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Abstract: Despite poor absorption properties, delivery to the colon of bioactive compounds admin-
istered by the oral route has become a focus of pharmaceutical research over the last few decades.
In particular, the high prevalence of Inflammatory Bowel Disease has driven interest because of the
need for improved pharmacological treatments, which may provide high local drug concentrations
and low systemic exposure. Colonic release has also been explored to deliver orally biologics having
gut stability and permeability issues. For colon delivery, various technologies have been proposed,
among which time-dependent systems rely on relatively constant small intestine transit time. Drug
delivery platforms exploiting this physiological feature provide a lag time programmed to cover
the entire small intestine transit and control the onset of release. Functional polymer coatings or
capsule plugs are mainly used for this purpose, working through different mechanisms, such as
swelling, dissolution/erosion, rupturing and/or increasing permeability, all activated by aqueous
fluids. In addition, enteric coating is generally required to protect time-controlled formulations
during their stay in the stomach and rule out the influence of variable gastric emptying. In this review,
the rationale and main delivery technologies for oral colon delivery based on the time-dependent
strategy are presented and discussed.

Keywords: colon targeting; time-controlled release; pulsatile release; time-dependent release; small
intestinal transit time; in vivo human data; γ-scintigraphy

1. Introduction

For more than three decades, release of drugs to the colon has been an important
research topic in the area of oral delivery and formulation [1,2]. Interest in this particular
field was formerly sparked by the need for targeted and more effective treatment of
Inflammatory Bowel Disease (IBD), including ulcerative colitis and Crohn’s disease [3,4].
Since then, other pathologies of the distal intestine, such as irritable bowel syndrome,
infectious diarrhea, diverticulitis and dysbiosis, have become targets for colonic delivery.

While local therapeutic applications have steadily been pursued until the present day,
a range of different goals have emerged over the years. Notably, following the biotech
revolution, colonic release has been harnessed to reach increased peptide bioavailability via
non-invasive and patient-convenient oral administration, mainly because of less abundant
digestive proteases in the large than in the small intestine [5,6]. In a particular instance,
delivery of β-lactamases to the colon has been proposed to degrade unabsorbed antibiotic
residues, thus limiting the spread of resistant bacterial strains [7]. More recently, targeting
the colon with antigens, formulated with the aid of nanotechnologies to promote mucosal
uptake, has been explored as a possible strategy for intestinal vaccination [8].

Until the mid-1980s, colonic delivery was primarily pursued to treat IBD, and at that
time, sulfasalazine was the drug of choice even though it had already been shown that
5-aminosalicylic acid (5-ASA) was the active moiety. To our knowledge, the first talk on
colonic drug delivery at an international meeting was given as an invited lecture at the
17th Annual Symposium of the Controlled Release Society (CRS) held in Reno, NV, in
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July 1990 [9]. It is interesting to note that the opening of the talk was: “The cliché there is
nothing under the sun applies to colonic drug delivery. Primitive men found and utilized
several plant sources that act being delivered to the colon. The anthraquinone glycosides
in Cascara and Senna are examples”. The cliché referred to the microbiological approach,
which in those years was the only strategy recognized for oral colon targeting.

The research was in fact mainly focused on polymeric prodrugs or polymers, intended
to be degraded selectively in the colon by the action of enzymes, namely azoreductases or
glycosidases, produced by different species of bacteria present in that region only. The pro-
drugs, as well as some polymers that were used alternatively as coating or matrix-forming
agents, were obtained by chemical synthesis and suffered from regulatory problems being
considered New Chemical Entities (NCEs) [1,10–12]. Later on, the use of mixtures of natural
polysaccharides with insoluble polymers was proved to be promising [13,14].

The number of articles on targeted colonic release, mainly referring to substrates
selectively degraded by the microbiota, has progressively increased over the years, at least
until the late 90s (Figure 1). For 2022, based on current data, a similar number of papers to
that of 2021 is expected.
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Actually, a number of papers based on different approaches date back to the early
80’s. S.N. Rasmussen and coworkers developed a slow-release pellet formulation of 5-ASA
(Pentasa®, Ferring Pharmaceuticals, København, Denmark) to treat IBD, including Crohn’s
disease that also affects the small intestine, avoiding most sulfasalazine-related adverse
reactions [15,16].

Specific colon delivery of sulfasalazine and 5-ASA was first attempted by M.J. Dew
and colleagues by the use of enteric-coated formulations based on Eudragit® S, a pH-
dependent polymer soluble at pH > 7 [17–19]. Such formulations were designed relying
on the hypothesis that the pH increases gradually from the stomach to the colon. This
assumption subsequently proved to be inconsistent, as the pH was demonstrated to rise to
values above 7 in the ileum, and a sharp drop to about 6.4 in the cecum was highlighted,
followed by a slow aboral rise [20].

Nevertheless, a number of products based on the pH-dependent approach are cur-
rently on the market [21]. In this regard, pharmaceutical companies confirm the tendency
to be rather conservative. Recently, different attempts have been reported to improve
pH-controlled colon delivery platforms [21–25]. The Phloral® technology, based on a com-
bination of pH- and microbiota-sensitive approaches, represents a major step forward and,
a couple of years ago, led to the launch on the market of a drug product containing 1.6 g of
5-ASA [24,26].

In subsequent years, along with the possibility of pH monitoring, the main inputs
to a novel design of colonic delivery systems came from studies of gastrointestinal (GI)
transit using γ-scintigraphy. In a review article published in 1985 some “illuminating”
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passages can be found that first indicated a new strategy for oral colon delivery: “The
relative constancy of the transit of delivery systems in the small intestine can be exploited
for the design of systems that will provide positioned release . . . ” and “ . . . the constancy
of the intestinal transit time (3 ± 1 h, mean ± SD) as a means of delivering drugs specifically
to the colon” [27].

This concept came from a meta-analysis concerning the transit times in the stomach
and small intestine of different dosage forms, both in fed and fasted condition, assessed by
γ-scintigraphy. The data originated from more than 150 healthy subjects. Small Intestinal
Transit Time (SITT) was calculated and reported as the difference between colon arrival
and gastric emptying, including possible stagnation at the ileo-cecal junction [28].

In contrast to highly variable stomach residence, SITT for non-disintegrating dosage
forms was practically independent of the dosage form characteristics and fed/fasted
conditions of the subjects (Figure 2) [27–30].
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Figure 2. GI transit of dosage forms. Reprinted with permission from Ref. [27]. 1985, Elsevier. LB:
Light Breakfast (1500 kJ); HB: Heavy Breakfast (3600 kJ); FA: Fasted; SM: Standard Meal (solution
and solid fiber 1–5 mm in length).

The basic architecture of the systems relying on the novel strategy to target the colon
was defined as follows: “ . . . The delivery system can be coated with an enteric coating
material (cellulose acetate phthalate or methacrylate) which dissolves when the delivery
system enters the duodenum. A second coating then provides the delayed release property
so that the system starts to deliver drug by the time it reaches the colon” [27]. Following
Bob Davis’s insight, a number of dosage forms were proposed defined as “time-controlled”,
“time-dependent” or “time-based” colon drug delivery systems. The diagram in Figure 3
illustrates in more detail the design principle behind this strategy.
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Following oral administration, the unit is expected to remain intact in the stomach,
where the residence time is unpredictable, being protected by an external gastroresistant
polymer coating [31]. Upon entering the small intestine, it would “know”, thanks to the
pH change, that it has left the stomach, i.e., the triggering phase. Once in the duodenum
the enteric coating dissolves, and the delay phase (during which no release should occur)
can start, lasting at least 4 h (time supposed to be required to reach the colon). The delay
phase relies on a solvent-activated mechanism, such as dissolution, erosion, dispersion or
swelling of different polymeric or non-polymeric components.

Various delivery technologies have been followed to this end, based on progressive
erosion or rupture of hydrophobic coatings, or on slow swelling/dissolution/erosion of
hydrophilic coatings, of capsule plugs or of capsule shells. After the delay phase, the
release takes place according to the design and the characteristics of the drug-containing
core (immediate or prolonged release). In principle, all the pulsatile, also defined as
“delayed”, release systems provided with an outer gastroresistant film would be eligible
for colon targeting by the time-dependent approach.

