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DRUG DELIVERY DEVICE COMPRISING SILICON-BASED
CARRIER PARTICLES

CROSS-REFERENCE TO RELATED APPLICATIONS

This application claims the benefit of U.S. Provisional Application No. 61/778,111 filed on
March 12, 2013; the entire content of said application is incorporated herein in its entirety by

this reference.

BACKGROUND

There has been considerable interest within the pharmaceutical industry in the development
of dosage forms that provide controlled release of therapeutic agents over a period of time.
Releasing an active substance in this way can help to improve bioavailability and ensure that
appropriate concentrations of the agent are provided for a sustained period without the need
for repeated dosing. In turn, this also helps to minimize the effects of patient non-compliance

which is frequently an issue with other forms of administration.

With conventional dosing (tablets, injections, etc.), the concentration of drug in a given area
of the body increases through an ineffective concentration and eventually reaches an effective
concentration. Frequently the concentration may actually reach some toxic threshold. After
a relatively short period, however, the drug concentration decreases as drug is either
metabolized in the body or is eliminated. Frequently, drug levels decrease so low that
therapeutic levels are no longer maintained. A second dose is then given and the cycle is
repeated. The goal of a sustained release system is to maintain drug levels within the

therapeutic range and ideally at a constant level.

However, many of currently available sustained release systems fall short of one or more of
these goals. Certain sustained release systems lose efficacy over time due to degradation,
dispersal within the body, or other unwanted biological processes. Some sustained release
systems deliver the drug over too short a time scale, necessitating frequent replacement. Still
other sustained release systems perform adequately for releasing one drug, but are not readily

customizable to deliver a variety of different classes of therapeutics. Therefore, there is a
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continuing need for the development of improved dosage forms for the controlled release of

therapeutic agents.

SUMMARY

This application provides a device for delivering a beneficial substance to a patient. The
device comprises a shell enclosing a plurality of carrier particles. The carrier particles are
porous, and a beneficial substance, such as a drug, is disposed in the pores. The drug can
diffuse out of the pores, into the interior of the device, and then through at least one
permeable portion of the shell. This application also provides methods of making and using

these devices.

The devices described herein have several advantageous properties. For instance, because
each device is administered as a single unit, the device makes it easier for a user to administer
a fixed dose. Thus, the device may reduce the chance of accidentally administering an
incorrect dose and the chance of an end-user measuring a dose inaccurately. The device can
also advantageously localize administration of the beneficial substance to a desired area in a
patient’s body, because the shell contains the particles at a desired region of the body. In
addition, the device comprises a shell that advantageously protects the carrier and beneficial
substance against unwanted reactions in the body. For instance, in some embodiments, the
shell protects the carrier and beneficial substance against enzymatic degradation or the
patient’s antibodies. The shell can also protect its contents from cells that would adhere to,
break down, or otherwise modify the carrier or beneficial substance. In some embodiments,
the device provides improved protection to the beneficial substance during the manufacturing
process. For instance, the carrier particles and/or shell can stabilize the beneficial substance
during the manufacturing process, for instance during steps that involve heat. The device can
also provide improved protection of the beneficial substance during storage, for instance by
stabilizing the beneficial substance from interaction with air or humidity. Furthermore, the

device can stabilize the beneficial substance over the course of treatment.

In certain aspects, the present disclosure provides a device comprising a shell and a plurality
of particles disposed within the shell, the particles comprising a porous carrier material and a
beneficial substance disposed within pores of the carrier, and the shell comprising at least one

portion that is permeable to the beneficial substance.
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In some aspects, the disclosure provides a method of making a device, comprising: (a)
providing a tube having first and second ends; (b) inserting a plurality of particles into the
tube, wherein the particles comprise porous silicon-based carrier material; (c) adding a first
member to the first end of the tube; and (d) adding a second member to the second end to the
tube, wherein at least one of the tube, the first member, and the second member is permeable
to the beneficial substance. In some aspects, the disclosure provides a device made by this
method. In some embodiments, step (b) is performed before step (c), and in some

embodiments step (c) is performed before step (b).

In certain aspects, the disclosure provides a method of delivering a beneficial substance to a
patient, comprising administering to a patient a device as described herein, whereby the

beneficial substance is released from the device into the patient after administration.

In certain embodiments, the shell comprises a polymer. In some embodiments, the shell
comprises: a tube having first and second ends; a first member positioned at the first end; and
a second member positioned at the second end; wherein the particles are inside the tube and

the first and second members retain the particles in the tube.

