forms for protecting phenols against first-bass metabolism. Int. J. Pharm.,
1994, 112(2), 143-152.

Lee, C.C.; Cramer, A.T.; Szoka, F.C., Jr.; Frechet, JM. An intramolecular
cyclization reaction is responsible for the in vivo inefficacy and apparent pH
insensitive hydrolysis kinetics of hydrazone carboxylate derivatives of
doxorubicin. Bioconjugate chem., 2006, 17(5), 1364-8.

Seymour, L.; Ulbrich, K.; Steyger, P.; Brereton, M.; Subr, V.; Strohalm, J.;
Duncan, R. Tumour tropism and anti-cancer efficacy of polymer-based
doxorubicin prodrugs in the treatment of subcutaneous murine B16F10
melanoma. Br. J. Cancer, 1994, 70(4), 636.

Yano, H.; Hirayama, F.; Arima, H.; Uekama, K. Hydrolysis behavior of
prednisolone  21-hemisuccinate/beta-cyclodextrin ~ amide  conjugate:
Involvement of intramolecular catalysis of amide group in drug release.
Chem. pharm. Bull., 2000, 48(8), 1125-8.

Bilkova, E.; Imramovsky, A.; Sedlak, M. Recent advances in the design and
synthesis of prednisolone and methylprednisolone conjugates. Curr.Pharm.
Des., 2011, 17(32), 3577-3595.

Matsumoto, H.; Sohma, Y.; Kimura, T.; Hayashi, Y.; Kiso, Y. Controlled
drug release: New water-soluble prodrugs of an HIV protease inhibitor.
Bioorg. Med. Chem. Lett., 2001, 11, 605-609.



Intramolecular Processes and Their Applications in Prodrugs

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]
[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[51]

[52]

[53]

[54]

Sohma, Y.; Hayashi, Y.; Ito, T.; Matsumoto, H.; Kimura, T.; Kiso, Y. Devel-
opment of water-soluble prodrugs of the HIV-1 protease inhibitor KNI-727:
Importance of the conversion time for higher gastrointestinal absorption of
prodrugs based on spontaneous chemical cleavage. J. Med. Chem., 2003, 46,
4124-4135.

Matsumoto, H.; Kimura, T.; Hamawaki, T.; Kumagai, A.; Goto, T.; Sano, K.;
Hayashi, Y.; Kiso, Y. Design, synthesis, and biological evaluation of anti-
HIV double-drugs: Conjugates of HIV protease inhibitors with a reverse
transcriptase inhibitor through spontaneously cleavable linkers. Bioorg. Med.
Chem., 2001, 9, 1589-1600.

Matsumoto, H.; Hamawaki, T.; Ota, H.; Kimura, T.; Goto, T.; Sano, K.;
Hayashi, Y.; Kiso, Y. ‘Double-drugs’—A new class of prodrug form of an
HIV protease inhibitor conjugated with a reverse transcriptase inhibitor by a
spontaneously cleavable linker. Bioorg. Med. Chem. Lett., 2000, 10, 1227-
1231.

Jaffar, M.; Williams, K.J.; Stratford, 1.J. Bioreductive and gene therapy
approaches to hypoxic diseases. Adv. Drug Deliv. Rev., 2001, 53, 217-228.
Guan, X. Metabolic activation and drug targeting. In: Drug Delivery: Princi-
ples and Applications; Wang, B.; Siahaan T.J.; Soltero. R., Eds.; John Wiley
& Sons Inc: Hoboken, NJ, USA, 2005; pp. 201-244.

Groot, F.M.D.; Damen, E.W.; Scheeren, H.W. Anticancer prodrugs for
application in monotherapy targeting hypoxia, tumor-associated enzymes,
and receptors. Curr. Med. Chem., 2001, 8, 1093-1122.

Rauth, A.; Melo, T.; Misra, V. Bioreductive therapies: An overview of drugs
and their mechanisms of action. Internat. J. of Radi. Onco. Bio. Phys., 1998,
42,755-762.

Denny, W.A. The design of selectively-activated prodrugs for cancer chemo-
therapy. Curr. Pharm. Des., 1996, 2, 281-294.

Denny, W.A. Prodrug strategies in cancer therapy. Eur. J. Med. Chem.,
2001, 36, 577-595.

Carpino, L.A.; Triolo, S.A.; Berglund, R.A. Reductive lactonization of
strategically methylated quinone propionic acid esters and amides. J. Org.
Chem., 1989, 54, 3303-3310.

