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ABSTRACT
Purpose In vitro and in vivo permeation studies were
conducted to evaluate the characteristic of percutaneous
administration of high hydrophilic drug L-carnitine (LC) by
Functional MicroArray (FMA) painless intradermal delivery
system.
Methods In vitro study was designed to assess the effects of
various skins, donor concentration and hydrogels from different
carbomer derivatives on the release of LC in a Franz-type
diffusion cell. The LC gel patches with carbomer 980 P were
prepared and successfully applied to pharmacokinetic study of
SD rats with and without FMA. Intravenous injection and oral
administration were performed to support pharmacokinetic
calculations and comparison of bioavailability.
Results Enhanced delivery of LC using FMA was achieved in
skin of different species in vitro studies. The 750 mg LC gel
patches were applied to rats over 6 h, and approximately 27%
of loaded dose was transported into rat. A 2.8-fold enhance-
ment of absolute bioavailability for LC with FMA intradermal
delivery system was observed compared with oral LC
administration in vivo study.

Conclusions Both in vitro and in vivo studies demonstrated that
the FMA intradermal delivery system can enhance the delivery
and bioavailability of LC.

KEY WORDS absolute bioavailability . functional microarray .
hydrogel patch . microneedles . intradermal delivery system .
L-carnitine

INTRODUCTION

L-carnitine (LC) is a naturally occurring compound used by
the body to transport long-chain fatty acids across inner
mitochondria membrane for β-oxidation. It is a nutrient
essential for energy production and fat metabolism in
skeletal muscle and heart (1). More than 95% of human
body’s total carnitine is in myocardium and skeletal muscle
(2). In recent years, LC has been extensively used as a
medicine in the treatment of carnitine deficiency disorders
(3,4), a variety of cardiovascular symptoms (1,5) and the
prevention of drug-induced myopathies in patients with
HIV infection (6). Furthermore, many researchers found
that supplementation of LC has potentially beneficial effects
on athlete performance (7), obesity (8), liver healthy (9),
hemodialysis (10), male infertility (11) and diabetes (12).

Currently, LC is marketed throughout the world in the
form of capsules, tablets, and injectables. Typical doses
range from 10–50 mg/kg/day (13). However, oral admin-
istration is restricted to a slow uptake into intestinal
epithelium due to the relatively high polarity of LC, which
impedes its free diffusion across lipid membranes (14,15).
Therefore, there is lower oral bioavailability (16). High oral
doses of LC may cause body odor and stomach cramps in
some patients. On the other hand, intravenous administra-
tion of LC makes a transient increase in the body carnitine
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pool; it also leads to difficulty distributing into slowly
equilibrating tissues such as muscle (13). Consequently,
treatment with short-term therapy intravenously leads to
little change in muscle LC pool (17), which inhibits the vital
effect of LC on fatty acid oxidation in skeleton and cardiac
muscle. In summary, the major issue of LC administration
is poor bioavailability.

A traditional transdermal patch of LC was in develop-
ment with a reported reduction of visible signs of cellulite
on the skin (18). But there are no rigorous studies and
published data on permeability and percutaneous systemic
delivery of LC to our knowledge. A proper transdermal
formulations would make it possible to deliver LC
continuously into systemic circulation at a well-controlled
therapeutic rate and avoids gastrointestinal disturbances by
the oral route. The major challenges of percutaneous
delivery of LC have been attributed to its high dose
requirement and extremely high polarity [Log P=−5.48]
(19). Hence, it is necessary to present a rational strategy to
enhance topical permeation of LC to achieve therapeuti-
cally meaningful systemic concentration, especially in
muscles. As a promising approach, microneedle treatment
provides a minimally invasive method to create drug
delivery paths, called microconduits, in the skin barrier
for enhancing drug delivery. Clinical administration
showed that 180 and 280 µm octagonal microneedles
significantly reduced pain and discomfort compared to the
25-G hypodermic needle, and the repair and resealing of
microconduits were apparent at 8–24 h post application
(20). Previously, we have reported that the utility of a solid
microneedle system was more efficient in increasing the skin
permeability both in vitro (21–23) and in clinical application
(24).