In some embodiments, the tube has a substantially cylindrical shape. In some embodiments,
the tube is impermeable to the beneficial substance. For instance, in some embodiments, the
tube comprises poly(lactic-co-glycolic acid) (PLGA). In some embodiments, the first
member and second member are permeable to the beneficial substance. For instance, in some
embodiments, the first member and second member both comprise poly(vinyl alcohol)
(PVA). In some embodiments, the first member is permeable to the beneficial substance and
the second member is impermeable to the beneficial substance. For instance, in some
embodiments, the first member comprises poly(vinyl alcohol) (PVA). In some embodiments,

the second member comprises silicone.

In certain embodiments, the tube has a length of between 1 and 4 mm. In some

embodiments, the tube has a diameter of between 0.2 — 0.5 mm.

In some embodiments, the carrier material is mesoporous. In certain embodiments, the

carrier material has a porosity in the range of about 30 to about 90%, for instance about 50%
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to about 80% or about 70% to about 90%. In some embodiments, the carrier material is
silicon-based. In some embodiments, the carrier material comprises elemental silicon. In
some embodiments, the carrier material comprises silica. In some embodiments, the pores in
the carrier material are substantially parallel. In some embodiments, the carrier material
comprises anodized silicon. In some embodiments, the carrier material is resorbable or bio-

erodible.

In certain embodiments, the particles have a largest dimension, on the average, of between
about 1 micron and about 20 microns. In some embodiments, the device releases the
beneficial substance at a release rate, the release rate being determined primarily by release of
the beneficial substance from pores of the carrier material. In some embodiments, when the
device is placed in a biological medium, the beneficial substance is released from the device

according to a substantially zero-order release profile.

In some embodiments, the beneficial substance is selected from small molecules, proteins,
peptides, antibodies, carbohydrates, lipids, polymers, oligonucleotides, and polynucleotides.

In some embodiments, the beneficial substance is ranibizumab or bevacizumab.

In some embodiments, the device is produced using a method in which the particles comprise
a beneficial substance disposed within pores of the carrier material. In certain embodiments,
the method further comprises contacting the device to a beneficial substance and allowing the
beneficial substance to enter pores of the carrier material. In some embodiments, adding the
first member comprises contacting the first end of the tube to a polymer solution and curing
the polymer solution, thereby forming a first member on the first end of the tube. In certain
embodiments, adding the second member comprises contacting the second end of the tube to
a polymer solution and curing the polymer solution, thereby forming a second member on the
second end of the tube. In some embodiments, the first and second ends are cured

simultancously.

In some embodiments, the device releases the beneficial substance for between about one
month and one year when immersed in simulated body fluid. In some embodiments,
administering the device comprises injecting, implanting, or inserting the device into the

patient.
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The disclosure contemplates all combinations of any one or more of the foregoing aspects
and/or embodiments, as well as combinations with any one or more of the embodiments set
forth in the detailed description and examples.

BRIEF DESCRIPTION OF THE DRAWINGS

The devices will now be described in more detail with reference to preferred embodiments,

given only by way of example, and with reference to the accompanying drawings, in which:

Figure 1 is an enlarged exploded perspective drawing of a cylindrical device for delivering a

beneficial substance.

Figure 2 is an enlarged exploded perspective drawing of a device for delivering a beneficial

substance, made with a tube with a square cross-section.

Figure 3 is an enlarged perspective drawing of a cylindrical device for delivering a beneficial

substance.

Figure 4 is an enlarged cross-sectional view of a device for delivering a beneficial substance,

in which the beneficial substance diffuses out of one end of the device.

Figure 5 is an enlarged cross-sectional view of a device for delivering a beneficial substance,

in which the beneficial substance diffuses out of both ends of the device.

Figure 6 is a cumulative in vitro release profile of implants containing fumed silica particles

loaded with latanoprost (1:1 w:w) in PBS at 37 °C over 70 days.

Figure 7 is a cumulative in vitro release profile of implants containing oxidized anodized

silicon particles loaded with latanoprost (1:1 w:w) in PBS at 37 °C over 30 days.

DETAILED DESCRIPTION

L Devices comprising porous carrier particles

5
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This application provides a device for delivering a beneficial substance to a patient. The
device comprises a shell enclosing a plurality of carrier particles. The carrier particles are
porous, and a beneficial substance, such as a drug, is disposed in the pores. The beneficial
substance can diffuse out of the pores, into the interior of the device, and then through at least
one permeable portion of the shell. This application also provides methods of making and

using these devices.