Chikhale, P.; Gharat, L.; Visser, P.; Brummelhuis, M.; Guiles, R.; Borchardt,
R. Tumor targeted prodrugs: Redox-activation of conformationally-
constrained, bioreductive melphalan prodrugs. Proc. Am. Assoc. Cancer
Res., 1997, 38, 432-433.

Wang, B.; Nicolaou, M.G.; Liu, S.; Borchardt, R.T. Structural analysis of a
facile lactonization system facilitated by a “trimethyl lock”. Bioorg. Chem.,
1996, 24, 39-49.

Naughton, D.P.; Ferrer, S.; Threadgill, M.D. Drug targeting using bioreduc-
tive delivery systems. Proceed. Indian Natl. Sci. Acad., 2002, 68, 371-377.
Naughton, D. Drug targeting to hypoxic tissue using self-inactivating
bioreductive delivery systems. Adv. Drug Deliv. Rev., 2001, 53, 229-233.
Gharat, L.; Taneja, R.; Weerapreeyakul, N.; Rege, B.; Polli, J.; Chikhale,
P.J. Targeted drug delivery systems 6: Intracellular bioreductive activation,
uptake and transport of an anticancer drug delivery system across intestinal
Caco-2 cell monolayers. Int. J. Pharm., 2001, 219, 1-10.

Gharat, L.; Visser, P.; Brummelhuis, M.; Guiles, R.; Chikhale, P. Articles-
reductive activation of conformationally-constined, anticancer drug delivery
systems. Med. Chem. Res., 1998, 8, 444-456.

Bundgaard, H.; Klixbull, U.; Falch, E. Prodrugs as drug delivery systems. 43.
O-acyloxymethy| salicylamide N-Mannich bases as double prodrug forms for
amines. Int. J. Pharm., 1986, 29, 19-28.

Amsberry, K.L.; Borchardt, R.T. Amine prodrugs which utilize hydroxy
amide lactonization. 1. A potential redox-sensitive amide prodrug. Pharm.
Res., 1991, 8, 323-330.

Amsberry, K.L.; Borchardt, R.T. The Ilactonization of 2-
hydroxyhydrocinnamic acid amides: A potential prodrug for amines. J. Org.
Chem., 1990, 55, 5867-5877.

Amsberry, K.L.; Gerstenberger, A.E.; Borchardt, R.T. Amine prodrugs
which utilize hydroxy amide lactonization. 11. A potential esterase-sensitive
amide prodrug. Pharm. Res., 1991, 8, 455-461.

Nicolaou, M.G.; Yuan, C.; Borchardt, R.T. Phosphate prodrugs for amines
utilizing a fast intramolecular hydroxy amide lactonization. J. Org. Chem.,
1996, 61, 8636-8641.

Wang, B.; Gangwar, S.; Pauletti, G.M.; Siahaan, T.J.; Borchardt, R.T. Syn-
thesis of a novel esterase-sensitive cyclic prodrug system for peptides that
utilizes a “trimethyl lock”-facilitated lactonization reaction. J. Org. Chem.,
1997, 62, 1363-1367.

Pauletti, G.M.; Gangwar, S.; Wang, B.; Borchardt, R.T. Esterase-sensitive
cyclic prodrugs of peptides: Evaluation of a phenylpropionic acid promoiety
in a model hexapeptide. Pharm. Res., 1997, 14, 11-17.

Wolfe, J.L.; Vander Velde, D.; Borchardt, R.T. Facilitated intramolecular
conjugate  addition of  N-(p-methoxyphenyl)-3-(3', 6'-dioxo-2', 4'-
dimethylcyclohexa-1', 4'-dienyl)-3, 3-dimethylpropionamide. 1. Product
characterization. J. Org. Chem., 1992, 57, 6138-6142.

Liu, S.; Wang, B.; Nicolaou, M.G.; Borchardt, R.T. “Trimethyl lock” facili-
tated spirocyclizations: A structural analysis. J. Chem. Cryst., 1996, 26, 209-
214.

Levine, M.N.; Raines, R.T. Trimethyl lock: A trigger for molecular release in
chemistry, biology, and pharmacology. Chem. Sci., 2012, 3, 2412-2420.
Dillon, M.P.; Cai, H.; Maag, H. Application of the “trimethyl lock” 1 to
ganciclovir, a pro-prodrug with increased oral bioavailability. Bioorg. Med.
Chem. Lett., 1996, 6, 1653-1656

[58]

[56]

[57]

[58]

[59]

[60]

[61]

[62]

[63]
[64]
[65]
[66]
[67]
[68]

[69]

[70]

[71]

[72]
[73]

[74]

[78]

[76]

[
[78]

[79]

[80]