Only delivery systems that have undergone human γ-scintigraphy studies, the results
of which are published in the literature, are here reviewed and discussed. So far, few
colon delivery platforms have been investigated in humans, namely the Chronotopic®,
Pulsincap®, Time Clock®, Colon-Targeted Delivery Capsule (CTDC) and Egalet® (Table 1).

Table 1. Patents of time-controlled delivery platforms proposed for colonic release, for which proof-
of-concept was achieved by human γ-scintigraphy studies.

Delivery Platform Type Patent Priority Date Patent n.

Chronotopic® Tablet device 20 October 1988 US 5,171,580 [32]

Pulsincap™ Capsule device 16 February 1989 WO 90/09168 [33]

Time Clock® Tablet device 4 July 1990 GB 2,245,492 [34]

CTDC Capsule device 20 July 1995 US 6,309,666B1 [35]

Egalet® Cylindrical container device 3 April 1997 CA 2,327,685 [36]

All formulation strategies intended for colon delivery suffer from some limitations,
related to the poor reproducibility of physiological properties (pH, bacterial population,
transit time) and the possible impact of pathological conditions, namely ulcerative colitis
and Crohn’s disease.
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A major criticism addressed to the time-dependent approach concerns the repro-
ducibility of SITT. However, it should be noted that in all published human studies, about
100 cases reported, time-based systems have largely shown their ability to target the colon.

Since the mid-1980s, much research work has been done for at least three decades
to gain more insight into GI transit. The advent of imaging techniques, particularly γ-
scintigraphy, and also Magnetic Marker Monitoring (MMM), as well as more easily accessi-
ble indirect methods, such as the hydrogen breath test and use of marker drugs, allowed a
gain of decisive knowledge for the design and development of oral colonic delivery [37].

In 1996, a new meta-analysis was published that included a total of more than 400 SITT
data from human subjects [38]. From these, the median, mean, standard deviation and 95%
confidence interval were calculated, which were 191, 199, 78 and 7 min, respectively. Thus,
a cumulative percentage graph was created and then used to build the N compartmental
transit model (schematic diagram with linear transfer kinetics in Figure 4). Such a model
consists of N compartment accounting for transit flow in the small intestinal tract. Each
compartment has the same transit time but may have a different volume and flow rate.
From this analysis it was assessed that SITT is very well described by a seven-compartment
model. Indeed, the predicted cumulative SITT distribution was practically superimposed
on the experimental data (Figures 5–7).
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Figure 7. Estimate of human small intestinal transit flow using compartmental models. Reprinted
with permission from Ref. [38]. 1996, Elsevier. _ _ _ five compartments; ____ seven compartments;
. . . . . . nine compartments; • • • cumulative percentage.

A comprehensive review was performed by K.H. Yuen, reporting the mean SITT to be
in a 3–4 h range, closely similar to that of food and water [39]. No influence of the physical
state of the dosage form nor of the presence of food was highlighted. Regarding the timing
of a meal, according to H.M. Fadda et al., SITT can significantly decrease if the food intake
occurs when the dosage form is located in the duodenum, possibly due to an increased
peristaltic activity [40]. However, in agreement with other studies, SITT was not affected
by fed or fasted conditions [40,41]. It was concluded that the mean SITT is quite consistent
among dosage forms and studies, while individual values can vary widely.

Food effects were further evaluated by a quantitative meta-analysis to estimate SITT
both in the case of non-disintegrating single-unit (tablets) and multiple-unit (pellets/multi-
unit tablets) solid dosage forms [42,43]. In particular, 29 studies were involved, and 125
means and standard deviations were included in the meta-analysis, which focused on the
influence of meals with different caloric content on SITT (Figure 8). This analysis showed
that while the meta-average of SITT was unaffected by prandial status or type of dosage
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form, the meta-variability (SD) of SITT was significantly reduced as the caloric content of
the meal increased.
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Recently, our group has collected a total of 1179 individual SITT data, resulting in
median, mean, SD and 95% confidence interval of 197.0, 201.1, 83.6 and 5.8 min, respectively
(Figure 9). Interestingly, only 5% of the reported SITTs were longer than 330 min.
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The colon release strategy based on the exploitation of transit time in the small intestine
is generally highly criticized, citing its poor reproducibility in both pathological and
physiological conditions. Although some statistical concerns remain, the analysis of a large
amount of experimental data collected from hundreds of volunteers indicates a very solid
estimate of the mean. The most evident variability is sustained by a relatively small number
of subjects showing SITT longer than 6 h. By designing delivery systems with delay times
after gastric emptying that are more extended (5–6 h) than the average SITT value (+2 or
3 h), the risk of drug release before colon arrival would become very low. Moreover, due to
the relatively long transit time in the ascending colon, release would be likely to occur in
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an anatomical region still suitable for both dispersion/dissolution of the active ingredient
and possible absorption. The prevalent trend was to design time-dependent colon delivery
systems with lag phases far longer (6–7 h) than the established mean SITT value. The time
needed (up to 2 h) for gastroresistant films to completely dissolve in the small bowel should
also be taken into consideration [44]. Importantly, there was also confidence in relatively
long transit times in the ascending and transverse colon. In this respect, an interesting
paper describing a meta-model to predict movement of non-disintegrating single unit
dosage forms through the GI tract has recently been published [45]. Transit data obtained
by MMM from 73 subjects were considered. Estimated Mean Residence Time (MRT) in the
ascending and transverse colon were, respectively, 545 and 135 min for a total of more than
11 h. Despite criticisms and concerns, the important thing is that there are experimental
data that demonstrate the ability of these systems to selectively deliver drugs into the colon,
and they really seem to work.

2. Time-Controlled Colon Drug Delivery Systems
2.1. Capsular Devices with Release-Controlling Plugs

The PulsincapTM delivery platform was devised in the form of a capsule having a
water-insoluble rigid body, containing the drug formulation, and a sealing hydrogel plug
(Figure 10) [33,46,47]. The water-soluble cap was provided with an enteric film. After
oral administration, the enteric film and the underlying cap would dissolve in biological
fluids when the capsular device leaves the stomach. So, the hydrogel plug starts swelling
upon interaction with the aqueous medium. After a lag phase, dependent on the polymer
characteristics, the plug thickness and its position inside the capsule body, the swollen
hydrogel matrix would be ejected, and a rapid release of the active ingredient would
occur. The PulsincapTM system in this enteric-coated configuration was tested in six fasted
volunteers by γ-scintigraphy, and the ejection of the plug was observed in the ascending
colon (Table 2).
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Table 2. Transit and plug separation times (h) of placebo units in six fasted volunteers. Adapted with
permission from Ref. [47]. 1997, Taylor & Francis.

Subject Gastric
Residence

Small Intestine
Transit

Colon
Arrival

Plug
Separation
Post-Dose

Plug
Separation

Post-GE

Ascending
Colon

Residence

1 0.19 3.31 3.50 3.68 3.49 6.33

2 0.56 3.38 3.94 4.52 3.96 5.14
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Table 2. Cont.

Subject Gastric
Residence

Small Intestine
Transit

Colon
Arrival

Plug
Separation
Post-Dose

Plug
Separation

Post-GE

Ascending
Colon

Residence

3 0.86 2.77 3.63 5.07 4.21 7.73

4 0.27 3.33 3.60 4.13 3.86 2.63

5 0.81 3.07 3.88 4.50 3.69 6.03

6 0.26 3.32 3.58 10.48 1 10.22 1 8.20

Mean 0.49 3.20 3.69 5.40 4.91 6.01

SD 0.30 0.24 0.18 2.53 2.62 2.00
1 estimated and not considered in the mean calculation.

Notably, SITT was in agreement with the above-mentioned data and the relevant
variability was low. Despite the smart design, such a technology suffered from scale-up
issues and regulatory constraints associated with the plug-forming hydrogel that was not
approved for human use.