In this paper, we provide a detailed investigation of
percutaneous transport of LC by using painless Functional
MicroArray (FMA) with microneedles of 150 µm length. In
vitro study evaluated the effects of different species of skins,
donor concentration and gel formulations on the perme-
ability of LC by FMA intradermal delivery system. In vivo
study assessed the absolute bioavailability and pharmacoki-
netic profile of topical gel patch of LC, compared to
intravenous and oral administration, to indicate the efficacy
of FMA for LC percutaneous administration. The enhance-
ment of LC bioavailability by FMA is the major discovery
of this research work.

MATERIALS AND METHODS

Chemicals and Reagents

LC ((3R)-3-hydroxy-4-trimethylazaniumylbutanoate, MW
161.2 Da), carbomer 940 P (CP940), carbomer 974 P

(CP974), carbomer 980 P (CP980) and carbomer 1342 P
(CP1342) were all purchased from GuoRenYiKang Tech-
nology (Beijing, China). HPLC-grade methanol was
obtained from Dikma Technology (Beijing, China). All
solutions were prepared with ultrapure water (resistivity
>18 MΩ.cm). All chemicals used were analytical or
pharmaceutical grade.

Functional MicroArray System (FMA)

The Functional MicroArray system has been described
previously without modification (22,23). Each FMA has
484 microneedles perpendicular to the wafer, over an area
of 10×10 mm2. Each microneedle has an octagonal
pyramidal shape. They are 150 µm in height, with a base
length of about 100 µm, a cone angle of 38° and a needle
tip less than 100 nm. The FMA was fixed onto the
supporting mechanism of an applicator to form an
intradermal drug delivery system, which provided an
insertion force of approximately 2 N (Fig. 1).

Fig. 1 The pictures of Functional MicroArray employed and the
applicator used. (A) Functional MicroArray; (B) applicator.
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Preparation of Carbomer Hydrogels

Hydrogels of LC were prepared using carbomer polymers,
including CP940, CP974, CP980 and CP1342. Briefly, at a
concentration of 0.5% (w/w), carbomers were added to
ultrapure water with vigorous mixing, and the dispersion
was allowed to hydrate and swell for about 2 h. Then the
gels were formed by dropwise addition of triethanolamine
(0.8% w/w) to neutralization. Finally, appropriate amount
of LC powder was dissolved in the above gels with stirring
at room temperature.

Skin Preparation In Vitro

Male Sprague–Dawley rats (220–250 g) were provided by
Beijing Weitong Lihua Experimental Animals Ltd. Co.
(Beijing China). Forty-eight hours before the test, rats were
anesthetized by ether, and then the abdominal hair of each
rat was shaved with an electric hair clipper. At the
beginning of in vitro studies, animals were euthanized using
carbon dioxide, and full-thickness skins were removed. All
research protocols adhered to the Guide for the Care and
Use of Laboratory Animals (1996).

Samples of full-thickness dermatomed human cadaver
skins (≈ 800 μm) were obtained from the Burns Institute,
304th Clinical Department, The General Hospital of
PLA, Trauma Center of Postgraduate Medical College
and were free from overt pathology. The skin samples
were kept frozen in liquid nitrogen and used within
3 months.

Porcine ear skins (adult pig) were purchased from a local
slaughterhouse immediately following the animal death,
and the whole skins were carefully dermatomed to a
thickness of 800 μm with skin grafting knife. The excised
porcine ear was wrapped in plastic film and stored in liquid
nitrogen until use within 3 months.

In Vitro Permeation Study

The method of the percutaneous absorption study
adheres to the Test Guideline 428 of Organization for
Economic Cooperation and Development (2004). The
experiment was performed with a system employing
Franz-type glass diffusion cells. The temperature in the
receptor chamber was maintained at physiological tem-
perature of 37.0±0.1°C with an external, constant
temperature, circulating water bath.

Skin samples were treated using FMA delivery system.
The insertion force was provided by the applicator. The
skins without FMA treatment were used as control. The
skin was mounted on a receptor chamber (2.5 ml) with
the stratum corneum side facing upward into the donor
chamber with effective permeation area of 0.66 cm2. The

receptor and donor chambers were filled with PBS solution,
and the receptor fluid was continuously stirred with a
magnetic bar at 280 rpm to maintain homogeneity. After
1 h equilibration, the solution in the receptor chamber was
replaced with fresh PBS, and 300 μl of LC solution or
300 mg of LC gel was applied on the skin in the donor
chamber, which was then covered with a parafilm to avoid
any evaporation process. The samples of receptor cell
were withdrawn through at predetermined time intervals,
and the receptor phase was immediately refreshed by
equal volume of PBS buffer to keep a constant volume.
The samples were analyzed by HPLC/UV. The results
were expressed as the mean±S.D. (n=3–4 independent
samples).