A. Characteristics of the shell

The shell encloses the carrier particles, keeping the carrier localized in one area of the body.
At the same time, the shell allows the beneficial substance (such as a drug) to exit the shell
and reach target tissues. Thus, at least a portion of the shell is permeable to the beneficial

substance.

The shell can also provide structure to the device. The shell may be dimensionally stable and
retain its shape in the absence of the particles. For instance, the shell may comprise a rigid
tube that retains its shape even when not filled with the carrier material particles. The tube

may also retain its shape in the absence of the first end and second end of the shell.

In some embodiments, the device comprises a single shell.

In certain embodiments, the shell is made from a tube with a member closing each end, so
that the members hold the particles inside. A device 100 of this type is illustrated in Fig. 1, in
exploded form. The tube 102 has a first end 102a and a second end 102b. A first member
104 contacts the first end 102a of the tube 102. A second member 106 contacts the second
end 102D of the tube 102. The tube 102, first member 104, and second member 106 enclose a
plurality of porous particles 108. The pores are suitable for receiving a beneficial substance

like a drug.

While, in Figure 1, the first and second members 104 and 106 are shown having about the
same thickness, they may also be given different thicknesses. In addition, in this illustration
the first and second members 104 and 106 have approximately the same diameter as the tube

102. However, the members may have a slightly larger or slightly smaller diameter as long
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as they are appropriately sized to retain the particles in the tube. As will be discussed in more
detail in Section 2, the first and second members may be formed in situ at the ends of the

tube, by inducing cross-linking of a polymeric layer at the ends of the tube.

Although the device of Figure 1 is substantially cylindrical, (i.e., it has a tube with a circular
cross-section) other geometries are possible. The tube can have a cross-section that is a
circle, an oval, a square, a rectangle, a hexagon, or any other shape that is suitable for
containing particles inside. Figure 2 illustrates an exploded view of a device 200 made with a
tube 202 having a square cross section. The tube 202 has a first end 202a and a second end
202b. A first member 204 contacts the first end 202a, and a second member 206 contacts the
second end 202b. The tube 202, first member 204, and second member 206 enclose a

plurality of porous particles 108.

Figure 3 illustrates a device 300 with the first and second members in contact with the tube.
In particular, the tube 302 has a first end 302a in contact with a first member 304. The tube

302 has a second end 302b in contact with a second member 306.

In some embodiments, the length of the device (i.e., the distance between the first member
and the second member) is from about 1 —2 mm, 2 — 4 mm, 4 — 6 mm, 6 — 8 mm, 8 — 10 mm,
1-2cm,2—-4cm,or4—10 cm. In certain embodiments, the width of the device (e.g., the
diameter of the tube, or the diameter of the first and second members), is from about 0.1 — 0.2
mm, 0.2 -0.4mm, 04 -0.6 mm, 0.6 —-0.8 mm, 0.8 -1.0mm, 1 -2mm,2-4mm,4 -6
mm, 6 —8 mm, 8§ - 10 mm, 1 —2 cm, 2 -4 cm, or 4 — 10 cm. The device may be shaped and
sized for injection (e.g., less than about 4 mm long and less than about 0.5 mm in diameter,
e.g., to fit through at least one of a needle having a size from about 30 gauge to about 15
gauge or a cannula having a size from about 30 gauge to about 15 gauge, preferably to fit
through a less than 22-gauge cannula). When such devices are prepared for implantation
within the vitreous of the eye, in some embodiments the device does not exceed about 7 mm
in any direction, so that the device can be inserted through a less than 7 mm incision. Thus,

in some embodiments, the devices do not exceed 7 mm in height or 3 mm in diameter.

The tube wall is preferably sufficiently thick to allow the tube to retain its shape in the
absence of any other material. In some embodiments, the thickness of the tube walls ranges

between about 0.01 mm and about 1.0 mm. In some embodiments, the tube wall is from
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about 0.01 —0.02 mm, 0.02 — 0.04 mm, 0.04 — 0.06 mm, 0.06 — 0.08 mm, 0.08 — 1.0 mm, 1 —
2 mm, 2 —4 mm, or 4 — 10 mm. Exemplary diameters for the tube of the device include
0.011" +/- 0.001" for the inner diameter and 0.0145" +/- 0.001" for the outer diameter.
Exemplary diameters for the tube of the device also include 0.0061 +/- 0.001" for the inner
diameter and 0.0145" +/- 0.001" for the outer diameter. Exemplary diameters for the tube of
the device also include 0.016" +/- 0.001" for the inner diameter and 0.018" +/- 0.001" for the

outer diameter.

