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Description

BACKGROUND OF THE INVENTIVE CONCEPT

1. Field of the Inventive Concept

[0001] The inventive concept relates to a micro-nee-
dle, and more particularly, to a micro-needle and a micro-
needle patch for transdermal delivery of active substanc-
es having pharmaceutical, medical, or cosmetic effects.

2. Description of the Related Art

[0002] For effective drug delivery of medicines for hu-
man body, a method of injecting a liquefied medicine via
a hypodermic injection needle is widely used. However,
a hypodermic injection needle having a diameter of sev-
eral mm may stimulate a plurality of pain spots in a skin
and induce pain to a patient, and a high skill-level is nec-
essary to use the hypodermic injection needle.
[0003] Recently, to resolve the problems of a hypoder-
mic injection needle, transdermal drug delivery methods
using micro-needles having diameters and heights from
dozens of mm to hundreds of mm are being actively re-
searched. A micro-needle device simultaneously forms
a large number of channels penetrating through an outer
skin by using micro-needles for penetrating through the
stratum corneum layer of a skin, which is a major barrier
of transdermal drug delivery. A sufficient amount of a
drug may be delivered to an epidermis layer or a dermis
layer via the channels. Next, the drug are absorbed by
blood vessels and lymph glands and is introduced into
the circulation system of a human body.
[0004] In another example, the micro-needles are also
used for cosmetic purposes. For example, a bioactive
substance is applied onto a skin or micro-needles, and
the bioactive substance is transdermally delivered by
forming micro-channels in the skin by using the micro-
needles.
[0005] Although the technique for transdermally deliv-
ering an effective substance by using the above-stated
micro-needles is useful, patch-type micro-needles, which
is a simplified form of a conventional micro-needle device
having a complicated structure, is preferable. Further-
more, if micro-needles additionally contain a medically
or cosmetically effective substance, it is necessary to se-
cure process consistency with fabrication of micro-nee-
dles having fine structure and a mechanism for optimal
application of effects and drug adjustment at a transder-
mal delivery.
[0006] US 2004/0220535 A1 relates to the use of po-
rous silicon in the delivery of substances into cells. The
porous silicon can be formed into micropiercers, micro-
needles and biolistic bullets for penetration of the cell.
[0007] EP 2 283 809 A1 relates to a microneedle array
which includes a macromolecular drug such as a vaccine
antigen and insulin at its acral portion using a water-sol-
uble thread-forming polymer for a base.

[0008] US 2005/0251088 A1 relates to porous micro-
perforators, preferably in an array of multiple perforators
are employed for delivery of a drug, where the micro-
perforators may dissolve in situ.
[0009] US 2008/0262416 A1 relates to a microneedle
array having a substrate and a plurality of microneedles
extending out from the substrate with a multi-phase ma-
trix coating on at least a portion of the microneedle sur-
face of the microneedle array.

SUMMARY OF THE INVENTIVE CONCEPT

[0010] Embodiments of the inventive concept includes
a micro-needle for effective transdermal delivery of a
medical or cosmetic effective substance without a high
skill level or pain, where the effective substance may be
applied for specialized purposes including medical or
cosmetic purposes as defined in claim 1 and dependent
claims 2-9.
[0011] Embodiments of the inventive concept also in-
clude a micro-needle patch with improved user conven-
ience by employing micro-needles having the above-
stated advantages as defined in claims 10 and 11.
[0012] Embodiments of the inventive concept also in-
clude a method of fabricating the micro-needles as de-
fined in claims 12 and 13.
[0013] According to an aspect of the inventive concept,
there is provided a micro-needle including a biocompat-
ible matrix having a micro-needle-like shape; and porous
particles provided at at least a portion of a surface or the
interior of the biocompatible matrix. The biocompatible
matrix contains a bio-derived soluble substance, which
is at least one of chitosan, collagen, gelatine, hyaluronic
acid (HA), alginate, pectin, carrageenan, chondroitin
(sulfate), cyclodextrin (sulfate), poly-lysine, carboxyme-
thyl titin, fibrin, agarose, pullulan, and cellulose; a bio-
compatible substance, which is at least one of polyvi-
nylpyrrolidone (PVP); Polyethylene glycol (PEG), polyvi-
nyl alcohol (PVA), hydroxypropyl cellulose (HPC), hy-
droxyethyl cellulose (HEC), hydroxypropylmethylcellu-
lose (HPMC), sodium carboxymethyl cellulose, polyvinyl
alcohol, gum arabic, see Nate, cyclodextrin, dextrin, glu-
cose, fructose, starch, trehalose, glucose, maltose, lac-
tose, lactulose, fructose, to Lanos, Melissa Toth, Mel Reg
Toth, dextran, sorbitol, xylitol, palatinit , polylactic acid
(polylactic acid), polyglycolic acid (polyglycolic acid), pol-
yethylene oxide, polyacrylic acid, polyacrylamide,
polymethacrylic acid, and poly-maleic acid; a derivative
of the above-stated substances; or a mixture thereof.
[0014] According to an embodiment, the biocompatible
matrix contains a bio-derived soluble substance. The po-
rous particles contain any one of poly(p-dioxanone) (PP-
DX), poly(lactide-co-glycolide) (PLGA), polycaprolac-
tone, polylatic acid, polyanhydride, polyorthoester, poly-
etherester, polyesteramide, polybutyric acid, or a mixture
thereof.
[0015] Average size of the porous particles is from
about 0.01 mm to about 100 mm. A weight of porous fine
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particles against a total weight of the biocompatible ma-
trix and the porous fine particles is from about 01 wt% to
about 95 wt%.
[0016] The porous particles contain a pharmaceutical,
medical, or cosmetic effective substance. The effective
substance includes proteins, peptides, genes, antibod-
ies, anesthetics, insulin, vaccines, polysaccharides, syn-
thetic organic compounds, a synthetic inorganic com-
pounds, or cosmetic substances.
[0017] According to an embodiment, the effective sub-
stance is trapped in pores of the porous particles, and
the pores of the porous particles include open or closed
pores with opening controlled to control a speed of re-
leasing the effective substance in a living tissue. Accord-
ing to another embodiment, the effective substance is
dispersed in matrixes of the porous particles, and the
pores of the porous particles include open or closed pores
with opening controlled to control a speed of releasing
the effective substance in a living tissue.
[0018] According to an aspect of the inventive concept,
there is provided a micro-needle patch including a sub-
strate; and an array of the micro-needles of claim 1
formed on the substrate. According to an embodiment,
the substrate and biocompatible matrixes of the array of
the micro-needle are integrally formed of a same mate-
rial.
[0019] According to an aspect of the inventive concept,
there is provided a method of fabricating a micro-needle,
the method including forming a micro-needle including a
biocompatible matrix having a micro-needle-like shape;
and coating a surface of the biocompatible matrix with
porous particles.
[0020] According to an aspect of the inventive concept,
there is provided a method of fabricating micro-needles,
the method including providing a mixed solution formed
by adding a biocompatible substance and porous parti-
cles to a solvent; applying the mixed solution to a mold
having n array of a cavities for forming micro-needles;
forming micro-needles, in which the porous particles are
dispersed in matrixes formed of the biocompatible sub-
stance, by drying the mixed solution in the mold; and
separating the micro-needles from the mold.