In Vivo Permeation Study

Male Sprague–Dawley rats (250 ±10 g) were equally
divided into four groups (3 for each): groups A, B, C and
D. Before administration, all rats were allowed to acclima-
tize for 1 week. One day before administration, rats were
fasted overnight but allowed access to water. The hair of
abdominal skin was carefully shaved by electric clippers for
groups A and B. The rats in group A were pretreated by
FMA with an area of 2 cm2; group B was untreated as a
control. Then hydrogel patch containing LC 750 mg was
applied to each rat by an adhesive housing for 6 h. Group
C and group D were control groups of oral and intravenous
injection administration of 1 ml LC solution (200 mg/ml).
A volume of 0.5 ml blood samples was taken before
administration and at predetermined time intervals after
LC administration. Plasma samples were immediately
separated by centrifugation at 4000×g for 7 min and
stored at −80°C until assay.

Patch Residual Assay of LC

To determine the apparent dose of LC delivered from gel
patch in the in vivo study, patches were collected after 6 h
application and stored at 4°C until assay. Each patch was
transferred into a suitable flask, and ultrapure water was
added. The mixture was shaken for 20 min and then
centrifuged for 8 min at 10000×g. Supernatant solution
was analyzed by HPLC/UV. Apparent dose of LC
delivered was calculated as difference between initial and
residual drug content in patch.

Assay Methods

In Vitro

The quantitative determination of LC was performed by
HPLC using methanol-190 mM KH2PO4 water (13:87) as
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mobile phase at a flow rate of 0.6 ml/min, by LC-2010A
(Shimadzu, Japan). The injection volume was 20 μl. The
analysis was performed in a YMC-Pack ODS-A C18
column with dimensions of 250×4.6 mm i.d., 5 μm particle
size (YMC Inc., USA). The column eluant was monitored
at 225 nm. The detection limit is 20 μg ml−1. The inter-
and intra-day variability was less than 5%.

In Vivo

Pretreatment method of samples: 120 μl of plasma was
deproteinized with 600 μl of 0.6 M perchloric acid. The
mixture was shaken for 30 s and allowed to stand in an ice
bath for about 15 min. After being centrifuged at 4000×g
for 7 min, 500 μl of supernatant was transferred to a new
tube in which 300 μl of 0.5 M K2CO3 was added; the
mixture was shaken for 30 s and incubated in an ice bath
for 15 min. Precipitate of KClO4 was removed by
centrifugation at 4000×g for 7 min, and 200 μl of the
supernatant with free LC was separated for the assay. The
recovery ratio of LC in plasma was 85±2%.

Assays: The concentration of free LC in serum was
determined by enzymatic assay kit with a limitation
detection of 0.8 μg /ml. (BIOSENTEC France), Cat.
No.066.

Calculations and Statistical Analysis

In Vitro

The cumulative amount of drug permeated per unit area
versus time was plotted. The permeation rates of LC were
calculated from the slope of linear portion of the plots. Data
analysis was carried out with Microsoft Excel, Version
2000. Results were presented as the mean±S.D. (n=3–4
independent samples). Statistically significant differences
were determined using the analysis of variance (ANOVA)
with P<0.05 as a minimal level of significance.

In Vivo

Maximum plasma concentration (Cmax) and the time to
reach this peak (Tmax) were directly identified from the
pharmacokinetic curves (LC plasma concentration versus
time). Area under the plasma concentration-time curve
(AUC0→∞) was calculated by using the trapezoidal rule.
Absolute bioavailability (A.B.) of LC after oral and FMA
administration compared to intravenous administration was
calculated using the following equation:

A:B: ¼ AUC FMA=oral
dose FMA=oral

� dose iv:
AUC iv:

� 100

RESULTS AND DISCUSSION

In Vitro Percutaneous Delivery of LC through Skins
of Different Species

First, the effect of skins from different species on LC
permeability was investigated. As indicated in Fig. 2, the
highest cumulative amount of LC over 8 h by passive diffusion
could be seen for rat skin. After pretreatment with FMA, the
cumulative amount of LC was greatly enhanced for all skins,
and it was similar between human and porcine ear skin.