[81]

[82]

[83]

[84]

[85]

[86]

Current Organic Chemistry, 2015, Vol. 19, No. ?? 25

Ueda, Y.; Mikkilineni, A.B.; Knipe, J.O.; Rose, W.C.; Casazza, A.M.; Vyas,
D.M. Novel water soluble phosphate prodrugs of Taxol® possessing in vivo
antitumor activity. Bioorg. Med. Chem. Lett., 1993, 3, 1761-1766.
Greenwald, R.B.; Choe, Y.H.; Conover, C.D.; Shum, K.; Wu, D.; Royzen,
M. Drug delivery systems based on trimethyl lock lactonization: Poly (ethyl-
ene glycol) prodrugs of amino-containing compounds. J. Med. Chem., 2000,
43, 475-487.

Chandran, S.S.; Dickson, K.A.; Raines, R.T. Latent fluorophore based on the
trimethyl lock. J. Am. Chem. Soc., 2005, 127, 1652-1653.

Lavis, L.D.; Chao, T.; Raines, R.T. Latent blue and red fluorophores based
on the trimethyl lock. ChemBioChem, 2006, 7, 1151-1154.

Hanson, K.R.; Havir, E.A. The enzymatic elimination of ammonia. In: The
Enzymes, 3rd edn.; Boyer, P.D., Ed.; Academic Press: New York, 1972; Vol.
7, pp. 75-166.

Czarnik, A.W. Intramolecularity: Proximity and strain. In: Mechanistic
Principles of Enzyme Activity; Liebman, J.F.; Greenberg, A., Eds.; NY:
VCH Publishers: New York, 1988; pp. 75-117.

Sweigers, G.F. Mechanical Catalysis; Hoboken, NJ: John Wiley & Sons,
2008.

Fersht, A. Structure and mechanism in protein science: A guide to enzyme
catalysis and protein folding; Freeman, W.H. and Company: New York,
1979.

Nelson, D.L.; Cox M.M. Lehninger Principles of Biochemistry; Worth Pub-
lishers: New York, 2003.

Menger, F.M.; Karaman, R. A. Singularity model for chemical reactivity.
Eur. J. Chem., 2010, 16, 1420-1427.

Jencks, W.P. Catalysis in Chemistry and Enzymology; McGraw: New York,
1969.

Kirby, AJ.; Hollfelder, F. From Enzyme Models to Model Enzymes; RSC
Publishing: Cambridge UK, 2009, pp. 1-273.

Dafforn, A.; Koshland, Jr D.E. Proximity, entropy and orbital steering.
Biochem. Biophys. Res. Commun., 1973, 52, 779-785.

Bruice, T.C.; Pandit, U.K. The effect of geminal substitution ring size and
rotamer distribution on the intra molecular nucleophilic catalysis of the hy-
drolysis of monopheny| esters of dibasic acids and the solvolysis of the in-
termediate anhydrides. J. Am. Chem. Soc., 1960, 82, 5858-5865.

Bruice, T.C.; Pandit, U.K. Intramolecular models depicting the kinetic im-
portance of “‘Fit’’ in enzymatic catalysis. Proc. Natl. Acad. Sci. USA, 1960,
46, 402-404.

Lightstone, F.C.; Bruice, T.C. Separation of ground state and transition state
effects in intramolecular and enzymatic reactions. 2. A theoretical study of
the formation of transition states in cyclic anhydride formation. J. Am.
Chem. Soc., 1997, 119, 9103-9113.

Milstein, S.; Cohen, L.A. Stereopopulation control I. Rate enhancement in
the lactonizations of o-hydroxyhydrocinnamic acids. J. Am. Chem. Soc.,
1972, 94, 9158-9165.

Milstein, S.; Cohen, L.A. Concurrent general acid and general-base catalysis
of esterification. J. Am. Chem. Soc., 1970, 92, 4377-4382.

Milstein, S.; Cohen, L.A. Rate acceleration by stereopopulation control:
Models for enzyme action. Proc. Natl. Acad. Sci. USA, 1970, 67, 1143-1147.
Menger, F.M.; Ladika, M. Fast hydrolysis of an aliphatic amide at neutral pH
and ambient temperature. A peptidase model. J. Am. Chem. Soc., 1988, 110,
6794-6796.

Menger, F.M. On the source of intramolecular and enzymatic reactivity. Acc.
Chem. Res., 1985, 18, 128-134.

Menger, F.M.; Chow, J.F.; Kaiserman, H.; Vasquez, P.C. Directionality of
proton transfer in solution. Three systems of known angularity. J. Am. Chem.
Soc., 1983, 105, 4996-5002.