BRIEF DESCRIPTION OF THE DRAWINGS

[0021] Hereinafter, embodiments of the inventive con-
cept will be described in greater detail with reference to
the accompanying drawings.

FIGS. 1A and 1B are sectional view diagrams show-
ing structures of micro-needles according to embod-
iments of the present invention;
FIGS. 2A and 2B are sectional view diagrams show-
ing porous structures of porous particles according
to various embodiments of the present invention;
FIGS. 3A and 3B are sectional view diagrams show-
ing porous particles containing an effective sub-
stance according to various embodiments of the

present invention;
FIGS. 4A and 4B are scan electron microscope im-
ages of a surface and a section of a porous particle
having open pores;
FIGS. 5a and 5B are scan electron microscope im-
ages of a surface and a section of a porous particle
having closed pores;
FIG. 6a is a perspective view of a mold having an
array of cavities for forming micro-needles, and FIG.
6B is a perspective view diagram for describing a
method of fabricating micro-needles;
FIG. 7 is a sectional view of a micro-needle patch
according to an embodiment of the present inven-
tion.

DETAILED DESCRIPTION OF THE INVENTIVE CON-
CEPT

[0022] The inventive concept will now be described
more fully with reference to the accompanying drawings,
in which exemplary embodiments of the inventive con-
cept are shown.
[0023] The inventive concept may, however, be em-
bodied in many different forms and should not be con-
strued as being limited to the embodiments set forth here-
in; rather these embodiments are provided so that this
disclosure will be thorough and complete, and will fully
convey the concept of the inventive concept to one of
ordinary skill in the art. Meanwhile, the terminology used
herein is for the purpose of describing particular embod-
iments only and is not intended to be limiting of exemplary
embodiments.
[0024] Also, thickness or sizes of layers in the drawings
are exaggerated for convenience of explanation and clar-
ity, and the same reference numerals denote the same
elements in the drawings. As used herein, the term
"and/or" includes any and all combinations of one or more
of the associated listed items.
[0025] The terminology used herein is for the purpose
of describing particular embodiments only and is not in-
tended to be limiting of exemplary embodiments. As used
herein, the singular forms "a," "an" and "the" are intended
to include the plural forms as well, unless the context
clearly indicates otherwise. It will be further understood
that the terms "comprises" and/or "comprising" used
herein specify the presence of stated features, integers,
steps, operations, members, components, and/or groups
thereof, but do not preclude the presence or addition of
one or more other features, integers, steps, operations,
members, components, and/or groups thereof.
[0026] It will be understood that although the terms first
and second are used herein to describe various ele-
ments, these elements should not be limited by these
terms. These terms are only used to distinguish one el-
ement from another element. Thus, a first element dis-
cussed below could be termed a second element, and
similarly, a second element may be termed a first element
without departing from the teachings of this disclosure.
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[0027] FIGS. 1A and 1B are sectional view diagrams
showing structures of micro-needles 20 according to em-
bodiments of the present invention.
[0028] Referring to FIG. 1A, micro-needles 20 include
a biocompatible matrix 20N having a shape of a micro-
needle. The biocompatible matrix 20N includes an acute
portion 20T that may penetrate through a skin and a base
unit 20D supporting the same. As unlimited examples,
height of the biocompatible matrix 20N may be from about
50 mm to about 1,500 mm, and diameter of the base unit
20D of the biocompatible matrix 20N may be from about
10 mm to about 1,000 mm.
[0029] According to an embodiment, the micro-nee-
dles 20 may further include a common base layer 20B
to which the base units 20D of the plurality of biocompat-
ible matrixes 20N are connected. According to an em-
bodiment, the common base layer 20B and the biocom-
patible matrixes 20N may be integrally formed of a same
biocompatible substance
[0030] The biocompatible matrix 20N is formed of a
biocompatible substance for minimizing side effects
when the biocompatible matrix 20N penetrates through
a skin and effectively delivering a drug. The biocompat-
ible substance may swell or may be absorbed by a living
tissue within from a few seconds to a few hours when
the biocompatible substance penetrates through a skin.
For example, the biocompatible substance may be a bio-
derived soluble substance, which is at least one of chi-
tosan, collagen, gelatine, hyaluronic acid (HA), alginate,
pectin, carrageenan, chondroitin (sulfate), cyclodextrin
(sulfate), poly-lysine, carboxymethyl titin, fibrin, agarose,
pullulan, and cellulose; a biocompatible substance,
which is at least one of polyvinylpyrrolidone (PVP); Pol-
yethylene glycol (PEG), polyvinyl alcohol (PVA), hydrox-
ypropyl cellulose (HPC), hydroxyethyl cellulose (HEC),
hydroxypropylmethylcellulose (HPMC), sodium car-
boxymethyl cellulose, polyvinyl alcohol, gum arabic, see
Nate, cyclodextrin, dextrin, glucose, fructose, starch, tre-
halose, glucose, maltose, lactose, lactulose, fructose, to
Lanos, Melissa Toth, Mel Reg Toth, dextran, sorbitol, xy-
litol, palatinit , polylactic acid (polylactic acid), polyglycol-
ic acid (polyglycolic acid), polyethylene oxide, polyacrylic
acid, polyacrylamide, polymethacrylic acid, and poly-
maleic acid; a derivative of the above-stated substances;
or a mixture thereof. Preferably, the biocompatible sub-
stance may be a substance bio-degraded or dissolved
in a living tissue when the biocompatible substance pen-
etrates through a skin; e.g., at least one of chitosan, col-
lagen, gelatine, hyaluron acid (HA), alginate, pectin, car-
rageenan, chondroitin (sulfate), dextrin (sulfate), poly-
lysine, carboxymethyl titin, fibrin, agarose, pullulan, and
cellulose.
[0031] According to some embodiments, a substrate
(or liner) 10 for supporting the biocompatible matrix 20N
may be provided at the micro-needles 20. The liner 10
may provide mechanical strength to an array of the micro-
needles 20 and may be rigid or flexible. If necessary,
another second substrate may be further provided. The