Another capsular device, the Egalet®, consisted of an impermeable cylindrical shell
fabricated by injection-molding, containing the drug, and two erodible plugs composed
of high-molecular weight polyethylene glycol or polyethylene oxide monostearate and
hydroxypropyl methyl cellulose (HPMC) phthalate (Figure 11) [36,48,49]. After oral admin-
istration, the plugs would interact with biological fluids and undergo dissolution/surface
erosion upon entering the small intestine. When the plugs are completely dissolved, the
inner formulation is exposed to the aqueous fluids and the drug is released after a lag
period. The delay time imparted by the plugs is dependent on their size and composition.
Also in this case, the site of drug release was the ascending or transverse colon in all six
subjects (Table 3) [49].
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Table 3. Gastric residence (h), release time (h) and release site of labeled units in six fasted volunteers.
Adapted from Ref. [49].

Subject Gastric
Residence Release Time Release Site

1 1.00 5.67 Ascending colon

2 0.67 6.33 Ascending colon

3 0.33 7.00 Transverse colon

4 1.67 8.00 Transverse colon

5 0.67 5.67 Ascending colon

6 0.67 8.00 Ascending colon

Mean 0.84 6.78

SD 0.46 1.07

2.2. Reservoir Devices with Release-Controlling Coatings

Reservoir devices are the most common type of time-based formulation for colon
delivery. Among these, the Time Clock® system was devised as a tablet core surrounded
by an inner layer based on a mixture of natural waxes (carnauba and white beeswax)
and surfactant (polyoxyethylene sorbitan mono-oleate), applied by spray-coating at high
operating temperatures, and by an outer enteric coating (Figure 12) [34,50–52]. The latter
film would dissolve in the small intestine, and erosion/dispersion of the waxy layer would
then start. After a lag phase of predetermined duration, depending on the thickness of the
inner coating, drug release would occur. When tested for release in six fed volunteers, the
disintegration of the tablet was consistently seen in the colon (Table 4) [51].
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Table 4. GI transit times (min), tablet dispersion time (min) and tablet dispersion site of placebo
units—six fed (light breakfast) volunteers. Adapted with permission from Ref. [51]. 1994, Elsevier.

Subject Gastric
Residence

Small
Intestine Transit

Colon
Arrival

Tablet
Dispersion

Position
of Dispersion

1 103 248 351 655 Cecum

2 251 168 419 656 Proximal colon

3 154 267 421 655 Cecum

4 123 186 319 593 Proximal colon

5 87 163 250 523 Descending colon

6 201 251 452 575 Proximal colon

Mean 153 261 369 610

SE 27 19 31 23
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The CTDC system was a reservoir device including a gelatin capsule filled with a
mixture of drug with an organic acid, an inner acid-soluble permeable layer (Eudragit® E),
an outer enteric coating (hydroxypropyl methyl cellulose acetate succinate, HPMCAS) and
a separation layer (HPMC of low viscosity grade) in between (Figure 13) [35,53–55]. When
administered orally, the enteric and the hydrophilic films would dissolve in the intestine
when the dissolution pH threshold of HPMCAS is exceeded, and fluids would diffuse into
the capsule through the permeable Eudragit® E layer. As a result, the organic acid dissolves
and the low pH of the internal environment promotes progressive dissolution of the acid-
soluble coating leading to drug release from the capsule. The lag phase duration depends
on the thickness of such a layer. A γ-scintigraphy study confirmed the colon targeting
ability of this delivery system. Indeed, disintegration of the capsules generally started in
the ascending colon and was in all cases completed within the large bowel (Table 5) [55].
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Figure 13. Schematic representation of the CTDC system. Reprinted with permission from Ref. [53].
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Table 5. CTDC transit and disintegration times of placebo units—eight fasted volunteers. Adapted
with permission from Ref. [55]. 1998, Elsevier.

Subject

Initial Disintegration Complete Disintegration

Minutes
Post-Dose Minutes Post-GE Anatomical

Position
Minutes

Post-Dose
Anatomical

Position

1 371 324 Ileo-cecal junction 422 Ascending colon

2 310 282 Ascending colon 421 Ascending colon

3 304 241 Ileo-cecal junction 514 Ascending colon

4 298 272 Descending colon 469 Descending colon

5 385 349 Ascending colon 495 Ascending colon

6 663 590 Ascending colon 685 Ascending colon

7 240 201 Ascending colon 301 Ascending colon

8 283 270 Ascending colon 502 Transverse colon

Mean 357 316 476

SD 132 120 109

The Chronotopic® system is based on a swellable hydrophilic polymer layer (HPMC
or hydroxypropyl cellulose, HPC, of different viscosity grades), responsible for deferring
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the onset of release, which was applied to drug-containing cores of various nature (single or
multiple units) (Figure 14) [1,56–58]. To overcome the variability of gastric residence time,
an outer enteric film was applied. After swallowing, the enteric film is expected to resist as
long as the unit remains in the acidic environment, and to undergo dissolution upon stomach
emptying. The inner hydrophilic layer is then exposed to the aqueous medium and a gel
would be formed following glass–rubber transition of the polymer. The gel layer would
become progressively permeable and/or erode, thus delaying contact between the core and
the aqueous fluids. The lag phase duration would vary as a function of the physico-chemical
properties of the hydrophilic coating agent and the relevant coating level. Finally, the drug
would be released in an immediate or slow mode according to the core characteristics.
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Figure 14. Schematic representation of the Chronotopic® system. Adapted with permission from
Ref. [58]. 2009, John Wiley & Sons.

The manufacturing of the Chronotopic® system posed technological challenges mainly
related to the coating technique to be used for application of the hydrophilic polymer layer.
To this end, press-coating and spray-coating were explored. The former technique was in
principle preferred because of a long-standing expertise in the field, also including multi-
layer tablets. In vitro release profiles from press-coated systems based on low-viscosity
HPMC (Methocel® K100LV) showed reproducible lag times, although a relatively long
undesired diffusion phase was observed before (Figure 15) [58]. However, this technique
requires special presses for large-scale production and involves difficulties in centering
the tablet to be coated within the polymer powder bed, with possible repercussions on
consistency of the coating thickness (Figure 16). Moreover, it poses limitations in the design
flexibility owing to the large amount of coating polymer needed.
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Figure 15. Release profile of verapamil from a Chronotopic® press-coated system having 150% weight
gain. Reprinted with permission from Ref. [58]. 2009, John Wiley & Sons.
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Thus, the feasibility of spray-coating was explored [57–59]. Medium- and high-
viscosity HPMC grades had never been used before as coating agents. For this reason,
technical issues to achieve acceptable sprayability and reasonable processing time needed to
be addressed. To counteract the viscosity-building effect of such polymers, they were used
as hydroalcoholic dispersions. From systems coated with a Methocel® K15M ethanol/water
dispersion in a rotating pan, the lag time prior to in vitro release was in good agreement
with the coating level (Figure 17). However, such a manufacturing technique was poorly fit
for large-scale production due to the use of organic solvents.
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For these reasons, the use of aqueous HPMC solutions was attempted, and a compar-
ative study was performed to select the most convenient HPMC grades to be employed
as coating agents [60]. In particular, aqueous spray-coating was proved feasible with
Methocel® E5, Methocel® E50 and Methocel® K4M (Figure 18). The release profiles ob-
tained from systems having coatings of 300 µm in nominal thickness showed increasing
lag times as a function of the HPMC viscosity grade (Figure 19). A longer delay phase
was obtained from Methocel® K4M-based formulations. However, Methocel® E50-coated
systems showed better results in terms of in vivo performance, coating process time, pro-
cess feasibility and fine tuning of the lag phase (Figures 20 and 21) [58,60,61]. Indeed, a
good correlation was found between weight gain and lag time. When in vitro testing was
carried out in media having different pH (1.2–6.8) and ionic strength (0.01–0.60) values,
consistent lag phases were achieved regardless of such variables in their physiological
ranges (Figure 22). Moreover, the coating process was shown to be robust and potentially