Menger, F.M.; Galloway, A.L.; Musaev, D.G. Relationship between rate and
distance. J. Chem. Soc. Chem. Commun., 2003, (18), 2370-2371.

Menger, F.M. An alternative view of enzyme catalysis. Pure Appl. Chem.,
2005, 77, 1873-1876.

Barber, S.E.; Dean, K.E.; Kirby AJ. A mechanism for efficient proton-
transfer catalysis. Intramolecular general acid catalysis of the hydrolysis of
1-arylethyl ethers of salicylic acid. Can. J. Chem., 1999, 77, 792-801.

Kirby, AJ.; Lancaster, P.W. Structure and efficiency in intramolecular and
enzymatic catalysis. Catalysis of amide hydrolysis by the carboxy-group of
substituted maleamic acids. J. Chem. Soc. Perkin Trans 2, 1972, 1206-1214.
Kirby, AJ.; De Silva, M.F.; Lima, D.; Roussev, C.D.; Nome, F. Efficient
intramolecular general acid catalysis of nucleophilic attack on a phosphodi-
ester. J. Am. Chem. Soc., 2006, 128, 16944-16952.

Kirby, A.J.; Williams, N.H. Efficient intramolecular general acid catalysis of
enol ether hydrolysis. Hydrogen-bonding stabilization of the transition state
for proton transfer to carbon. J. Chem. Soc. Perkin Trans 2, 1994, (4), 643-
648.

Kirby, A.J.; Williams, N.H. Efficient intramolecular general acid catalysis of
vinyl ether hydrolysis by the neighbouring carboxylic acid group. J. Chem.
Soc. Chem. Commun., 1991, (22), 1643-1644.

Kirby, A.J. Enzyme mechanisms, models, and mimics. Angew Chem. Int. Ed.
Engl., 1996, 35, 706-724.

Fife, T.H.; Przystas, T.J. Intramolecular general acid catalysis in the hydroly-
sis of acetals with aliphatic alcohol leaving groups. J. Am. Chem. Soc., 1979,
101, 1202-1210.

Kirby, A.J. Efficiency of proton transfer catalysis in models and enzymes.
Acc. Chem. Res., 1997, 30, 290-296.


https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231568653_Facilitated_intramolecular_conjugate_addition_of_N-p-methoxyphenyl-3-3'6'-dioxo-2'4'-_dimethylcyclohexa-1'4'-dienyl-33-dimethylpropionamide_1_Product_characterization?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231504065_The_Effect_of_Geminal_Substitution_Ring_Size_and_Rotamer_Distribution_on_the_Intramolecular_Nucleophilic_Catalysis_of_the_Hydrolysis_of_Monophenyl_Esters_of_Dibasic_Acids_and_the_Solvolysis_of_the_Int?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231504065_The_Effect_of_Geminal_Substitution_Ring_Size_and_Rotamer_Distribution_on_the_Intramolecular_Nucleophilic_Catalysis_of_the_Hydrolysis_of_Monophenyl_Esters_of_Dibasic_Acids_and_the_Solvolysis_of_the_Int?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231504065_The_Effect_of_Geminal_Substitution_Ring_Size_and_Rotamer_Distribution_on_the_Intramolecular_Nucleophilic_Catalysis_of_the_Hydrolysis_of_Monophenyl_Esters_of_Dibasic_Acids_and_the_Solvolysis_of_the_Int?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231504065_The_Effect_of_Geminal_Substitution_Ring_Size_and_Rotamer_Distribution_on_the_Intramolecular_Nucleophilic_Catalysis_of_the_Hydrolysis_of_Monophenyl_Esters_of_Dibasic_Acids_and_the_Solvolysis_of_the_Int?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231504065_The_Effect_of_Geminal_Substitution_Ring_Size_and_Rotamer_Distribution_on_the_Intramolecular_Nucleophilic_Catalysis_of_the_Hydrolysis_of_Monophenyl_Esters_of_Dibasic_Acids_and_the_Solvolysis_of_the_Int?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231462499_Intramolecular_general_acid_catalysis_in_the_hydrolysis_of_acetals_with_aliphatic_alcohol_leaving_groups?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231462499_Intramolecular_general_acid_catalysis_in_the_hydrolysis_of_acetals_with_aliphatic_alcohol_leaving_groups?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231462499_Intramolecular_general_acid_catalysis_in_the_hydrolysis_of_acetals_with_aliphatic_alcohol_leaving_groups?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231462499_Intramolecular_general_acid_catalysis_in_the_hydrolysis_of_acetals_with_aliphatic_alcohol_leaving_groups?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/231462499_Intramolecular_general_acid_catalysis_in_the_hydrolysis_of_acetals_with_aliphatic_alcohol_leaving_groups?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/10584352_Development_of_Water-Soluble_Prodrugs_of_the_HIV-1_Protease_Inhibitor_KNI-727_Importance_of_the_Conversion_Time_for_Higher_Gastrointestinal_Absorption_of_Prodrugs_Based_on_Spontaneous_Chemical_Cleavag?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==