liner 10 may further include penetration holes, where an
additional drug delivery may be made from a side oppo-
site to the micro-needles 20 toward a skin via the pene-
tration holes.
[0032] According to an embodiment, the liner 10 may
be a plate-like structure having a certain thickness and
may be a film or a sheet structure formed of a resin-based
material. As unlimited examples, the resin-based mate-
rial may be polyethylene, polypropylene, polyvinyl chlo-
ride, polyethylene terephthalate (PET), nylon, epoxy,
polyimide, polyester, polyurethane, acrylic, polycar-
bonate, urea, melamine, chlorinated rubber, polyvinyl al-
cohol, polyvinyl ester, polyvinyl fluoride-hexafluoropro-
pylene copolymer (PVDF-co-HFP), polyvinylidenefluo-
ride (PVDF), polyacrylonitrile, polymethylmethacrylate,
polytetrafluoroethylene (PTFE), styrenebutadiene rub-
ber (SBR), or ethylene-propylene-diene copolymer (EP-
DM). In another example, the liner 10 may be a fabric
sheet having a woven structure or a non-woven structure,
where the fabric sheet may be formed of any one of the
above-stated resin-based materials. The above-stated
resin-based materials are merely examples, and various
other hardening or plastic resin-based materials may be
applied.
[0033] According to another embodiment, the liner 10
may include a metal layer or a woven or non-woven sheet
formed of metal fibers. The metal layer or the woven or
non-woven sheet formed of metal fibers may contain alu-
minium, gold, silver, copper, titanium, or manganese, for
example. According to another embodiment, the liner 10
may be a composite layer containing the above-stated
materials, e.g., a resin-based film coated with a metal
layer. Furthermore, the liner 10 is not limited to a contin-
uous layer and may be metal nano-particles coated onto
the resin-based film.
[0034] According to some embodiments, the liner 10
may have a ventilation structure, such as penetration
holes or air holes. The ventilation structure is advanta-
geous for production yield and size expansion of the bio-
compatible matrix 20N. detailed descriptions thereof will
be given below with reference to FIGS. 6A and 6B.
[0035] Porous particles 20P1 are provided at at least
a portion of the interior of the biocompatible matrix 20N.
Average size of the porous particles 20P1 is from about
0.01 mm to about 100 mm and may be from about 1 mm
to about 50 mm. A weight of porous fine particles against
a total weight of the biocompatible matrix and the porous
fine particles may be from about 0.01 wt% to about 95
wt%.
[0036] FIG. 1A shows that the porous particles 20P1
are provided not only inside the biocompatible matrix
20N, but also inside the common base layer 20B. accord-
ing to another embodiment, porous particles P may be
provided only at the acute portion 20T of the biocompat-
ible matrix 20N or a leading end region of the biocom-
patible matrix 20N including the acute portion 20T. Ac-
cording to another embodiment, the porous particles P
may be distributed only in the biocompatible matrix 20N
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excluding the common base layer 20B.
[0037] Referring to FIG. 1B, porous particles 20P2 may
be provided on a surface of the biocompatible matrix 20N.
For example, the porous particles 20P2 may be coated
onto a surface of the biocompatible matrix 20N as a layer.
The porous particles 20P2 may be coated onto a surface
of the biocompatible matrix 20N via physical absorption
or adhesion, chemical absorption or adhesion, a biocom-
patible binder, or mechanical burial. However, the
present invention is not limited thereto. For example, the
porous particles 20P2 may be coated onto the biocom-
patible matrix 20N via deep coating or spray coating.
[0038] When the biocompatible matrix 20N penetrates
through a skin and swells or is dissolved into a living
tissue, the porous particles 20P1 and 20P2 are also in-
jected into the living tissue. According to an embodiment,
the porous particles 20P1 and 20P2 may be particles that
cause pharmaceutical, medical, or cosmetic effects in a
living tissue. The porous particles 20P1 and 20P2 may
have open or closed pores as described below, where
the pores may cause effective pharmaceutical, medical,
or cosmetic effects due to increased surface areas.
[0039] According to an embodiment, the porous parti-
cles 20P1 and 20P2 may be fillers having a cosmetic
effect for removing wrinkles. The fillers in the form of po-
rous particles contact living tissues at increased area due
to increased surface areas based on pores at surfaces
of the porous particles 20P1 and 20P2, thereby stimulat-
ing generation of collagen attached thereto more effi-
ciently. As a result, wrinkles may be quickly removed,
and, due to increased roughness of surfaces of the fillers,
the fillers may be fixed in the living tissues more firmly.
[0040] Furthermore, due to a reduced weight to vol-
ume, the fillers in the form of porous particles may min-
imize irritation when applied to a living body and be me-
chanically flexible and soft. Even if the porous particles
20P1 and 20P2 have closed pores, if the porous particles
20P1 and 20P2 are formed of a bio-degradable or bio-
soluble substance, the porous particles 20P1 and 20P2
are gradually degraded in a living tissue and the closed
pores are sequentially opened. As a result, the above-
stated effects of the pores may be secured.
[0041] The fillers in the form of porous particles may
contain poly(p-dioxanone) (PPDX), poly(lactide-co-gly-
colide) (PLGA), polycaprolactone, polylatic acid, polyan-
hydride, polyorthoester, polyetherester, polyesteramide,
polybutyric acid, or a mixture of two or more thereof. The
above-stated substances are merely examples, and the
fillers in the form of porous particles may contain various
other biocompatible substances.
[0042] In case of performing a cosmetic procedure by
combining fillers in the form of porous particles with mi-
cro-needles, unlike a conventional procedure using an
syringe for paralyzing wrinkle-causing muscles with the
Botox, the procedure does not cause an unnatural face
and may be easily applied to regions at which it is difficult
to performing a cosmetic procedure using a syringe, e.g.,
regions below eyes, a lower lip, and a nasolabial folds.