Pharmaceutics 2022, 14, 2762 14 of 26

scalable. In the case of Methocel® K4M, it was hampered by the high viscosity of its water
solutions. From Methocel® K4M-coated units, a small percentage of the model drug was
slowly released toward the end of the delay period, which was also reflected in human
salivary concentration profiles [62]. This behavior was attributed to the formation of a
poorly erodible gel structure rupturing upon water inflow and consequent disintegration
of the tablet core.
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In order to overcome the technical issues related to the long process time required
for aqueous spray-coating, different techniques and equipment were evaluated [63,64].
Namely, top spray- and tangential spray-coating as well as powder-layering were explored.
Among these techniques, top spray-coating was shown to be more time-consuming, while
tangential spray-coating, used to apply HPMC (Methocel® E50) in aqueous solution or pow-
der, required much shorter process times (Figure 23). Indeed, tangential spray-coating and
powder-layering process times to achieve 50% weight gain were reduced by approximately
30% and 10% as compared to top spray-coating, respectively.
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The Chronotopic® technology has successfully been applied to various solid dosage
forms, i.e., tablets of different sizes, hard- and soft-gelatin capsules, pellets and minitablets [58].
Although challenging, the use of capsule cores was investigated in-depth because of many
related advantages, including the possibility of incorporating liquid, semisolid and multi-
particulate formulations such as emulsions, microemulsions, self-microemulsifying drug
delivery systems, solid lipid nanospheres, microparticle suspensions and pro-liposomes
(Figure 24). In vivo results obtained from HPMC-coated hard-gelatin capsules type DBcaps®

size B confirmed the performance already observed with tablet cores. When in vitro and
in vivo t10% data obtained from HPMC-coated capsules were matched, a good correlation
was found (Figure 25).
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Cmax) for hard-gelatin capsule-based systems coated with Methocel® E50 to increasing HPMC layer
thicknesses. Reprinted with permission from Ref. [58]. 2009, John Wiley & Sons.

A new delivery platform (Chronocap™) was subsequently developed, which com-
bined the above-mentioned advantages related to coated capsules and the release-modifying
properties of hydrophilic cellulose derivatives. Such a system was devised in the form
of capsular shells having caps and bodies intended for assembly after filling with drug
formulations of various natures. For the manufacturing of such shells, an innovative
technique, i.e., injection-molding was exploited [65,66]. Interestingly, independent phar-
maceutical development of the inner formulation and the outer shell was allowed. The
functional capsules were manufactured from HPC of different viscosity grades, plasticized
with polyethylene glycol 1500. The polymer mixture was loaded into a bench-top micro-
molding machine, equipped with capsule-shaped molds for caps and bodies. Shells having
different thicknesses were obtained, namely 300, 600 and 900 µm (Figure 26). In vivo
salivary concentration profiles of a model drug showed longer delay phases as a function
of the thickness of the shell, as desired, and a good in vitro–in vivo correlation was found
between in vitro t10% and in vivo t10%, the latter expressed as the time to 10% of AUC
(Figures 27 and 28) [67].
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permission from Ref. [67].

The functional capsules were subsequently replicated by Fused Deposition Modeling
(FDM) 3D printing, from HPC filaments fabricated in-house by hot-melt extrusion [68,69].
The shell parts were fabricated based on Computer-Aided Design (CAD) files purposely
developed, after assessing the possibility of attaining hollow structures by the use of FDM,
which had not been demonstrated previously (Figure 29). The in vitro release profiles of
the printed capsules fully corresponded to those exhibited by molded capsules having the
same nominal thickness. These results would support the real-time prototyping potential
of FDM vs. injection-molding technique, more advantageous in terms of processing time
and scalability for the manufacturing of the functional shells. The experience acquired in
the use of FDM led to the fabrication of systems of more complex design, consisting of caps
having different thicknesses and/or compositions assembled through one or more joints
that would also serve as a partition [70]. The resulting multi-compartment devices would
offer versatile release performance, such as successive release pulses, that could well meet
the needs related to personalization of the therapy.
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Figure 29. CAD designs of a cross-sectioned capsule (A) and multicompartment capsular system (B),
and photographs of 3D printed body and cap (C) and bodies and spacer (D) fabricated by FDM 3D
printing from Klucel® LF. Adapted with permission from Ref. [70]. 2017, Elsevier.

All the HPMC coated units (tablets, pellets, gelatin capsules) and HPC capsular devices
fabricated by injection-molding and 3D printing provided with an outer gastroresistant film
could act as time-controlled colon drug delivery systems. In particular, the fate of samarium
oxide-labeled placebo (tablet core 6 mm, 160 mg) coated with Methocel® E50 (100% weight
gain, ≈ 900 µm thickness) and Eudragit® L in six fasted healthy male volunteers was
studied by γ-scintigraphy (Table 6) [61]. In all cases, the units were seen to disintegrate in
the ascending colon (Figure 30).

Table 6. Transit and disintegration times (h) of double-coated Chronotopic® systems (Methocel®

E50 applied to 100% weight gain) in six volunteers. Data acquired by γ-scintigraphy. Adapted with
permission from Ref. [61]. 2001, Elsevier.

Subject Gastric
Residence

Small
Intestine Transit

Colon
Arrival

Breakup Time after
Gastric Emptying Breakup Site

1 1.0 7.0 8.0 7.0 Cecum/ascending colon

2 2.0 5.0 7.0 6.0 Ascending colon

3 0.5 3.5 4.0 4.5 Cecum/ascending colon

4 0.5 4.5 5.0 5.5 Ascending colon

5 1.0 4.5 5.5 5.0 Cecum/ascending colon

6 0.5 4.5 6.0 6.0 Ascending colon

Mean 0.9 5.0 5.9 5.7

SD 0.5 1.1 1.3 0.8
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Figure 30. γ-scintigraphy of double-coated placebo Chronotopic® systems (Methocel® E50 applied to
100% weight gain) relevant to subject #6.

A subsequent pharmaco-scintigraphy investigation was carried out using 5-ASA
systems in both fasted and fed volunteers according to a randomized two-period crossover
design [71]. A lag phase preceded appearance of the drug and the metabolite in the plasma
(Figure 31). As expected, 5-ASA levels turned out to be far lower than N-acetyl 5-ASA,
resulting from intestinal and hepatic metabolism of the parent drug. Their concentrations
would indicate poor absorption, possibly consistent with distal intestinal release. The drug
and metabolite were detected in the plasma in conjunction with disintegration of the unit,
which occurred in the large bowel. In 8 out of 12 cases, breakup of the units occurred
into the ascending or transverse colon (Table 7). A linear correlation was found between
N-acetyl 5-ASA in vivo lag time and time of disintegration of the systems irrespective of
the fasted or fed state (Figure 32).
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Figure 31. 5-ASA (�) and N-acetyl 5-ASA (∆) plasma concentration profiles following administration
of double-coated Chronotopic® systems (Methocel® E50 applied to 50% weight gain) to one fasted
volunteer (subject #2). The dashed portion of the curves indicates the 12–24 h time frame during which
no experimental data were collected and does not reflect the actual time course of concentration. Red,
yellow and green bars (bottom) indicate gastric, small intestinal and colonic residence, respectively;
the blue bar (top) indicates disintegration. Reprinted with permission from Ref. [71]. 2019, Elsevier.
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Table 7. Transit and disintegration times (h) of double-coated 5-ASA Chronotopic® systems
(Methocel® E50 applied to 50% weight gain) under fasted and fed conditions. Adapted with permis-
sion from Ref. [71]. 2019, Elsevier.