26

[87]
[88]

[89]

[90]
[o1]

[92]

[93]

[94]

[95]

[96]

[97]
[98]
[99]

[100]

[101]

[102]

[103]

[104]

[105]

[106]

[107]
[108]
[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117]

[118]

[119]

Current Organic Chemistry, 2015, Vol. 19, No. ??

Reddy, M.R.; Erion, M.D. Free Energy Calculations in Rational Drug
Design. New York, NY: AAPS Press/Springer, 2001.

Houk, K.N.; Tucker, J.A.; Dorigo, A.E. Quantitative modeling of proximity
effects on organic reactivity. Acc. Chem. Res., 1990, 23,107-113.

Dorigo, A.E.; Houk, K.N. The origin of proximity effects on reactivity: A
modified MM2 model for the rates of acid-catalyzed lactonizations of hy-
droxy acids. J. Am. Chem. Soc., 1987, 109(12), 3698-3708.

Karaman, R. Reevaluation of bruice’s proximity orientation. Tetrahedron
Lett., 2009, 50, 452-458.

Burker, U.; Allinger, N.L. Molecular Mechanics; American Chemical Soci-
ety: Washington, DC, USA, 1982.

Winans, R.E.; Wilcox, Jr, C.F. Comparison of stereopopulation control with
conventional steric effects in lactonization of hydrocoumarinic acids. J. Am.
Chem. Soc., 1976, 98(14), 4281-4285.

Jencks, W.P. Catalysis in chemistry and enzymology; Dover Publications,
1987.

Karaman, R. Accelerations in the lactonization of trimethyl lock systems are
due to proximity orientation and not to strain effects. Res. Lett. Org. Chem.,
Doi: 10.1155/2009/240253, 2009.

Karaman, R. The gem-disubstituent effect- a computational study that ex-
poses the relevance of existing theoretical models. Tetrahedron Lett., 2009,
50, 6083-6087.

Karaman, R. A new mathematical equation relating activation energy to bond
angle and distance: A key for understanding the role of acceleration in lac-
tonization of the trimethyl lock system. Bioorg. Chem., 2009, 37, 11-25.
Wilcox, P.E. Chymotrypsinogens—chymotrypsins. Meth. Enzymol., 1970,
19, 64-108.

Appel, W. Chymotrypsin: Molecular and catalytic properties. Clinical bio-
chem., 1986, 19(6), 317-322.

Smith, R.M.; Hansen, D.E. The pH-rate profile for the hydrolysis of a pep-
tide bond. J. Am. Chem. Soc., 1998, 120(35), 8910-8913.

Radzicka, A.; Wolfenden, R. Rates of uncatalyzed peptide bond hydrolysis in
neutral solution and the transition state affinities of proteases. J. Am. Chem.
Soc., 1996, 118(26), 6105-6109.

Bender, M.L. Mechanisms of homogeneous catalysis from protons to pro-
teins; Wiley-Interscience: New York, 1971, pp. 397-455.

Gerschler, J.J.; Wier, K.A.; Hansen, D.E. Amide bond cleavage: Accelera-
tion due to a 1, 3-diaxial interaction with a carboxylic acid. J. Org. Chem.,
2007, 72(2), 654-657.

Curran, T.P.; Borysenko, C.W.; Abelleira, S.M.; Messier, R.J. Intramolecular
acylolysis of amide derivatives of Kemp's triacid: Strain effects and reaction
rates. J. Org. Chem., 1994, 59(13), 3522-3529.

Karaman, R. Analysis of Menger’s spatiotemporal hypothesis. Tetrahedron
Lett., 2008, 49, 5998-6002.

Karaman, R. Cleavage of menger’s aliphatic amide: A model for peptidase
enzyme solely explained by proximity orientation in intramolecular proton
transfer. J. Mol. Struct., 2009, 910, 27-33.

Karaman, R. Proximity vs. strain in ring-closing reactions of bifunctional
chain molecules- a computational approach. J. Mol. Phys., 2010, 108, 1723-
1730.

Karaman, R. The role of proximity orientation in intramolecular proton
transfer reactions. J. Comput. Theor. Chem., 2011, 966, 311-321.