Furthermore, by controlling solubility of porous particles
in a living tissue, effects thereof may be maintained over
a year or permanently. Furthermore, compared to a tech-
nique for directly injecting gold threads or thread-like fill-
ers formed of other biocompatible substances into a skin
by using a syringe in the related art, micro-needles con-
taining fillers according to an embodiment of the present
invention causes no pain, does not require an additional
process like a general anesthesia, and does not require
a medical surgeon to be highly skilled.
[0043] The porous particles 20P1 and 20P2 may be
applied as both the fillers as described above and drug
carriers at the same time may be applied as drug carriers
independently. For example, the porous particles 20P1
and 20P2 may additionally contain pharmaceutically,
medically, or cosmetically effective substance therein,
and thus the porous particles and the effective substance
may be simultaneously delivered to a living tissue when
micro-needles penetrate through a skin. As unlimited ex-
amples, the effective substance may be one of cosmetic
substances, such as proteins, peptides, genes, antibod-
ies, anesthetics, insulin, vaccines, polysaccharides, syn-
thetic organic compounds, synthetic inorganic com-
pounds, whitening agents, or antioxidants, or any of var-
ious other effective substances that are allowed to be
used for pharmaceutical, medical, or cosmetic purposes.
The effective substances may be trapped inside pores
of the porous particles 20P1 and 20P2 or distributed in
the matrixes of the porous particles 20P1 and 20P2 and
delivered to a living tissue. Detailed descriptions thereof
will be given below.
[0044] Porosity of the porous particles may be from 5%
to 90%, for example. The porosity may be suitably se-
lected based on an amount of cosmetically or pharma-
ceutically effective substance to be loaded. Furthermore,
in case of using porous particles as fillers, porosity of the
porous particles may be suitably selected to adjust filling
effect that the porous particles are combined with a living
tissue and regenerates the living tissue.
[0045] FIGS. 2A and 2B are sectional view diagrams
showing porous structures of the porous particles 20P_1
and 20P_2 according to various embodiments of the
present invention.
[0046] Referring to FIG. 2A, the porous particles 20P_1
may have an open pore 20V1 having an opening at a
surface of the common base layer 20B constituting a par-
ticle body. According to another embodiment, the porous
particles 20P_2 may have a closed pore 20V2 formed
inside the common base layer 20B. According to another
embodiment, a porous particle may include both the open
pore 20V1 and the closed pore 20V2.
[0047] To form the porous particles 20P_1 and 20P_2,
a mixed solution is prepared by dissolving a biocompat-
ible substance constituting the common base layer 20B
(preferably, a bio-degradable polymer substance) and
an amphiphile polymer, which may be dissolved in an
aqueous solution, in an organic solvent. As unlimited ex-
amples, the biocompatible substance may be a bio-de-
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gradable polymer, such as poly(p-dioxanone) (PPDX),
poly(lactide-co-glycolide) (PLGA), polycaprolactone,
polylatic acid, polyanhydride, polyorthoester, polyether-
ester, polyesteramide, polybutyric acid, or a mixture of
two or more thereof.
[0048] As an unlimited example, the amphiphile poly-
mer may be pluronic (more particularly, Pluronic F127
((PEG)99(PPG)69(PEG)99) sold by BASF in Korea). A
ratio of weight Wp of the amphiphile polymer to the total
weight Wtotal of the bio-degradable polymer substance
and the amphiphile polymer is from 5 wt% to 95 wt% and
may be from 15 wt% to 80 wt%. Size and porosity of a
pore may be controlled based on the ratio Wp/Wtotal. The
organic solvent may be dichloromethane, chloroform, or
methylene chloride. Porosity may be determined based
on an amount of the amphiphile polymer.
[0049] The mixed solution is added to an aqueous so-
lution having dissolved therein an emulsifying agent,
thereby forming an emulsion solution. As an unlimited
example, the emulsifying agent may be polyvinyl alcohol
(88% hydrolyzed, MW 13,000 - 23,000). For example,
the polyvinyl alcohol may be added to the aqueous so-
lution at the concentration of 0.5%. The emulsion solution
is dispersed at a high speed by using a mixer, thereby
evaporating the organic solvent. Here, as the organic sol-
vent is evaporated, pores are formed in the matrix, and
thus porous particles are extracted.
[0050] As a ratio of the amphiphile polymer to a bio-
compatible polymer substance constituting the common
base layer 20B of the porous particles 20P_1 increases,
size of the porous particles (20P_1) may increase, and
size of pores on a surface thereof may also increase.
Since a relative volume of a hydrophilic amphiphile pol-
ymer increases in an emulsion droplet, a larger domain
is formed in the matrix as the amphiphile polymer is dif-
fused to outside, and more moisture is introduced into
the domain. As a result, a large pore is formed when the
moisture is evaporated.
[0051] Next, the porous particles 20P_1 are obtained
in a separating operation and/or a filtering operation,
such as a centrifugation or filtering. If necessary, an op-
eration for washing the obtained porous particles 20P_1
may be performed, and solid fine porous particles may
be provided via a lyophilisation. Porous particles fabri-
cated as described above feature a reduced weight to
volume ratio regarding materials constituting the same,
thereby increasing a number of particles or a volume of
particles per unit weight of a polymer used therein. There-
fore, porous particles may be fabricated more inexpen-
sively as compared to non-porous particles.
[0052] FIGS. 3A and 3B are sectional view diagrams
showing porous particles 20P_3 and 20P_4 containing
an effective substance ES according to various embod-
iments of the present invention.
[0053] Referring to FIG. 3A, a porous particle 20P_3
may contain a pharmaceutically, medically, or cosmeti-
cally effective substance ES trapped inside the pore
20V1. The pore 20V1 may be a closed pore. The effective