At least a portion of the shell is permeable to the beneficial substance. “Permeable” denotes
that the shell allows an effective amount of the beneficial substance to exit the device.
Certain parts of the shell may be impermeable to the beneficial substance. The term
“impermeable”, as used herein, means that the layer will not allow passage of the beneficial
substance at a rate required to obtain the desired local or systemic physiological or
pharmacological effect, during the period when the device delivers an effective amount of the
beneficial substance to the patient. In some embodiments, the impermeable region has a
permeability for the beneficial substance of less than 10%, 5%, 2%, 1%, 0.5%, 0.2%, 0.1%,
0.05%, 0.02%, or 0.01% of the permeability of the permeable region.

In some embodiments, the tube is permeable to the beneficial substance. In some
embodiments, the first member is permeable to the beneficial substance. In some
embodiments, the second member is permeable to the beneficial substance. In some
embodiments, the tube is impermeable and one or both of the members are permeable. In
some embodiments, to promote greater release of the beneficial substance, the tube is made
of a permeable material. For instance, the tube, first member, and second member may all be

permeable.

The permeability of a portion of the shell can be affected by its thickness. An impermeable
member should be thick enough not to release a significant amount of beneficial substance,
relative to a permeable region of the device. The thickness of an impermeable member can
be, for example, between about 0.01 and about 2 mm, preferably between about 0.01 and
about 0.5 mm, most preferably between about 0.01 and about 0.2 mm. A permeable member
should be thick enough to contain the carrier particles in the tube, yet not so thick as to
prevent release of an effective amount of the beneficial substance. The thickness of the

permeable member can be, for example, between about 0.01 and about 2 mm, preferably
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between about 0.01 and about 0.5 mm, most preferably between about 0.01 and about 0.2

mm.

In certain embodiments, at least a portion of the shell is porous and the beneficial substance
can exit the shell through the pores. The pores should be small enough that the carrier

particles do not pass through the pores in any substantial amount.

Preferably, the shell is essentially insoluble in body fluids which the material will come in

contact.

In some embodiments, the shell is substantially non-biodegradable. In some embodiments,
the shell does not substantially biodegrade in a biological environment prior to release of at
least 90%, 95%, or 99% of the beneficial substance. In some embodiments, the shell

substantially biodegrades in a biological environment after release of at least 90%, 95%, or

99% of the beneficial substance.

In some embodiments, the shell comprises a polymer. In particular, the tube, first member,
and/or second member may be polymeric. Generally speaking, suitable biocompatible
polymers for use in the subject devices include, but are not limited to, poly(vinyl acetate)
(PVAC), poly(caprolactone) (PCL), ethylene vinyl acetate polymer (EVA), poly(ethylene
glycol) (PEG), poly(vinyl alcohol) (PVA), poly(lactic acid) (PLA), poly(glycolic acid)
(PGA), poly(lactic-co-glycolic acid) (PLGA), polyalkyl cyanoacrylate, polyurethane, nylons,
or copolymers thereof. In polymers including lactic acid monomers, the lactic acid may be
D-, L- (e.g., poly-L-lactic acid (PLLA)), or any mixture of D- and L- isomers. In some
embodiments, the polymer is polyimide. In some embodiments, the polymer is PLGA that
comprises lactic acid (L) and glycolic acid (G) monomers in a ratio of about 95% L and 5%
G. The percentage of L may range between 80-97%. The percentage of G may range
between 3-20%. In some embodiments, the polymer is heat curable, radiation curable, light
(including ultraviolet) curable, evaporation curable, or curable by catalysis. In certain
embodiments, the polymer is silicone, such as a silicone rubber, polydimethylsiloxane, or

silicone-carbonate copolymer.

Certain polymers, like PVA, can be made more or less permeable by altering the degree of

polymer cross-linking. Some polymers may be permeable or impermeable depending on the
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relative characteristics of the polymer and the drug in the drug core. For instance, a given

polymer may be permeable to a small molecule but impermeable to an antibody.

Exemplary polymers suitable for construction of permeable portions of the shell include PVA

and PEG.