Karaman, R.; Pascal, R.A. Computational analysis of intramolecularity in
proton transfer reactions. Org. Biol. Chem., 2010, 8, 5174-5178.

Karaman, R. Analyzing kemp’s amide cleavage: A model for amidase en-
zymes. Comput. and Theor. Chem.,2011, 963(2), 427-434.

Kluger, R.; Chin, J. Carboxylic acid participation in amide hydrolysis. Evi-
dence that separation of a nonbonded complex can be rate determining. J.
Am. Chem. Soc., 1982, 104, 2891-2897.

Katagi, T. AM1 study of acid-catalyzed hydrolysis of maleamic (4-amino-4-
0x0-2-butenoic) acids. J. Comp. Chem., 1990, 11(9) 1094-1100.

Karaman, R. Analyzing the efficiency in intramolecular amide hydrolysis of
kirby’s N-alkylmaleamic acids - a computational approach. Comput. Theor.
Chem., 2011, 974, 133-142.

Karaman, R.; Dajani, K.K.; Qtait, A.; Khamis, M. Prodrugs of acyclovir - A
computational approach. Chem. Biol. Drug Des., 2012, 79, 819-834.
Karaman, R.; Dajani, K.K.; Hallak, H. Computer-assisted design for atenolol
prodrugs for the use in aqueous formulations. J. Mol. Model., 2012, 18,
1523-1540.

Almarsson, O.; Karaman, R.; Bruice, T.C. Kinetic importance of conforma-
tions of nicotinamide adenine dinucleotide in the reactions of dehydrogenase
enzymes. J. Am. Chem. Soc., 1992, 114, 8702-8704.

Kirby, A.J.; Parkinson, A. Most efficient intramolecular general acid cataly-
sis of acetal hydrolysis by the carboxyl group. J. Chem. Soc. Chem. Com-
mun., 1994, (6), 707-708.

Brown, C.J.; Kirby, A.J. Efficiency of proton transfer catalysis. Intramolecu-
lar general acid catalysis of the hydrolysis of dialkyl acetals of benzaldehyde.
J. Chem. Soc., Perkin Trans 2, 1997, (6),1081-1094.

Craze, G.A.; Kirby AJ. The role of the carboxy-group in intramolecular
catalysis of acetal hydrolysis. The hydrolysis of substituted 2-
methoxymethoxybenzoic acids. J. Chem. Soc., Perkin Trans 2, 1974, (1), 61-
66.

Hartwell, E.; Hodgson, D.R.W.; Kirby, A.J. Exploring the limits of effi-
ciency of proton-transfer catalysis in models and enzymes. J. Am. Chem.
Soc., 2000, 122, 9326-9327.

[120]

[121]

[122]

[123]
[124]
[125]
[126]
[127]

[128]

[129]
[130]
[131]
[132]

[133]

[134]
[135]

[136]

[137]

[138]

[139]

[140]

[141]

[142]

[143]
[144]
[145]

[146]

[147]
[148]
[149]
[150]

[151]

[152]

[153]

Karaman et al.

Kirby, A.J. Effective molarities for intramolecular reactions. J. Phys. Org.
Chem., 2005, 18, 101-278.

Silverman, L.R.; McKenzie, D.R.; Peterson, B.L.; Holland J.F.; Backstrom
J.T.; Beach C.L.; Larson, R.A. Further analysis of trials with azacitidine in
patients with myelodysplastic syndrome: Studies 8421, 8921, and 9221 by
the cancer and leukemia group B. J. Clin. Oncol., 2006, 24, 3895-3903.
Blum, W.; Klisovic, R.B.; Hackanson, B.; Liu, Z.; Liu, S.; Devine, H.;
Vukosavljevic, T.; Huynh, L.; Lozanski, G.; Kefauver, C.; Plass, C.; Deving,
S.M.; Heerema, N.A.; Murgo, A.; Chan, K.K.; Grever, M.R.; Byrd, J.C.;
Marcucci, G. Phase | study of decitabine alone or in combination with val-
proic acid in acute myeloid leukemia. J. Clin. Oncol., 2007, 25, 3884-3891.
Stancu, C.; Sima, A. Statins: Mechanism of action and effects. J. Cell.
Molec. Med., 2001, 5, 378-387.

Schachter M. Chemical, pharmacokinetic and pharmacodynamic properties
of statins: An update. Fundam. Clin. Pharmacol., 2005, 19, 117-25.
Karaman, R. The efficiency of proton transfer in kirby's enzyme model, a
computational approach. Tetrahedron Lett., 2010, 51, 2130-2135.