substance ES may be trapped inside the pore 20V1 of
the porous particle 20P_3 by adding fabricated porous
particles, e.g., porous particles having open pores, to a
buffer solution having dissolved therein the effective sub-
stance ES and mixing the same for a certain time period.
As a result, the porous particle 20P_3 in which the effec-
tive substance ES is introduced into the open pores may
be fabricated.
[0054] Next, to close the open pores of the porous par-
ticle 20P_3 containing the effective substance ES, the
suspended aqueous solution having dispersed therein
the porous particles may be heated to a temperature
nearby the softening point temperature of a bio-degra-
dable polymer substance constituting a matrix 20B of the
porous particles. Alternatively, a pore closing solvent,
such as ethanol, acetic nitrile, or tetrahydrofuran, may
be added to the suspended aqueous solution and mixed.
As a result, surfaces of the porous particles may be
closed. If the effective substance ES is trapped inside
the porous particle 20P_3, when micro-needles pene-
trate through a skin, the porous particle 20P_3 is deliv-
ered into a living tissue and gradually degraded thereat
to release the effective substance ES therein, where a
speed of releasing the effective substance ES may be
controlled. According to another embodiment, after the
effective substance ES is trapped in open pores of the
porous particle 20P_3, the porous particle 20P_3 may
be applied directly to micro-needles without closing the
open pores.
[0055] Referring to FIG. 3B, a porous particle 20P_4
may contain the effective substance ES inside the matrix
20B. The structure may be obtained by fabricating the
porous particle 20P_4 by adding the effective substance
ES to a mixture solution during fabrication of the porous
particle 20P_4.
[0056] By adding not only an effective substance hav-
ing a cosmetic effect of wrinkle enhancement, but also
other effective substances having pharmaceutical or
medical effects in pores and/or matrixes of porous parti-
cles and delivering the effective substances to a living
tissue via micro-needles, substances that may be limit-
edly used due to potential instabilities, such as proteins,
peptides, genes, or anti-oxidants, may be included in po-
rous particles to have high stability, and release of the
effective substance may be controlled by delivering the
porous particles containing the effective substance. The
effect of the present invention may not be embodied by
using non-porous particles. Furthermore, according to
an embodiment of the present invention, an effective sub-
stance is contained in porous particles, and a speed of
releasing the effective substance may be controlled by
controlling porosity, size of pores and/or opening of the
pores. Particularly, degradation of porous particles
formed of a bio-degradable polymer may be controlled
to be faster or slower than degradation of non-porous
particles. Based on the property, porous particles may
be designed to maintain shapes for a desired time period
by controlling porosity, thereby controlling a speed of re-
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leasing a contained effective substance.
[0057] Hereinafter, experimental embodiments of fab-
rication of porous particles and micro-needles according
to an embodiment of the present invention will be de-
scribed in detail. However, the below experimental em-
bodiments are merely examples, and embodiments of
the present invention should not be limited thereto.

First Embodiment: Fabrication of Porous Particles

[0058] A mixed solution is formed by dissolving 0.7g
of poly(lactide-co-glycolide) (PLGA), which is a bio-de-
gradable polymer for forming matrixes of porous parti-
cles, and 0.3g of Pluronic F127 g in 3ml of dichlorometh-
ane, which is a solvent. The mixed solution is added to
a 100ml of distilled water in which 0.5 wt% of polyvinyl
alcohol (MW 13,000 - 23,000) and is mixed at a high
speed by using a homogenizer for 90 seconds.
[0059] Next, while slowing mixing the same by using
a magnetic mixer, the dichloromethane is removed by
evaporating the same for 4 hours at the room tempera-
ture, and porous particles having PLGA matrixes are ob-
tained by using a centrifugal separator. While the solvent
is being evaporated, water-soluble F127 is diffused to
outside and forms pores. By sufficiently removing the
dichloromethane, porous particles having water-filled
pores are formed. Next, the porous particles are washed
three times by using distilled water and moisture is com-
pleted removed therefrom via lyophilisation. As a result,
fine porous particles are obtained.
[0060] The obtained porous particles have open pores
as shown in scan electron microscope images of a sur-
face and a section shown in FIGS. 4A and 4B. Next,
ethanol is added to an aqueous solution having dispersed
therein the obtained porous particles as a pore closing
solvent for closing the pores, thereby softening surfaces
of the porous particles. As a result, the pores are closed.
Scan electron microscope images of a surface and a sec-
tion of porous particles with closed pores are shown in
FIGS. 5A and 5B, respectively.

Second Embodiment: Fabrication of Micro-Needle Patch 
Containing Fine Porous Particles for Enhancing Wrinkles

[0061] A mixed solution was formed by mixing 0.5g of
the porous particles fabricated in the first embodiment
with 10g of hyaluronic acid, which is a biocompatible sub-
stance, and adding the mixture to 500ml of distilled water.
The mixed solution was applied to a mold having an array
of cavities MC for forming the micro-needles as shown
in FIG. 6A. Thickness of a common base layer of a micro-
needle patch for wrinkle enhancement is from about 250
mm to about 350 mm. In consideration of the same, as
shown in FIG. 6B, the mixed solution 20L is applied to
the mold 1. The distilled water is merely an example.
According to another embodiment, solvent of the mixed
solution may be deionized water or a suitable hydrophilic
or lyphophilic polar solvent that is a good solvent for a