The results of percutaneous delivery of drug are
influenced by skin of different species. Human skin is
considered as the best material for in vitro experiment, but
its availability and proper storage are sufficiently challenging.
Fortunately, a wide range of animal skin models have been
well established as alternatives to human skin. These animal
skin models include rat, mouse, rabbit, pig, guinea pig and
snake skins. However, there may be variation in the drug
permeability of various skins, so it is necessary to evaluate the
effect of skin model used in the study of a new drug delivery
method and its proper formulation.

Table I shows the permeation rates of LC across different
species of skin by passive diffusion or with FMA pretreatment.
The permeation rates of LC by FMA were significantly
enhanced in all species of skin compared to passive diffusion.
The permeation rate of LC through human skin was
enhanced 59 times compared to passive diffusion and was
nearly the same with porcine ear skin, but there were
significant differences between human and porcine ear skin
by passive diffusion (p<0.05). Furthermore, the permeation
rate of LC through rat skin was about 13.8 times higher than
that of human skin by passive diffusion. After FMA-puncture,
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Fig. 2 The LC profiles of cumulative amount vs. time using skins of
different species with and without FMA. Mean±S.D., n≥3. Each donor
concentration was 640 mg/mL.
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the difference was only 3.7 times, significantly reduced
compared to passive diffusion. The above results implied
that FMA may reduce the interspecies variations in skin
permeability. Previous studies have indicated that iontopho-
resis could reduce the interspecies differences in transdermal
permeation of drugs (25,26). The results of the present study
were similar to the above observations. They indicate that
FMA puncture overcomes the stratum corneum, the major
skin barrier. Therefore, differences among the resistance of
various species of skin were decreased.

In Vitro Effect of Donor Concentration

Further experiments were carried out using porcine ear skin
pretreated by FMA because the peameability of LC through
porcine ear skin is close to human skin. The influence of drug
concentration on the FMA intradermal transport of LC was
presented in Fig. 3. The permeability of LC increased with

increasing donor concentration until 640 mg/ml. In sum-
mary, the cumulative amount and permeation rates of LC
were not significantly different between 650 mg/ml (93.23±
17.76 mg/cm2 and 11.08±2.05 mg/cm2/h) and 800 mg/ml
(97.20±12.60 mg/cm2 and 11.80±1.50 mg/cm2/h) (P>
0.05). The results show that there may be a certain threshold
of FMA transport, since increasing donor concentration no
longer resulted in increase of drug transport. This type of
cut-off phenomenon has been reported in microneedle-
mediated transdermal delivery of human IgG (28). This
may be due to the transport pathway of the drug through
skin becoming saturated at a higher concentration.

In Vitro Effect of Different Type of Carbomer Polymers

At present, numerous grades of carbomer polymer are
commonly available for the transdermal hydrogel formula-
tions because of their low irritation and high viscosity at
low concentration. Different types of carbomer varying in
cross-link density and molecular weight could influence

Table I Permeation Rates and Enhancement Ratio (ER) of LC Across
Different Species of Skins with and without FMA Delivery System

Skin type Thickness Permeation rates (mg/cm2/h) ER

FMA Passive diffusion (%)

Human Dermatomed≈
800 μm

10.65±2.12 0.18±0.02 59

Porcine ear Dermatomed≈
800 μm

11.08±2.05 0.37±0.04 30

Rat Full thickness 40.16±3.97 2.49±0.40 16

Enhancement ratio (ER), FMA permeation rates / passive permeation rates

Data are mean±S.D., n≥3.
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Fig. 3 The effect of different LC donor concentrations on the LC
cumulative amount and permeation rates through porcine ear skin by FMA
delivery system during 8 h. mean±S.D., n=3.
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Fig. 4 Diffusion profiles of the gels with different types of carbomer
polymers on the release of LC across porcine ear skin by FMA-treated.
mean±S.D., n=4.