Karaman, R. The effective molarity (EM) - a computational approach.
Bioorganic Chem., 2010, 38,165-172.

Karaman, R. A general equation correlating intramolecular rates with attack"
parameters: Distance and angle. Tetrahedron Lett., 2010, 51, 5185-5190.
Karaman, R. Analyzing the efficiency of proton transfer to carbon in kirby’s
enzyme model- a computational approach. Tetrahedron Lett., 2011, 52, 699-
704.

Karaman, R. Analyzing kirby’s amine olefin - a model for amino-acid am-
monia lyases. Tetrahedron Lett., 2009, 50, 7304-7309.

Karaman, R. The effective molarity (EM) puzzle in proton transfer reactions.
Bioorganic Chem., 2009, 37,106-110.

Karaman, R. The role of proximity orientation in intramolecular proton
transfer reactions. J. Comput. and Theor. Chem., 2011, 966, 311-321.
Karaman, R. Prodrugs of aza nucleosides based on proton transfer reactions.
J. Comput. Aided Mol. Des., 2010, 24, 961-970.

Karaman, R.; Amly, W.; Scrano, L.; Mecca, G.; Bufo, S.A. Computationally
designed prodrugs of statins based on kirby’s enzyme model. J. Mol. Model.,
2013, 19(9), 3969-3982.

Karaman, R. Prodrugs design based on inter- and intra-molecular chemical
processes. J. Chem. Bio. Drug. Des., 2013, 82(6), 643-668.

Karaman, R.; Fattash, B.; Qtait, A. The future of prodrugs - design by quan-
tum mechanics methods. Exp. Opin. Drug Del., 2013, 10(5), 713-729.
Dahan, A.; Khamis, M.; Agbaria, R.; Karaman, R. Targeted prodrugs in oral
drug delivery: The modern molecular biopharmaceutical approach. Exp.
Opin. Drug Del., 2012, 9(8), 1001-1013.

Karaman, R.; Hallak, H. Computer-assisted design of pro-drugs for antima-
larial atovaquone. Chem. Biol. Drug Des., 2010, 76, 350-360.

Sufan, W.; Hangyan, S.; Hua, W.; Sheng, Y.; Jincai, G.; Yi, S.; Lei, P.
Treatment of melasma with oral administration of tranexamic acid. Aesth.
Plast. Surg., 2012, 36, 964-970.

Pilbrant, A.; Schannong, M.; Vessman, J. Pharmacokinetics and bioavail-
ability of tranexamic acid. Eur. J. Clin. Pharmacol., 1981, 20, 65-72.

De Clercq, E.; Field, H.J. Antiviral prodrugs - the development of successful
prodrug strategies for antiviral chemotherapy. Br. J. Pharm., 2006, 147, 1-
11.

De Miranda, P.; Blum, M.R. Pharmacokinetics of acyclovir after intravenous
and oral administration. J. Antimicrob. Chemother., 1983, 12(Supp B), 29-
37.

Karaman, R.; Ghareeb, H.; Dajani, K.K.; Scrano, L.; Hallak, H.; Abu-Lafi,
S.; Bufo S.A. Design, synthesis and in-vitro kinetic study of tranexamic acid
prodrugs for the treatment of bleeding conditions. J. Molec. Aided Comp.
Des., 2013, 27(7), 615-635.

De Stefano, A.; Sozio, P.; Cerasa, L.S. Antiparkinson Prodrugs. Molecules,
2008, 13, 46-68.

Benes, F.M. Carlsson and the discovery of dopamine. Trends Pharm. Sci.,
2001, 22, 46-47.

Karaman, R. Computational aided design for dopamine prodrugs based on
novel chemical approach. Chem. Biol. Drug Des., 2011, 78, 853-863.
Karaman, R.; Dokmak, G.; Bader, M.; Hallak, H.; Khamis, M.; Scrano, L.;
Bufo, S.A. Prodrugs of fumarate esters for the treatment of psoriasis and
multiple sclerosis (MS)- A computational approach. J. Mol. Model., 2013,
19, 439-452.

Karaman, R. Prodrugs for masking bitter taste of antibacterial drugs - A
computational approach. J. Mol. Model., 2013, 19, 2399-2412.

Hejaz, H.; Karaman, R.; Khamis, M. Computer-assisted design for paraceta-
mol masking bitter taste prodrugs. J. Mol. Model., 2012, 18, 103-114.
Karaman, R. Using predrugs to optimize drug candidates. Exp. Opin. Drug
Disc., 2014, 9(12), 1405-1419.