biocompatible substance constituting a matrix of a micro-
needle and is a poor solvent for porous particles.
[0062] Next, the mixed solution in the mold 1 is dried
at the room temperature (e.g., 25°C) or a high tempera-
ture (e.g., a temperature from 50°C to 100°C). In the ex-
periment, the mixed solution was dried at 50°C for 2
hours. Next, dried micro-needles were separated from
the mold 1. In the above-stated method, a ratio of a weight
of porous particles to the total weight of the matrix of the
micro-needle and the porous particles may be within a
range from 0.01 wt% to 95 wt%.
[0063] According to an embodiment, a liner 10 may be
stacked on the applied mixed solution 20L before being
dried. The liner 10 may have penetration holes 10H. The
penetration holes 10H may help draining of moisture from
the mixed solution 20L being dried. Next, as indicated by
the arrow B, the dried micro-needle layer was separated
from the mold 1, and thus micro-needles containing po-
rous particles were fabricated.
[0064] According to another embodiment, after micro-
needles are fabricated according to the above-stated
method, a solution having dispersed therein porous par-
ticles may be coated onto the micro-needles, and thus a
micro-needle patch containing the porous particles may
be fabricated. Application of porous particles may be per-
formed via deep coating or spray coating.
[0065] Next, as shown in FIG. 7, micro-needles may
be manufactured in the form of a micro-needle patch 200.
The micro-needle patch 200 is cut and molded to have
a size and a shape to be stably attached to regions in-
cluding regions below eyes, regions around a mouth, arm
regions, shoulder regions, and abdomen regions and in-
cludes an adhesive layer 30a to stably maintain attach-
ment of the same to a skin. The adhesive layer 30a may
be fabricated by attaching an attachment pad 30 provid-
ing the adhesive layer 30a, which expands over edges
of the micro-needle patch 200 for skin attachment, onto
the bottom surface of the liner 10. The attachment pad
30 and the liner 10 may be combined with each other via
an adhesive layer arranged therebetween.
[0066] According to an embodiment of the present in-
vention, porous particles having pharmaceutical, medi-
cal, or cosmetic effects may be transdermally delivered
into a living tissue by simply adhering the micro-needle
patch 200 to a desired location without a high skill level.
Furthermore, a degrading speed may be controlled to be
faster or slower by controlling degradability in a living
tissue. Therefore, based on the property, porous particles
may be designed to maintain shapes for a desired time
period by controlling porosity, and thus a speed of re-
leasing an effective substance contained in the porous
particles may be controlled.
[0067] According to an embodiment of the present in-
vention, there is provided micro-needles that, since po-
rous particles are provided at at least a portion of a sur-
face or the interior of a micro-needle type biocompatible
matrix, may deliver the porous particles into a living tissue
simply by penetrating through a skin without requiring
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high skill level or causing pain, may optimize pharma-
ceutical, medical, or cosmetic effects of the porous par-
ticles with increased surface areas of the porous parti-
cles, and may stably deliver an effective substance con-
tained in pores and/or matrixes of the porous particles
into a living tissue or control a speed of releasing the
effective substance.
[0068] Furthermore, according to an embodiment, an
easy-to-use micro-needle patch having the above-stated
advantages may be provided.

Claims

1. A micro-needle (20) comprising:

a biocompatible matrix (20N) having a micro-
needle-like shape and comprising a first material
configured to swell or to be dissolved in a living
tissue;
porous particles (20P1, 20P2) provided at at
least a portion of a surface or the interior of the
biocompatible matrix (20N),
wherein the porous particles have a particle
body having a plurality of pores therein,
wherein the particle body comprises a second
material different from the first material,
wherein the porous particles function as drug
carriers containing pharmaceutically, medically,
or cosmetically effective substance for deliver-
ing the pharmaceutically, medically, or cosmet-
ically effective substance to the living tissue,
wherein the effective substance is trapped in the
plurality of pores of the porous particles, and
wherein the plurality of pores of the porous par-
ticles comprise open or closed pores, and at
least one of porosity, size and opening of the
open or closed pores is adjusted to control a
speed of releasing the effective substance in the
living tissue.

2. The micro-needle (20) of claim 1, wherein the bio-
compatible matrix (20N) contains a bio-derived sol-
uble substance, which is at least one of chitosan,
collagen, gelatine, hyaluronic acid (HA), alginate,
pectin, carrageenan, chondroitin (sulfate), cyclodex-
trin (sulfate), poly-lysine, carboxymethyl titin, fibrin,
agarose, pullulan, and cellulose; a biocompatible
substance, which is at least one of polyvinylpyrro-
lidone (PVP); Polyethylene glycol (PEG), polyvinyl
alcohol (PVA), hydroxypropyl cellulose (HPC), hy-
droxyethyl cellulose (HEC), hydroxypropylmethyl-
cellulose (HPMC), sodium carboxymethyl cellulose,
polyvinyl alcohol, gum arabic, see Nate, cyclodex-
trin, dextrin, glucose, fructose, starch, trehalose, glu-
cose, maltose, lactose, lactulose, fructose, to Lanos,
Melissa Toth, Mel Reg Toth, dextran, sorbitol, xylitol,
palatinit, polylactic acid (polylactic acid), polyglycolic

acid (polyglycolic acid), polyethylene oxide, poly-
acrylic acid, polyacrylamide, polymethacrylic acid,
and poly-maleic acid; a derivative of the above-stat-
ed substances; or a mixture thereof.

3. The micro-needle (20) of claim 1, wherein the bio-
compatible matrix (20N) contains a bio-derived sol-
uble substance.

4. The micro-needle (20) of claim 1, wherein the porous
particles (20P1, 20P2) contain any one of poly(p-
dioxanone) (PPDX), poly(lactide-co-glycolide)
(PLGA), polycaprolactone, polylatic acid, polyanhy-
dride, polyorthoester, polyetherester, polyestera-
mide, polybutyric acid, or a mixture thereof.

5. The micro-needle (20) of claim 1, wherein the porous
particles (20P1, 20P2) are fillers for removing wrin-
kles.

6. The micro-needle (20) of claim 1, wherein average
size of the porous particles (20P1, 20P2) is from
about 0.01 mm to about 100 mm.

7. The micro-needle (20) of claim 1, wherein a weight
of porous fine particles against a total weight of the
biocompatible matrix (20N) and the porous fine par-
ticles is from about 0.01 wt% to about 95 wt%.

8. The micro-needle (20) of claim 1, wherein the effec-
tive substance comprises proteins, peptides, genes,
antibodies, anesthetics, insulin, vaccines, polysac-
charides, synthetic organic compounds, a synthetic
inorganic compounds, or cosmetic substances.

9. The micro-needle (20) of claim 1, wherein the effec-
tive substance is dispersed in matrixes of the porous
particles(20P1, 20P2).

10. A micro-needle patch (200) comprising:

a substrate (10); and
an array of the micro-needles (20) of claim 1
formed on the substrate (10).

11. The micro-needle patch (200) of claim 10, wherein
the substrate (10) and biocompatible matrixes (20N)
of the array of the micro-needle (20) are integrally
formed of a same material.

12. A method of fabricating a micro-needle (20) as de-
fined in claim 1, the method comprising:

forming a micro-needle (20) comprising a bio-
compatible matrix (20N) having a micro-needle-
like shape; and
coating a surface of the biocompatible matrix
(20N) with porous particles (20P1, 20P2).
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13. A method of fabricating micro-needles (20) as de-
fined in claim 1, the method comprising:

providing a mixed solution formed by adding a
biocompatible substance and porous particles
(20P1, 20P2) to a solvent;
applying the mixed solution to a mold having n
array of a cavities for forming micro-needles
(20);
forming micro-needles (20), in which the porous
particles (20P1, 20P2) are dispersed in matrixes
(20N) formed of the biocompatible substance,
by drying the mixed solution in the mold; and
separating the micro-needles (20) from the
mold.