Table II Summary of Apparent Dose of LC Delivered with and without
FMA Delivery System

Parameters With FMA Without FMA

Total amount of LC in patch (mg/rat) 750 750

The residual amount in patch (mg/rat) 550±22 764±30

Apparent dose of LC (mg/rat) 200 ND

LC delivered (%) 27% ND

ND not determined
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the diffusion pathway and drug release (29). The influence
of different carbomer polymers (e.g., CP940, CP974,
CP980, CP1342) on the permeability of LC was studied
across porcine ear skin. Skin was pretreated by FMA, and
LC hydrogel (640 mg/g) was applied to each donor.

Fig. 4 illustrates the cumulative amount of LC penetrat-
ed from the various kinds of carbomer formulations. Total
cumulative amount of LC from CP980 and CP974 was
significantly higher than that from CP1342 and CP940 (P<
0.05). Furthermore, there was no significant difference
between the cumulative amount from CP974 (71.78±
12.44 mg/cm2) and CP980 (64.43±14.48 mg/cm2) (P>
0.05). It was noteworthy that the viscosity of CP980
calculated by rheological synergism was significantly higher
than CP974 (30). Therefore, gel containing CP 980 was
elected as a suitable carrier for topical application of LC.

In Vivo Assessment of Apparent Dose of LC Delivered
into Rats from Gel Patch

The residual content of drug in the patch was investigated
to assess the apparent LC dose delivered by applying
topical gel formulation CP980 (750 mg/rat) to rats with
and without FMA pretreatment.

Table II presents the mean apparent dose of LC gel
patch delivered after 6 h topical application with and

without FMA pretreatment. About 27% of initial amount
of LC was delivered into rats by FMA pretreatment,
totaling 200 mg/rat. However, there was no significant
difference between the residual and initial content by
passive diffusion. These results showed that FMA intrader-
mal delivery successfully allowed much higher apparent
dose of LC delivery than traditional percutaneous delivery.
It implied that FMA intradermal delivery system could
solve the problem of high dose requirement for LC.

Phamacokinetics and Absolute Bioavailability of LC

Fig. 5 shows the plasma concentration-time profiles of LC
after intravenous (200 mg/rat), oral (200 mg/rat) and FMA
percutaneous administration (750mg/rat).The corresponding
pharmacokinetic parameters are summarized in Table III.
After intravenous administration, the plasma concentration
was up to 3.90±0.42 mg/mL at 3 min, but rapidly
decreased to 0.27±0.05 mg/mL at 2 h. Oral administration
brought low plasma levels, and the plasma concentration
peaked at 2 h (0.040±0.011 mg/mL). The absolute
bioavailability was 8%. Compared to oral administration,
higher plasma concentrations were obtained by using FMA
intradermal delivery system. At the same time, the AUC0–∞

was 3016 mg.h.L−1, 10-fold higher than that of oral
administration, and the absolute bioavailability was 22%. A
maximum concentration (Cmax) of 0.53±0.086 mg/mL was
achieved at 4 h, which was about 13-fold higher than that
following oral administration. Furthermore, the plasma level
was maintained relatively smooth from 1–6 h in the range of
0.33 mg/mL to 0.51 mg/mL. After patch removal, plasma
level of LC rapidly declined, suggesting LC percutaneous
delivery into the corium and into systemic circulation.
Pharmacokinetic study demonstrated that, after FMA intra-
dermal administration, the absorption of LC was stable over
the whole administration period of 6 h compared to
intravenous application. It is notable that absolute bioavail-
ability for LC FMA intradermal delivery was approximately
2.8 times higher than oral application. A variety of experi-
ments, including human (31) and rats (14,15), have concluded
that the low bioavailability of oral-delivered LC has been
ascribed to poor absorption across the intestinal epithelium.
Hence, it’s easy to understand that the bioavailability of LC
following FMA intradermal delivery would be higher than
oral administration because of its direct absorption via blood
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Fig. 5 Mean plasma concentration vs. time profiles of LC after single
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Dosage Cmax(mg/ml) Tmax (h) AUC0–∞ (mg.h.L−1) A.B. (%)

Intravenous 200 mg/rat – – 3733±215 100

Oral 200 mg/rat 0.040±0.011 2 317±48 8

FMA delivery 750 mg/rat 0.53±0.086 4 3017±548 22

Table III Pharmacokinetic
Parameters of LC Determined
After Single Intravenous, Oral and
FMA Intradermal Administration
(n=3)
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vessels among dermal layer. Therefore, FMA intradermal
delivery administration would provide a new and effective
administration strategy for enhancing bioavailability of LC
and potentially improve patient compliance with additional
benefits such as controlled stable release of drugs to minimize
toxicity while maximizing therapeutic outcome.