Fasted

Subject Gastric
Residence

Small
Intestine Transit

Colon
Arrival

Breakup Time after
Gastric Emptying Breakup Site

1 1.75 3.00 4.75 10.25 Transverse colon

2 0.33 4.50 4.84 4.50 Cecum

3 0.42 1.50 1.92 10.58 Ascending colon

4 0.42 4.58 5.00 9.58 Ascending colon

5 0.58 4.50 5.08 10.52 1 Transverse colon

6 0.58 1.59 2.17 12.59 Transverse colon

Mean 0.68 3.28 3.96 8.73

SD 0.53 1.47 1.49 2.85

Fed

Subject Gastric
Residence

Small
Intestine Transit

Colon
Arrival

Breakup Time after
Gastric Emptying Breakup Site

1 1.83 1.92 3.75 - -

2 2.33 2.50 4.83 3.50 Ascending colon

3 1.41 3.51 4.92 7.51 Ascending colon

4 2.50 2.50 5.00 10.40 Ascending colon

5 1.92 3.00 4.92 11.95 1 Ascending colon

6 0.58 3.59 4.17 9.67 Transverse colon

Mean 1.76 2.84 4.60 7.77

SD 0.70 0.65 0.51 3.10
1 estimated and not considered in the mean calculation.
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Figure 32. Relationship between N-acetyl 5-ASA in vivo lag time and time of disintegration of
double-coated Chronotopic® systems (Methocel® E50 applied to 50% weight gain). Adapted with
permission from Ref. [71]. 2019, Elsevier.

A multiple-unit Chronotopic® system, having minitablets as the core and improved
efficiency in deferring the onset of release, was obtained by applying an additional perme-
able film based on neutral polymethacrylate Eudragit® NE and superdisintegrant sodium
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starch glycolate onto the HPMC layer [72,73]. Results from three-layer insulin systems
confirmed the colon targeting reliability of the delivery platform in in diabetic rats also
(Figure 33) [74,75]. Although it has been reported that the human GI transit may hardly be
predicted by the use of animal models, the rat has interestingly been considered as one of
the most reliable tools in this respect [76,77].
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Figure 33. Plasma glucose (A) and insulin (B) concentration profiles in diabetic rats following oral
administration of minitablet-based Chronotopic® systems, uncoated minitablets or insulin in solution
(bars indicate standard deviation). Reprinted with permission from Ref. [74]. 2016, Elsevier.

3. Conclusions

Colon delivery of bioactive compounds administered orally has become, despite the
poor absorption properties of this intestinal region, an important topic of pharmaceutical
research in recent decades. For all proposed strategies, the development of oral colon delivery
systems involves unique, hard to face challenges. In fact, biological variability can heavily
influence the peculiar physiological parameters underlying the different approaches. This may
be especially true under pathological conditions. For colon targeting, various drug delivery
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platforms have been proposed, including time-dependent systems that rely on relatively
constant transit time along the small intestine. Systems based on small intestinal transit time
are able to control the onset of release, which is expected to occur after a programmed delay
time in order to cover the entire transit from the duodenum to the ileo-cecal junction. The
desired lag phase is mainly pursued through the use of polymeric coatings or capsule plugs,
and enteric coating is needed to overcome the influence of the gastric emptying variability.
Particularly challenging is the development of in vitro testing methods to assess consistency
of the lag phase duration. Experience has shown that it is possible to set up drug release tests
sensitive enough to reflect specific formulation interventions. However, it is essential to collect
a robust set of human in vivo data in order to establish useful in vivo–in vitro associations.
The results of γ-scintigraphy and pharmaco–scintigraphy studies collected from the main oral
delivery platforms for time-dependent colon targeting presented and discussed in this review
article demonstrate that this approach has led to a satisfactory outcome in the great majority
of cases, thus indicating the considerable potential available and laying the base for further
and broader exploitation.

Author Contributions: Conceptualization, A.G., A.M. and M.C.; Methodology, A.G., L.P. and S.M.;
Investigation, A.F., A.G., A.M., I.F. and S.M.; Data Curation, A.G., M.C. and S.M.; Writing—Original
Draft Preparation, A.G., A.M. and S.M.; Writing—Review and Editing, A.F., A.M., I.F., L.P. and M.C.;
Visualization, A.F., I.F., L.P. and S.M.; Supervision, A.G. and M.C. All authors have read and agreed
to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Gazzaniga, A.; Giordano, F.; Sangalli, M.E.; Zema, L. Oral Colon-Specific Drug Delivery: Design Strategies. S.T.P. Pharma Prat.

1994, 4, 336–343.
2. Awad, A.; Madla, C.M.; McCoubrey, L.E.; Ferraro, F.; Gavins, F.K.H.; Buanz, A.; Gaisford, S.; Orlu, M.; Siepmann, F.; Siepmann, J.;

et al. Clinical Translation of Advanced Colonic Drug Delivery Technologies. Adv. Drug Deliv. Rev. 2022, 181, 114076. [CrossRef]
[PubMed]

3. Friend, D.R. New Oral Delivery Systems for Treatment of Inflammatory Bowel Disease. Adv. Drug Deliv. Rev. 2005, 57, 247–265.
[CrossRef] [PubMed]

4. Klotz, U.; Schwab, M. Topical Delivery of Therapeutic Agents in the Treatment of Inflammatory Bowel Disease. Adv. Drug Deliv.
Rev. 2005, 57, 267–279. [CrossRef] [PubMed]

5. Haupt, S.; Rubinstein, A. The Colon as a Possible Target for Orally Administered Peptide and Protein Drugs. Crit. Rev. Drug Carr.
Syst. 2002, 19, 499–551. [CrossRef]

6. Maroni, A.; Zema, L.; Del Curto, M.D.; Foppoli, A.; Gazzaniga, A. Oral Colon Delivery of Insulin with the Aid of Functional
Adjuvants. Adv. Drug Deliv. Rev. 2012, 64, 540–556. [CrossRef]

7. Bourgeois, S.; Laham, A.; Besnard, M.; Andremont, A.; Fattal, E. In Vitro and in Vivo Evaluation of Pectin Beads for the Colon
Delivery of β-Lactamases. J. Drug Target. 2005, 13, 277–284. [CrossRef] [PubMed]

8. Bak, A.; Ashford, M.; Brayden, D.J. Local Delivery of Macromolecules to Treat Diseases Associated with the Colon. Adv. Drug
Deliv. Rev. 2018, 136–137, 2–27. [CrossRef]

9. Tozer, T.N. Colonic Drug Delivery. In Proceedings of the 17th International Symposium on Controlled Release of Bioactive
Materials, Reno, NV, USA, 22–25 July 1990; p. 126.

10. Rubinstein, A. Natural Polysaccharides as Targeting Tools of Drugs to the Human Colon. Drug Dev. Res. 2000, 50, 435–439.
[CrossRef]

11. Van den Mooter, G.; Samyn, C.; Kinget, R. Azo Polymers for Colon-Specific Drug Delivery. Int. J. Pharm. 1992, 87, 37–46.
[CrossRef]

12. Van den Mooter, G.; Maris, B.; Samyn, C.; Augustus, P.; Kinget, R. Use of Azo Polymers for Colon-Specific Drug Delivery. J. Pharm.
Sci. 1997, 86, 1321–1327. [CrossRef] [PubMed]

http://doi.org/10.1016/j.addr.2021.114076
http://www.ncbi.nlm.nih.gov/pubmed/34890739
http://doi.org/10.1016/j.addr.2004.08.011
http://www.ncbi.nlm.nih.gov/pubmed/15555741
http://doi.org/10.1016/j.addr.2004.08.007
http://www.ncbi.nlm.nih.gov/pubmed/15555742
http://doi.org/10.1615/CritRevTherDrugCarrierSyst.v19.i6.10
http://doi.org/10.1016/j.addr.2011.10.006
http://doi.org/10.1080/10611860500206583
http://www.ncbi.nlm.nih.gov/pubmed/16199371
http://doi.org/10.1016/j.addr.2018.10.009
http://doi.org/10.1002/1098-2299(200007/08)50:3/4&lt;435::AID-DDR26&gt;3.0.CO;2-5
http://doi.org/10.1016/0378-5173(92)90225-Q
http://doi.org/10.1021/js9702630
http://www.ncbi.nlm.nih.gov/pubmed/9423139