Karaman, R. Prodrugs Design Based On Inter- And Intramolecular Proc-
esses. Prodrugs Design - A New Era; Nova Publisher, USA, 2014, pp. 1-76.
Karaman, R. Prodrugs for Masking the Bitter Taste of Drugs. In: Application
of Nanotechnology in Drug Delivery; Ali, D.S., Ed.; InTech - Open Access
Publisher, 2014; pp. 399-445.

Karaman, R.; Qtait, A.; Dajani, K.K.; Abu-Lafi, S. Design and synthesis of
an aqueous stable atenolol prodrug. The Sci. Wor. J., 2014, 18(4), 1523-1540.
Karaman, R. Antimalarial Atovaquone Prodrugs Based on Enzyme Models -
Molecular Orbital Calculations Approach in Antimalarial Drug Research


https://www.researchgate.net/publication/7483068_Antiviral_prodrugs_-_The_development_of_successful_prodrug_strategies_for_antiviral_chemotherapy?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/7483068_Antiviral_prodrugs_-_The_development_of_successful_prodrug_strategies_for_antiviral_chemotherapy?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/7483068_Antiviral_prodrugs_-_The_development_of_successful_prodrug_strategies_for_antiviral_chemotherapy?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/7483068_Antiviral_prodrugs_-_The_development_of_successful_prodrug_strategies_for_antiviral_chemotherapy?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==
https://www.researchgate.net/publication/6867258_Further_Analysis_of_Trials_With_Azacitidine_in_Patients_With_Myelodysplastic_Syndrome_Studies_8421_8921_and_9221_by_the_Cancer_and_Leukemia_Group_B?el=1_x_8&enrichId=rgreq-9a84afeb262c73fbc4d15da8f0192f93-XXX&enrichSource=Y292ZXJQYWdlOzI4MzU4MzMzNDtBUzoyOTU3MTU3NzIzNTQ1NzdAMTQ0NzUxNTU0Mjc4Nw==

Intramolecular Processes and Their Applications in Prodrugs

[154]
[155]
[156]
[157]

[158]

[159]

and Development; Banet, A.C.; Brasier, P.E., Eds.; Nova Science Publishers:
NY, USA, 2013; pp. 1-67.

Karaman, R. Prodrugs Design Based on Inter- and Intra-molecular Chemical
Processes. J. Chem. Bio. Drug Des., 2013, 82, 643-668.

Karaman, R. Prodrug design vs. drug design. J. Drug Des., 2013, 2, e114.
Karaman, R. Prodrugs design by computation methods- A new era. J. Drug
Des., 2013, 2, e113.

Karaman, R.; Fattash, B.; Mecca, G.; Bader, M. Computationally designed
atovaquone prodrugs based on bruice’s enzyme model. Curr. Comp. Aided
Drug des., 2014, 10(1),15-27.

Karaman, R.; Karaman, D.; Ziadeh, I. Computationally designed phen-
ylephrine prodrugs- a model for enhancing bioavailability. J. Molec. Phys.,
2013, 111(21), 3249-3264.

Karaman, R. Computationally designed enzyme models to replace natural
enzymes in prodrug approaches. J. Drug Des., 2012, 1, e111.

[160]
[161]
[162]
[163]
[164]

[165]

Current Organic Chemistry, 2015, Vol. 19, No. ?? 27

Karaman, R. Prodrugs for masking bitter taste of antibacterial drugs- A
computational approach. J. Molec. Model., 2013, 19, 2399-2412.

Karaman, R. Computationally designed prodrugs for masking the bitter taste
of drugs. J. Drug Des., 2012, 1, e106.

Karaman, R. The future of prodrugs designed by computational chemistry. J.
Drug Des., 2012, 1, 103.

Karaman, R. Design of prodrugs to replace commonly used drugs having
bitter sensation. Wor. J. Pharm. Res., 2015, 4(2), 49-58.

Karaman, R. Computationally designed prodrugs based on enzyme models.
J. Drug Des. Pharmacol., 2015, 2, 111.

Karaman, R. In: From Conventional Prodrugs to Prodrugs Designed By
Molecular Orbital Methods Chapter in Frontiers in Computational Chemis-
try; Zaheer-ul-Hag; Madura, J.D., Ed.; Bentham Publisher, 2015; Vol. 2, pp.
187-249.

Received: April 06, 2015

Revised: June 22, 2015

Accepted: July 24, 2015

DISCLAIMER: The above article has been published in Epub (ahead of print) on the basis of the materials provided by the author. The Edito-
rial Department reserves the right to make minor modifications for further improvement of the manuscript.