CONCLUSIONS

The present work illustrated that FMA painless intradermal
delivery system could be used for percutaneous adminis-
traton of LC. In vitro studies indicated that the LC
permeability with FMA-assisted transport across different
skins was significantly increased compared to passive
diffusion, and permeation across human skin was about
59 times higher than passive diffusion. The pharmacoki-
netic study showed that FMA intradermal delivery of LC
gel patch would give relatively smooth and continuous
plasma levels compared to conventional dosage forms. A
2.8-fold enhancement of absolute bioavailability was
obtained compared to oral administration. In summary,
FMA intradermal delivery system represents a promising
and beneficial method for LC administration and may be
possibly extended to other high hydrophilic drugs. Further
studies should be conducted to probe the tissue concentra-
tion of LC in rat tissues (e.g., muscle, heart, kidney and
liver) by FMA intradermal delivery.

ACKNOWLEDGEMENTS

The work was partly supported by Suzhou Natong
Bionanotechnology Co. Ltd., Jiangsu, China.

REFERENCES

1. Sharma S, Black SM. Carnitine homeostasis, mitochondrial
function and cardiovascular disease. Drug Discovery Today:
Disease Mechanisms in Press, corrected Proof (2009).

2. Gvozdjáková A. Carnitine. In: Gvozdjáková A, editor. Mitochondrial
Medicine. Netherlands: Springer Netherlands; 2008. p. 357–66.

3. Pons R, De Vivo DC. Primary and secondary carnitine deficiency
syndromes. J Child Neurol. 1995;10:S8–24.

4. Jusić A. Carnitine: physiologic role, primary and secondary
deficiency. Lijec Vjesn. 1992;114:166–71.

5. Michael AA. Carnitine and its derivatives in cardiovascular
disease. Prog Cardiovasc Dis. 1997;40:265–86.

6. Ilias I, Manoli I, Blackman MR, Gold PW, Alesci S. L-Carnitine
and acetyl-L-carnitine in the treatment of complications associat-
ed with HIV infection and antiretroviral therapy. Mitochondrion
2004;4:163–8.

7. Brass EP, Hoppel CL, Hiatt WR. Effect of intravenous L-
carnitine on carnitine homeostasis and fuel metabolism during
exercise in humans. Clin Pharmacol Ther. 1994;55:681–92.

8. Wutzke KD, Lorenz H. The effect of l-carnitine on fat oxidation,
protein turnover, and body composition in slightly overweight
subjects. Metabolism 2004;53:1002–6.

9. Chang B, Nishikawa M, Nishiguchi S, Inoue M. L-carnitine
inhibits hepatocarcinogenesis via protection of mitochondria. Int J
Cancer 2005;113:719–29.

10. Ahmad S. L-carnitine in dialysis patients. Semin Dialysis
2001;14:209–17.

11. Costa M, Canale D, Filicori M, D’Lddio S, Lenzi A. L-carnitine
in idiopathic asthenozoospermia: a multicenter study. Andrologia
1994;26:155–9.

12. Mingrone G, Greco AV, Capristo E, Benedetti G, Giancaterini A,
De Gaetano A, et al. L-carnitine improves glucose disposal in type
2 diabetic patients. J Am Coll Nutr. 1999;18:77–82.

13. Evans AM, Fornasini G. Pharmacokinetics of L-carnitine. Clin
Pharmacokinet. 2003;42:941–67.

14. Gudjonsson H, Li BU, Shug AL, Olsen WA. Studies of carnitine
metabolism in relation to intestinal absorption. Am J Physiol.
1985;248:G313–9.

15. Rebouche CJ, Mack DL, Edmonson PF. L-Carnitine dissimilation in
the gastrointestinal tract of the rat. Biochemistry 1984;23:6422–6.