Patentansprüche

1. Mikronadel (20) aufweisend:

eine biokompatible Matrix (20N), die eine einer
Mikronadel ähnliche Form hat und ein erstes
Material aufweist, das so konfiguriert ist, dass
es in einem lebenden Gewebe aufquillt oder auf-
gelöst wird;
poröse Partikel (20P1, 20P2), die an wenigstens
einem Teil einer Oberfläche oder des Inneren
der biokompatiblen Matrix (20N) bereitgestellt
sind,
wobei die porösen Partikel einen Partikelkörper
haben, der eine Vielzahl von Poren darin auf-
weist,
wobei der Partikelkörper ein zweites Material
aufweist, das sich von dem ersten Material un-
terscheidet,
wobei die porösen Partikel als Arzneimittelträ-
ger fungieren, die eine pharmazeutisch, medi-
zinisch oder kosmetisch wirksame Substanz
enthalten, um die pharmazeutisch, medizinisch
oder kosmetisch wirksame Substanz an das le-
bende Gewebe abzugeben,
wobei die wirksame Substanz in der Vielzahl von
Poren der porösen Partikel eingeschlossen ist,
und
wobei die Vielzahl von Poren der porösen Par-
tikel offene oder geschlossene Poren aufweisen
und wenigstens eines von Porosität, Größe und
Öffnung der offenen oder geschlossenen Poren
angepasst ist, um eine Geschwindigkeit der
Freisetzung der wirksamen Substanz in das le-
bende Gewebe zu steuern.

2. Mikronadel (20) nach Anspruch 1, wobei die biokom-
patible Matrix (20N) eine biologisch abgeleitete lös-
liche Substanz enthält, die wenigstens eine der Sub-
stanzen Chitosan, Kollagen, Gelatine, Hyaluronsäu-
re (HA), Alginat, Pektin, Carrageen, Chondroitin

(-Sulfat), Cyclodextrin (-Sulfat), Polylysin, Carboxy-
methyl-Titin, Fibrin, Agarose, Pullulan und Cellulose
ist; eine biokompatible Substanz, die wenigstens ei-
ne von Polyvinylpyrrolidon (PVP); Polyethylenglykol
(PEG), Polyvinylalkohol (PVA), Hydroxypropylcellu-
lose (HPC), Hydroxyethylcellulose (HEC), Hydroxy-
propylmethylcellulose (HPMC), Natriumcarboxyme-
thylcellulose, Polyvinylalkohol, Gummi Arabicum,
See Nate, Cyclodextrin, Dextrin, Glucose, Fructose,
Stärke, Trehalose, Glucose, Maltose, Lactose, Lac-
tulose, Fruktose, To Lanos, Melissa Toth, Mel Reg
Toth, Dextran, Sorbit, Xylit, Palatinit, Polymilchsäure
(Polymilchsäure), Polyglykolsäure (Polyglykolsäu-
re), Polyethylenoxid, Polyacrylsäure, Polyacrylamid,
Polymethacrylsäure und Polymaleinsäure ist; ein
Derivat der oben genannten Substanzen; oder eine
Mischung aus diesen.

3. Mikronadel (20) nach Anspruch 1, wobei die biokom-
patible Matrix (20N) eine biologisch abgeleitete lös-
liche Substanz enthält.

4. Mikronadel (20) nach Anspruch 1, wobei die porösen
Partikel (20P1, 20P2) eines der folgenden enthalten:
Poly(p-dioxanon) (PPDX), Poly(lactid-co-glycolid)
(PLGA), Polycaprolacton, Polylatsäure, Polyanhyd-
rid, Polyorthoester, Polyetherester, Polyesteramid,
Polybuttersäure oder eine Mischung aus diesen.

5. Mikronadel (20) nach Anspruch 1, wobei die porösen
Partikel (20P1, 20P2) Füllstoffe zum Entfernen von
Falten sind.

6. Mikronadel (20) nach Anspruch 1, wobei die durch-
schnittliche Größe der porösen Partikel (20P1,
20P2) von etwa 0,01 mm bis etwa 100 mm beträgt.

7. Mikronadel (20) nach Anspruch 1, wobei ein Gewicht
der porösen feinen Partikel gegenüber einem Ge-
samtgewicht der biokompatiblen Matrix (20N) und
den porösen feinen Partikeln von etwa 0,01 Gew.-
% bis etwa 95 Gew.-% beträgt.

8. Mikronadel (20) nach Anspruch 1, wobei die wirksa-
me Substanz Proteine, Peptide, Gene, Antikörper,
Anästhetika, Insulin, Impfstoffe, Polysaccharide,
synthetische organische Verbindungen, syntheti-
sche anorganische Verbindungen oder kosmetische
Substanzen aufweist.

9. Mikronadel (20) nach Anspruch 1, wobei die wirksa-
me Substanz in Matrizen der porösen Partikel (20P1,
20P2) verteilt ist.

10. Mikronadelpflaster (200), aufweisend:

ein Substrat (10); und
eine Anordnung von Mikronadeln (20) nach An-
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spruch 1, die auf dem Substrat (10) ausgebildet
sind.

11. Mikronadelpflaster (200) nach Anspruch 10, wobei
das Substrat (10) und die biokompatiblen Matrizen
(20N) der Anordnung von Mikronadeln (20) einstü-
ckig aus dem selben Material gebildet sind.

12. Verfahren zur Herstellung einer Mikronadel (20)
nach Anspruch 1, wobei das Verfahren aufweist:

Bilden einer Mikronadel (20), die eine biokom-
patible Matrix (20N) aufweist, die eine einer Mi-
kronadel ähnliche Form hat; und
Beschichten einer Oberfläche der biokompatib-
len Matrix (20N) mit porösen Partikeln (20P1,
20P2).

13. Verfahren zur Herstellung von Mikronadeln (20)
nach Anspruch 1, wobei das Verfahren aufweist:

Bereitstellen einer gemischten Lösung, die da-
durch gebildet wird, dass eine biokompatible
Substanz und poröse Partikel (20P1, 20P2) zu
einem Lösungsmittel zugegeben werden;
Einbringen der gemischten Lösung in eine Form
die eine Anordnung von Ausnehmungen zur Bil-
dung von Mikronadeln (20) aufweist;
Bilden von Mikronadeln (20), in denen die porö-
sen Partikel (20P1, 20P2) in aus der biokomp-
atiblen Substanz gebildeten Matrizen (20N) ver-
teilt sind, indem die gemischte Lösung in der
Form getrocknet wird; und
Entfernen der Mikronadeln (20) aus der Form.