Pharmaceutics 2022, 14, 2762 24 of 26

13. Cummings, J.H.; Milojevic, S.; Harding, M.; Coward, W.A.; Gibson, G.R.; Botham, R.L.; Ring, S.G.; Wraight, E.P.; Stockham, M.A.;
Allwood, M.C.; et al. In Vivo Studies of Amylose-and Ethylcellulose-Coated [13C]Glucose Microspheres as a Model for Drug
Delivery to the Colon. J. Control. Release 1996, 40, 123–131. [CrossRef]

14. Milojevic, S.; Newton, J.M.; Cummings, J.H.; Gibson, G.R.; Louise Botham, R.; Ring, S.G.; Stockham, M.; Allwood, M.C. Amylose
as a Coating for Drug Delivery to the Colon: Preparation and in vitro Evaluation Using 5-Aminosalicylic Acid Pellets. J. Control.
Release 1996, 38, 75–84. [CrossRef]

15. Rasmussen, S.N.; Bondesen, S.; Hvidberg, E.F.; Hansen, S.H.; Binder, V.; Halskov, S.; Flachs, H. 5-Aminosalicylic Acid in a Slow-
Release Preparation: Bioavailability, Plasma Level, and Excretion in Humans. Gastroenterology 1982, 83, 1062–1070. [CrossRef]
[PubMed]

16. Sandborn, W.J.; Hanauer, S.B.; Buchà, A. Comparative Pharmacokinetics of Equimolar Doses of 5-Aminosalicylate Administered
as Oral Mesalamine (Asacol) and Balsalazide: A Randomized, Single-Dose, Crossover Study in Healthy Volunteers. Aliment
Pharm. 2004, 19, 1089–1098. [CrossRef]

17. Dew, M.; Ryder, R.; Evans, N.; Evans, B.; Rhodes, J. Colonic Release of 5-amino Salicylic Acid from an Oral Preparation in Active
Ulcerative Colitis. Br. J. Clin. Pharm. 1983, 16, 185–187. [CrossRef]

18. Dew, M.; Hughes, P.; Lee, M.; Evans, B.; Rhodes, J. An Oral Preparation to Release Drugs in the Human Colon. Br. J. Clin. Pharm.
1982, 14, 405–408. [CrossRef] [PubMed]

19. Dew, M.J.; Hughes, P.; Harries, A.D.; Williams, G.; Evans, B.K.; Rhodes, J. Maintenance of Remission in Ulcerative Colitis with
Oral Preparation of 5-Aminosalicylic Acid. Br. Med. J. 1982, 285, 1012. [CrossRef] [PubMed]

20. Evans, D.F.; Pye, G.; Bramley, R.; Clark, A.G.; Dyson, J.; Hardcastle, J.D. Measurement of Gastrointestinal pH Profiles in Normal
Ambulant Human Subjects. Gut 1988, 29, 1035–1041. [CrossRef] [PubMed]

21. Maroni, A.; Moutaharrik, S.; Zema, L.; Gazzaniga, A. Enteric Coatings for Colonic Drug Delivery: State of the Art. Expert Opin.
Drug Deliv. 2017, 14, 1027–1029. [CrossRef]

22. Ibekwe, V.C.; Khela, M.K.; Evans, D.F.; Basit, A.W. A New Concept in Colonic Drug Targeting: A Combined pH-Responsive and
Bacterially-Triggered Drug Delivery Technology. Aliment. Pharmacol. Ther. 2008, 28, 911–916. [CrossRef]

23. Varum, F.; Freire, A.C.; Fadda, H.M.; Bravo, R.; Basit, A.W. A Dual pH and Microbiota-Triggered Coating (PhloralTM) for Fail-Safe
Colonic Drug Release. Int. J. Pharm. 2020, 583, 119379. [CrossRef] [PubMed]

24. Varum, F.; Freire, A.C.; Bravo, R.; Basit, A.W. OPTICORETM, an Innovative and Accurate Colonic Targeting Technology. Int. J.
Pharm. 2020, 583, 119372. [CrossRef] [PubMed]

25. Moutaharrik, S.; Maroni, A.; Melocchi, A.; Zema, L.; Foppoli, A.; Cerea, M.; Palugan, L.; Neut, C.; Siepmann, F.; Siepmann, J.; et al.
Oral Colon Delivery Platform Based on a Novel Combination Approach: Design Concept and Preliminary Evaluation. J. Drug
Deliv. Sci. Technol. 2021, 66, 102919. [CrossRef]

26. Varum, F.; Bravo, R.; Basit, A. OPTICORETM: A First-in-Class Colonic Targeting Technology. ONdrugDelivery 2020, 2020, 40–44.
27. Davis, S.S. The Design and Evaluation of Controlled Release Systems for the Gastrointestinal Tract. J. Control. Release 1985, 2,

27–38. [CrossRef]
28. Davis, S.S.; Hardy, J.G.; Fara, J.W. Transit of Pharmaceutical Dosage Forms through the Small Intestine. Gut 1986, 27, 886–892.

[CrossRef] [PubMed]
29. Davis, S.S.; Hardy, J.G.; Taylor, M.J.; Whalley, D.R.; Wilson, C.G. The Effect of Food on the Gastrointestinal Transit of Pellets and

an Osmotic Device (Osmet). Int. J. Pharm. 1984, 21, 331–340. [CrossRef]
30. Davis, S.S.; Hardy, J.G.; Wilson, C.G.; Feely, L.C.; Palin, K.J. Gastrointestinal Transit of a Controlled Release Naproxen Tablet

Formulation. Int. J. Pharm. 1986, 32, 85–90. [CrossRef]
31. Gazzaniga, A.; Busetti, C.; Moro, L.; Sangalli, M.E.; Giordano, F. Time-Dependent Oral Delivery Systems for Colon Targeting.

S.T.P. Pharma Sci. 1995, 5, 83–88.
32. Iamartino, P.; Maffione, G.; Pontello, L. Orally-Pharmaceutical Preparations with Colon Selective Delivery. U.S. Patent 5,171,580,

15 December 1992.
33. McNeil, M.E.; Rashid, A.; Stevens, H.N.E. Dispensing Device. WO1990009168A1, 23 August 1990.
34. Pozzi, F.; Furlani, P. Programmed Release Oral Solid Pharmaceutical Dosage Form. GB 2,245,492, 8 January 1992.
35. Hatano, H.A.; Ito, T.Y.; Ishibashi, T.S.; Yoshino, H.S.; Mizobe, M.T. Pharmaceutical Preparation in Form of Coated Capsule Release

able at Lower Part of Digestive Tract. U.S. Patent 6,309,666, 30 October 2001.
36. Bar-Shalom, D. Controlled Release Composition. CA 2,327,685A1, 14 October 1999.
37. Weitschies, W.; Blume, H.; Mönnikes, H. Magnetic Marker Monitoring: High Resolution Real-Time Tracking of Oral Solid Dosage

Forms in the Gastrointestinal Tract. Eur. J. Pharm. Biopharm. 2010, 74, 93–101. [CrossRef] [PubMed]
38. Yu, L.X.; Crison, J.R.; Amidon, G.L. Compartmental Transit and Dispersion Model Analysis of Small Intestinal Transit Flow in

Humans. Int. J. Pharm. 1996, 140, 111–118. [CrossRef]
39. Yuen, K.H. The Transit of Dosage Forms through the Small Intestine. Int. J. Pharm. 2010, 395, 9–16. [CrossRef] [PubMed]
40. Fadda, H.M.; McConnell, E.L.; Short, M.D.; Basit, A.W. Meal-Induced Acceleration of Tablet Transit through the Human Small

Intestine. Pharm. Res. 2009, 26, 356–360. [CrossRef]
41. Koch-Weser, J.; Schechter, P.J. Slow-Release Preparations in Clinical Perspective. In Drug Absorption; Prescott, L.F., Nimmo, W.S.,

Eds.; MTP Press: Lancaster, UK, 1981; pp. 217–227.