16. Harper P, Elwin CE, Cederblad G. Pharmacokinetics of bolus
intravenous and oral doses of L-carnitine in healthy subjects. Eur J
Clin Pharmacol. 1988;35:69–75.

17. Brass EP. Pharmacokinetic considerations for the therapeutic use
of carnitine in hemodialysis patients. Clin Ther. 1995;17:176–85.

18. Schulz J, Kroepke R, Schepky A, Eckert J, Koop U, Faenger S.
Cosmetic combination product for improving appearance. U.S.
Patent 11, 839, 384, Aug. 28, 2008.

19. MadisonMetabolomics ConsortiumDatabase, (http://mmcd.nmrfam.
wisc.edu/test/cqsearch.py?cqid=cq_09878) (assessed 10/01/09).

20. Haq MI, Smith E, John DN, Kalavala M, Edwards C, Anstey A,
et al. Clinical administration of microneedles: skin puncture, pain
and sensation. Biomed Microdevices 2009;11:35–47.

21. Xie Y, Xu B, Gao Y. Controlled transdermal delivery of model
drug compounds by MEMS microneedle array. Nanomedicine
2005;1:184–90.

22. Qiu Y, Gao Y, Hu K, Li F. Enhancement of skin permeation of
docetaxel: a novel approach combining microneedle and elastic
liposomes. J Control Release 2008;129:144–50.

23. Wu Y, Qiu Y, Zhang S, Qin G, Gao Y. Microneedle-based drug
delivery: studies on delivery parameters and biocompatibility.
Biomed Microdevices 2008;10:601–10.

24. Li X, Zhao R, Qin Z, Zhang J, Zhai S, Qiu Y, et al. Microneedle
pretreatment improves efficacy of cutaneous topical anesthesia.
Am J Emerg Med. doi:10.1016/j.ajem.2008.10.001.

25. Kanikkannan N, Singh J, Ramarao P. Transdermal iontophoretic
transport of timolol maleate: effect of age and species. J Control
Release 2001;71:99–105.

26. van der Geest R, Danhof M, Bodde HE. Iontophoretic delivery of
apomorphine. I: In Vitro optimization and validation. Pharm Res.
1997;14:1798–803.

27. Stinchcomb AL, Banks SL. Methods and compositions for
enhancing the viability of microneedle pores. U.S. Patent 12,
325, 919, Jun. 4, 2009.

28. Li G, Badkar A, Nema S, Kolli CS, Banga AK. In Vitro
transdermal delivery of therapeutic antibodies using maltose
microneedles. Int J Pharm. 2009;368:109–15.

29. Macedo T, Block LH, Shukla AJ. Release of tolmetin from
carbomer gel systems. Drug Dev Ind Pharm. 1993;19:887–902.

30. Ceulemans J, Ludwig A. Optimisation of carbomer viscous eye
drops: an In Vitro experimental design approach using rheological
techniques. Eur J Pharm Biopharm. 2002;54:41–50.

31. Matsuda K, Yuasa H, Watnabe J. Physiological mechanism-based
analysis of dose-dependentgastrointestinal absorption of L-
carnitine in rats. Biopharm Drug Dispos. 1998;19:465–72.

Enhanced L-Carnitine Bioavailability by Intradermal Delivery 123


	Enhanced Bioavailability of L-Carnitine After Painless Intradermal Delivery vs. Oral Administration in Rats
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	INTRODUCTION
	MATERIALS AND METHODS
	Chemicals and Reagents
	Functional MicroArray System (FMA)
	Preparation of Carbomer Hydrogels
	Skin Preparation In Vitro
	In Vitro Permeation Study
	In Vivo Permeation Study
	Patch Residual Assay of LC
	Assay Methods
	In Vitro
	In Vivo

	Calculations and Statistical Analysis
	In Vitro
	In Vivo


	RESULTS AND DISCUSSION
	In Vitro Percutaneous Delivery of LC through Skins �of Different Species
	In Vitro Effect of Donor Concentration
	In Vitro Effect of Different Type of Carbomer Polymers
	In Vivo Assessment of Apparent Dose of LC Delivered into Rats from Gel Patch
	Phamacokinetics and Absolute Bioavailability of LC

	CONCLUSIONS
	REFERENCES



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