Revendications

1. Micro-aiguille (20) comprenant :

une matrice biocompatible (20N) ayant une for-
me de type micro-aiguille et comprenant une
première matière configurée pour gonfler ou
pour être dissoute dans un tissu vivant ;
des particules poreuses (20P1, 20P2) prévues
au niveau d’au moins une portion d’une surface
ou de l’intérieur de la matrice biocompatible
(20N),
dans laquelle les particules poreuses ont un
corps de particule ayant une pluralité de pores
en son sein,
dans laquelle le corps de particule comprend
une seconde matière différente de la première
matière,
dans laquelle les particules poreuses fonction-
nent comme des supports de médicament con-
tenant une substance pharmaceutiquement,
médicalement, ou cosmétiquement efficace

pour délivrer la substance pharmaceutique-
ment, médicalement, ou cosmétiquement effi-
cace au tissu vivant,
dans laquelle la substance efficace est piégée
dans la pluralité de pores des particules poreu-
ses, et
dans laquelle la pluralité de pores des particules
poreuses comprennent des pores ouverts ou
fermés, et au moins l’une d’une porosité, d’une
taille et d’une ouverture des pores ouverts ou
fermés est ajustée pour réguler une vitesse de
libération de la substance efficace dans le tissu
vivant.

2. Micro-aiguille (20) selon la revendication 1, dans la-
quelle la matrice biocompatible (20N) contient une
substance soluble bio-dérivée, qui est au moins l’une
parmi chitosan, collagène, gélatine, acide hyaluro-
nique (HA), alginate, pectine, carraghénine, (sulfate
de) chondroïtine, (sulfate de) cyclodextrine, poly-ly-
sine, carboxyméthyl titine, fibrine, agarose, pullula-
ne, et cellulose ; une substance biocompatible, qui
est au moins l’un parmi polyvinylpyrrolidone (PVP) ;
polyéthylène glycol (PEG), poly(alcool vinylique)
(PVA), hydroxypropyl cellulose (HPC), hydroxyéthyl
cellulose (HEC), hydroxypropylméthylcellulose
(HPMC), carboxyméthyl cellulose sodique, poly(al-
cool vinylique), gomme arabique, see Nate, cyclo-
dextrine, dextrine, glucose, fructose, amidon, tréha-
lose, glucose, maltose, lactose, lactulose, fructose,
to Lanos, Melissa Toth, Mel Reg Toth, dextrane, sor-
bitol, xylitol, palatinit, poly(acide lactique) (polyacide
lactique), poly(acide glycolique) (polyacide glycoli-
que), poly(oxyde d’éthylène), poly(acide acrylique),
polyacrylamide, poly(acide méthacrylique), et po-
ly(acide maléique) ; un dérivé des substances men-
tionnées ci-avant ; ou un de leurs mélanges.

3. Micro-aiguille (20) selon la revendication 1, dans la-
quelle la matrice biocompatible (20N) contient une
substance soluble bio-dérivée.

4. Micro-aiguille (20) selon la revendication 1, dans la-
quelle les particules poreuses (20P1, 20P2) contien-
nent l’un quelconque de poly(p-dioxanone) (PPDX),
poly(lactide-co-glycolide) (PLGA), polycaprolacto-
ne, poly(acide lactique), polyanhydride, polyor-
thoester, polyétherester, polyestéramide, poly(acide
butyrique), ou un de leurs mélanges.

5. Micro-aiguille (20) selon la revendication 1, dans la-
quelle les particules poreuses (20P1, 20P2) sont des
agents de comblement pour éliminer les rides.

6. Micro-aiguille (20) selon la revendication 1, dans la-
quelle une taille moyenne des particules poreuses
(20P1, 20P2) est d’environ 0,01 mm à environ 100
mm.
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7. Micro-aiguille (20) selon la revendication 1, dans la-
quelle un poids de particules fines poreuses rapporté
à un poids total de la matrice biocompatible (20N)
et des particules fines poreuses est d’environ 0,01
% en poids à environ 95 % en poids.

8. Micro-aiguille (20) selon la revendication 1, dans la-
quelle la substance efficace comprend des protéi-
nes, des peptides, des gènes, des anticorps, des
anesthésiants, de l’insuline, des vaccins, des poly-
saccharides, des composés organiques de synthè-
se, des composés inorganiques de synthèse, ou des
substances cosmétiques.

9. Micro-aiguille (20) selon la revendication 1, dans la-
quelle la substance efficace est dispersée dans des
matrices des particules poreuses (20P1, 20P2).

10. Timbre à micro-aiguille (200) comprenant :

un substrat (10) ; et
un réseau des micro-aiguilles (20) de la reven-
dication 1 formé sur le substrat (10).

11. Timbre à micro-aiguille (200) selon la revendication
10, dans lequel le substrat (10) et des matrices bio-
compatibles (20N) du réseau de la micro-aiguille (20)
sont formés solidairement d’un même matériau.

12. Procédé de fabrication d’une micro-aiguille (20) telle
que définie dans la revendication 1, le procédé
comprenant :

la formation d’une micro-aiguille (20) compre-
nant une matrice biocompatible (20N) ayant une
forme de type micro-aiguille ; et
le revêtement d’une surface de la matrice bio-
compatible (20N) avec des particules poreuses
(20P1, 20P2).

13. Procédé de fabrication de micro-aiguilles (20) telles
que définies dans la revendication 1, le procédé
comprenant :

la fourniture d’une solution mixte formée par ad-
dition d’une substance biocompatible et de par-
ticules poreuses (20P1, 20P2) à un solvant ;
l’application de la solution mixte à un moule
ayant un réseau de cavités pour former des mi-
cro-aiguilles (20) ;
la formation de micro-aiguilles (20), dans les-
quelles les particules poreuses (20P1, 20P2)
sont dispersées dans des matrices (20N) for-
mées de la substance biocompatible, par sécha-
ge de la solution mixte dans le moule ; et
la séparation entre les micro-aiguilles (20) et le
moule.
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