http://doi.org/10.1016/0168-3659(95)00186-7
http://doi.org/10.1016/0168-3659(95)00112-3
http://doi.org/10.1016/S0016-5085(82)80075-9
http://www.ncbi.nlm.nih.gov/pubmed/7117789
http://doi.org/10.1111/j.1365-2036.2004.01964.x
http://doi.org/10.1111/j.1365-2125.1983.tb04983.x
http://doi.org/10.1111/j.1365-2125.1982.tb01999.x
http://www.ncbi.nlm.nih.gov/pubmed/7126413
http://doi.org/10.1136/bmj.285.6347.1012
http://www.ncbi.nlm.nih.gov/pubmed/6127137
http://doi.org/10.1136/gut.29.8.1035
http://www.ncbi.nlm.nih.gov/pubmed/3410329
http://doi.org/10.1080/17425247.2017.1360864
http://doi.org/10.1111/j.1365-2036.2008.03810.x
http://doi.org/10.1016/j.ijpharm.2020.119379
http://www.ncbi.nlm.nih.gov/pubmed/32360546
http://doi.org/10.1016/j.ijpharm.2020.119372
http://www.ncbi.nlm.nih.gov/pubmed/32344022
http://doi.org/10.1016/j.jddst.2021.102919
http://doi.org/10.1016/0168-3659(85)90030-6
http://doi.org/10.1136/gut.27.8.886
http://www.ncbi.nlm.nih.gov/pubmed/3732895
http://doi.org/10.1016/0378-5173(84)90191-1
http://doi.org/10.1016/0378-5173(86)90102-X
http://doi.org/10.1016/j.ejpb.2009.07.007
http://www.ncbi.nlm.nih.gov/pubmed/19619649
http://doi.org/10.1016/0378-5173(96)04592-9
http://doi.org/10.1016/j.ijpharm.2010.04.045
http://www.ncbi.nlm.nih.gov/pubmed/20478371
http://doi.org/10.1007/s11095-008-9749-2


Pharmaceutics 2022, 14, 2762 25 of 26

42. Abuhelwa, A.Y.; Foster, D.J.R.; Upton, R.N. A Quantitative Review and Meta-Models of the Variability and Factors Affecting Oral
Drug Absorption-Part I: Gastrointestinal pH. AAPS J. 2016, 18, 1309–1321. [CrossRef]

43. Abuhelwa, A.Y.; Foster, D.J.R.; Upton, R.N. A Quantitative Review and Meta-Models of the Variability and Factors Affecting Oral
Drug Absorption—Part II: Gastrointestinal Transit Time. AAPS J. 2016, 18, 1322–1333. [CrossRef]

44. Liu, F.; Basit, A.W. A Paradigm Shift in Enteric Coating: Achieving Rapid Release in the Proximal Small Intestine of Man. J. Control.
Release 2010, 147, 242–245. [CrossRef]

45. Hénin, E.; Bergstrand, M.; Weitschies, W.; Karlsson, M.O. Meta-Analysis of Magnetic Marker Monitoring Data to Characterize the
Movement of Single Unit Dosage Forms Though the Gastrointestinal Tract under Fed and Fasting Conditions. Pharm. Res. 2016,
33, 751–762. [CrossRef]

46. Wilding, I.R.; Davis, S.S.; Bakhshaee, M.; Stevens, H.N.E.; Sparrow, R.A.; Brennan, J. Gastrointestinal transit and systemic
absorption of captopril from a pulsed-release formulation. Pharm. Res. 1992, 9, 654–657. [CrossRef]

47. Wilson, C.G.; Bakhshaee, M.; Stevens, H.N.E.; Perkins, A.C.; Frier, M.; Blackshaw, E.P.; Binns, J.S. Evaluation of a Gastro-Resistant
Pulsed Release Delivery System (Pulsincap) in Humans. Drug Deliv. 1997, 4, 201–206. [CrossRef]

48. Bar-Shalom, D.; Slot, L.; Lee, W.W.; Wilson, C.G. Development of the Egalet® Technology. In Modified-Release Drug Deliv-
ery Technology; Rathbone, M.J., Hadgraft, J., Roberts, M.S., Eds.; Marcel Dekker: New York, NY, USA, 2003; pp. 263–271,
ISBN 978-0-8247-0869-6.

49. Lee, W.W.; Mahony, B.O.; Bar-Shalom, D.; Slot, L.; Wilson, C.G.; Blackshaw, P.E.; Perkins, A.C. Scintigraphic Characterisation of a
Novel Injection-Moulded Dosage Form. In Proceedings of the 27th International Symposium on Controlled Release of Bioactive
Materials, Paris, France, 7–13 July 2000.

50. Pozzi, F.; Furlani, P.; Gazzaniga, A.; Davis, S.; Wilding, I. The Time-Clock System: A New Oral Dosage Form for Fast and
Complete Release of Drug after a Predetermined Lag Time. J. Control. Release 1994, 31, 99–108. [CrossRef]

51. Wilding, I.; Davis, S.; Pozzi, F.; Furlani, P.; Gazzaniga, A. Enteric Coated Timed Release Systems for Colonic Targeting. Int. J.
Pharm. 1994, 111, 99–102. [CrossRef]

52. Steed, K.P.; Hooper, G.; Monti, N.; Strolin Benedetti, M.; Fornasini, G.; Wilding, I.R. The Use of Pharmacoscintigraphy to Focus the
Development Strategy for a Novel 5-ASA Colon Targeting System (“Time Clock®” System). J. Control. Release 1997, 49, 115–122.
[CrossRef]

53. Ishibashi, T.; Hatano, H.; Kobayashi, M.; Mizobe, M.; Yoshino, H. Design and Evaluation of a New Capsule-Type Dosage Form
for Colon-Targeted Delivery of Drugs. Int. J. Pharm. 1998, 168, 31–40. [CrossRef]

54. Ishibashi, T.; Ikegami, K.; Kubo, H.; Kobayashi, M.; Mizobe, M.; Yoshino, H. Evaluation of Colonic Absorbability of Drugs in
Dogs Using a Novel Colon-Targeted Delivery Capsule (CTDC). J. Control. Release 1999, 59, 361–376. [CrossRef]

55. Ishibashi, T.; Pitcairn, G.R.; Yoshino, H.; Mizobe, M.; Wilding, I.R. Scintigraphic Evaluation of a New Capsule-Type Colon Specific
Drug Delivery System in Healthy Volunteers. J. Pharm. Sci. 1998, 87, 531–535. [CrossRef]

56. Gazzaniga, A.; Sangalli, M.E.; Giordano, F. Oral Chronotopic Drug-Delivery Systems—Achievement of Time and or Site-Specificity.
Eur. Pharm. Biopharm. 1994, 40, 246–250.

57. Gazzaniga, A.; Iamartino, P.; Maffione, G.; Sangalli, M.E. Oral Delayed-Release System for Colonic Specific Delivery. Int. J. Pharm.
1994, 108, 77–83. [CrossRef]

58. Sangalli, M.E.E.; Maroni, A.; Zema, L.; Cerea, M.; Gazzaniga, A. ChronotopicTM Technology. In Chronopharmaceutics: Science and
Technology for Biological Rhythm-Guided Therapy and Prevention of Diseases; John Wiley & Sons: New York, NY, USA, 2009; ISBN
978-0-47174-343-9.

59. Maffione, G.; Iamartino, P.; Guglielmini, G.; Gazzaniga, A. High-Viscosity HPMC as a Film-Coating Agent. Drug Dev. Ind. Pharm.
1993, 19, 2043–2053. [CrossRef]

60. Sangalli, M.E.; Maroni, A.; Foppoli, A.; Zema, L.; Giordano, F.; Gazzaniga, A. Different HPMC Viscosity Grades as Coating
Agents for an Oral Time and/or Site-Controlled Delivery System: A Study on Process Parameters and in Vitro Performances. Eur.
J. Pharm. Sci. 2004, 22, 469–476. [CrossRef]

61. Sangalli, M.E.; Maroni, A.; Zema, L.; Busetti, C.; Giordano, F.; Gazzaniga, A. In Vitro and in Vivo Evaluation of an Oral System for
Time and/or Site-Specific Drug Delivery. J. Control. Release 2001, 73, 103–110. [CrossRef] [PubMed]

62. Foppoli, A.; Maroni, A.; Palugan, L.; Zema, L.; Moutaharrik, S.; Melocchi, A.; Cerea, M.; Gazzaniga, A. Erodible Coatings Based
on HPMC and Cellulase for Oral Time-Controlled Release of Drugs. Int. J. Pharm. 2020, 585, 119425. [CrossRef] [PubMed]

63. Foppoli, A.; Cerea, M.; Palugan, L.; Zema, L.; Melocchi, A.; Maroni, A.; Gazzaniga, A. Evaluation of Powder-Layering vs.
Spray-Coating Techniques in the Manufacturing of a Swellable/Erodible Pulsatile Delivery System. Drug Dev. Ind. Pharm. 2020,
46, 1230–1237. [CrossRef] [PubMed]

64. Cerea, M.; Maroni, A.; Palugan, L.; Moutaharrik, S.; Melocchi, A.; Zema, L.; Foppoli, A.; Gazzaniga, A. Oral Hydrophilic
Matrices Having Non Uniform Drug Distribution for Zero-Order Release: A Literature Review. J. Control. Release 2020, 325, 72–83.
[CrossRef]

65. Gazzaniga, A.; Cerea, M.; Cozzi, A.; Foppoli, A.; Maroni, A.; Zema, L. A Novel Injection-Molded Capsular Device for Oral
Pulsatile Delivery Based on Swellable/Erodible Polymers. AAPS PharmSciTech 2011, 12, 295–303. [CrossRef]

66. Macchi, E.; Zema, L.; Maroni, A.; Gazzaniga, A.; Felton, L.A. Enteric-Coating of Pulsatile-Release HPC Capsules Prepared by
Injection Molding. Eur. J. Pharm. Sci. 2015, 70, 1–11. [CrossRef]

67. Cozzi, A. Applicazioni Farmaceutiche delle Tecniche di Estrusione. Ph.D. Thesis, Università degli Studi di Milano, Milan, Italy, 2008.

http://doi.org/10.1208/s12248-016-9952-8
http://doi.org/10.1208/s12248-016-9953-7
http://doi.org/10.1016/j.jconrel.2010.07.105
http://doi.org/10.1007/s11095-015-1824-x
http://doi.org/10.1023/A:1015806211556
http://doi.org/10.3109/10717549709051893
http://doi.org/10.1016/0168-3659(94)90255-0
http://doi.org/10.1016/0378-5173(94)90406-5
http://doi.org/10.1016/S0168-3659(97)00062-X
http://doi.org/10.1016/S0378-5173(98)00082-9
http://doi.org/10.1016/S0168-3659(99)00005-X
http://doi.org/10.1021/js9704588
http://doi.org/10.1016/0378-5173(94)90418-9
http://doi.org/10.3109/03639049309069340
http://doi.org/10.1016/j.ejps.2004.05.002
http://doi.org/10.1016/S0168-3659(01)00291-7
http://www.ncbi.nlm.nih.gov/pubmed/11337063
http://doi.org/10.1016/j.ijpharm.2020.119425
http://www.ncbi.nlm.nih.gov/pubmed/32473374
http://doi.org/10.1080/03639045.2020.1788060
http://www.ncbi.nlm.nih.gov/pubmed/32597251
http://doi.org/10.1016/j.jconrel.2020.06.033
http://doi.org/10.1208/s12249-011-9581-6
http://doi.org/10.1016/j.ejps.2014.12.020


Pharmaceutics 2022, 14, 2762 26 of 26

68. Melocchi, A.; Parietti, F.; Loreti, G.; Maroni, A.; Gazzaniga, A.; Zema, L. 3D Printing by Fused Deposition Modeling (FDM) of a
Swellable/Erodible Capsular Device for Oral Pulsatile Release of Drugs. J. Drug Deliv. Sci. Technol. 2015, 30, 360–367. [CrossRef]

69. Melocchi, A.; Parietti, F.; Maroni, A.; Foppoli, A.; Gazzaniga, A.; Zema, L. Hot-Melt Extruded Filaments Based on Pharmaceutical
Grade Polymers for 3D Printing by Fused Deposition Modeling. Int. J. Pharm. 2016, 509, 255–263. [CrossRef]

70. Maroni, A.; Melocchi, A.; Parietti, F.; Foppoli, A.; Zema, L.; Gazzaniga, A. 3D Printed Multi-Compartment Capsular Devices for
Two-Pulse Oral Drug Delivery. J. Control. Release 2017, 268, 10–18. [CrossRef]

71. Foppoli, A.; Maroni, A.; Moutaharrik, S.; Melocchi, A.; Zema, L.; Palugan, L.; Cerea, M.; Gazzaniga, A. In Vitro and Human
Pharmacoscintigraphic Evaluation of an Oral 5-ASA Delivery System for Colonic Release. Int. J. Pharm. 2019, 572, 118723.
[CrossRef]

72. Maroni, A.; Del Curto, M.D.; Cerea, M.; Zema, L.; Foppoli, A.; Gazzaniga, A. Polymeric Coatings for a Multiple-Unit Pulsatile
Delivery System: Preliminary Study on Free and Applied Films. Int. J. Pharm. 2013, 440, 256–263. [CrossRef] [PubMed]

73. Del Curto, M.D.; Palugan, L.; Foppoli, A.; Zema, L.; Gazzaniga, A.; Maroni, A. Erodible Time-Dependent Colon Delivery Systems
with Improved Efficiency in Delaying the Onset of Drug Release. J. Pharm. Sci. 2014, 103, 3585–3593. [CrossRef] [PubMed]

74. Maroni, A.; Del Curto, M.D.; Salmaso, S.; Zema, L.; Melocchi, A.; Caliceti, P.; Gazzaniga, A. In Vitro and in Vivo Evaluation of an
Oral Multiple-Unit Formulation for Colonic Delivery of Insulin. Eur. J. Pharm. Biopharm. 2016, 108, 76–82. [CrossRef] [PubMed]

75. Del Curto, M.D.; Maroni, A.; Palugan, L.; Zema, L.; Gazzaniga, A.; Sangalli, M.E. Oral Delivery System for Two-Pulse Colonic
Release of Protein Drugs and Protease Inhibitor/Absorption Enhancer Compounds. J. Pharm. Sci. 2011, 100, 3251–3259. [CrossRef]

76. Davis, S.S.; Wilding, I.R. Oral Drug Absorption Studies: The Best Model for Man Is Man! Drug Discov. Today 2001, 6, 127–130.
[CrossRef]

77. Sjögren, E.; Abrahamsson, B.; Augustijns, P.; Becker, D.; Bolger, M.B.; Brewster, M.; Brouwers, J.; Flanagan, T.; Harwood, M.;
Heinen, C.; et al. In Vivo Methods for Drug Absorption–comparative Physiologies, Model Selection, Correlations with in Vitro
Methods (IVIVC), and Applications for Formulation/API/Excipient Characterization Including Food Effects. Eur. J. Pharm. Sci.
2014, 57, 99–151. [CrossRef]

http://doi.org/10.1016/j.jddst.2015.07.016
http://doi.org/10.1016/j.ijpharm.2016.05.036
http://doi.org/10.1016/j.jconrel.2017.10.008
http://doi.org/10.1016/j.ijpharm.2019.118723
http://doi.org/10.1016/j.ijpharm.2012.05.075
http://www.ncbi.nlm.nih.gov/pubmed/22688248
http://doi.org/10.1002/jps.24150
http://www.ncbi.nlm.nih.gov/pubmed/25213173
http://doi.org/10.1016/j.ejpb.2016.08.002
http://www.ncbi.nlm.nih.gov/pubmed/27519826
http://doi.org/10.1002/jps.22560
http://doi.org/10.1016/S1359-6446(00)01653-6
http://doi.org/10.1016/j.ejps.2014.02.010

	Introduction 
	Time-Controlled Colon Drug Delivery Systems 
	Capsular Devices with Release-Controlling Plugs 
	Reservoir Devices with Release-Controlling Coatings 

	Conclusions 
	References