Exemplary polymers suitable for construction of impermeable portions of the shell include
nylons, polyurethane, EVA, polyalkyl cyanoacrylate, poly(tetrafluoroethylene) (PTFE),
polycarbonate (PC), poly(methyl methacrylate) (PMMA), high grades of ethylene vinyl
acetate (EVA) (e.g., 9% vinyl, content), poly(lactic-co-glycolic acid) (PLGA), and polyvinyl
alcohol (PVA), especially cross-linked PVA.

In certain embodiments, the shell comprises metal, such as gold, platinum, and (surgical)
stainless steel. For instance, the tube may be made of metal. In some embodiments, the
metal portion of the shell is impermeable to the beneficial substance. The metal is preferably
biocompatible. In certain embodiments, the metal is biodegradable. The biocompatible
and/or biodegradable metal alloy may comprise one or more of Fe (iron), Mg (magnesium),
Mn (manganese), Pd (palladium), Co (cobalt), Al (aluminum), W (tungsten), B (boron), C
(carbon), S (sulfur), Si (silicon), Li (lithium), Zr (zirconium), Ca (calcium), Y (yttrium), Zn
(zinc). Exemplary biodegradable metals are described in H. Hermawan “Biodegradable
Metals” SpringerBriefs in Materials 2012 p. 13-22 and Moravej and Martovani,
“Biodegradable Metals for Cardiovascular Stent Application: Interests and New

Opportunities” Int J Mol Sci. 2011; 12(7): 4250-4270.

In certain embodiments, the shell comprises silicon (for instance, elemental silicon) or silica.

A silicon or silica shell may be biodegradable.

The materials for the tube, first member, and second member can be chosen to achieve the
desired rate of release for the beneficial substance. For instance, a “low-flow” embodiment
of the device is illustrated in cross-section in Figure 4. The device 400 comprises a tube 402
made of an impermeable material and a first member 404 made of an impermeable material.
The second member 406 is made of a permeable material. The particles 408 are contained
inside the device 400. The particles 408 initially release the beneficial substance 410 into the

interior of the device. The beneficial substance 410 then diffuses through the permeable
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second member 406 to exit the device. No substantial amount of the beneficial substance
exits the device through the tube 402 or first member 404. As an example, in preferred
embodiments, the tube comprises impermeable poly(dl-lactide-co-glycolide) PLGA, the first
member is made of an impermeable substance such as silicone, and the second member

comprises permeable poly(vinyl alcohol) (PVA).

In contrast, Figure 5 illustrates a “high-flow” embodiment of the device, in cross-section.

The device 500 comprises a tube 502 made of an impermeable material. The first member
504 and second member 506 are both made of permeable material. The particles 508 are
contained inside the device 500. The particles 508 initially release the beneficial substance
510 into the interior of the device. The beneficial substance 510 then diffuses through the
permeable first and second members 504 and 506 to exit the device. No substantial amount
of the beneficial substance exits the device through the tube 502. As an example, in preferred
embodiments, the tube comprises impermeable poly(dl-lactide-co-glycolide) PLGA, and the

first and second members comprise permeable poly(vinyl alcohol) (PVA).

The beneficial substance diffuses in the direction of lower chemical potential, i.e., toward the
exterior surface of the device. Release of the beneficial substance from the device is
controlled by several factors. It is influenced by the beneficial substance’s dissolution rate,
rate of release from the pores of the carrier material, and passage through the shell. The
device shape, size, and materials can be chosen to achieve a desired release rate of the
beneficial substance. Thus, in some embodiments, the release rate is determined primarily by
dissolution of the beneficial substance. In other embodiments, the release rate is determined
primarily by release of the beneficial substance from pores of the carrier material. In still
other embodiments, the release rate is determined primarily by the permeability of the shell.
In some embodiments, the release rate is significantly affected by any two or all three of

these steps.

The rate of diffusion of the beneficial substance through the device’s shell may be
determined, for instance, via diffusion cell studies carried out under sink conditions. In
diffusion cell studies carried out under sink conditions, the concentration of drug in the
receptor compartment is essentially zero when compared to the high concentration in the

donor compartment.

11



10

15

20

25

30

WO 2014/165097 PCT/US2014/024362

It will be appreciated that a material may be permeable to a drug and also substantially
control the rate at which the drug diffuses or otherwise passes through the material.
Consequently, a permeable portion of the shell may also be release-rate-limiting or release-
rate-controlling, and the permeability of such a membrane may be one of the most significant

factors controlling the release rate for a device.

In some embodiments, the device releases the beneficial substance at a rate that is essentially
constant over time (i.e., zero-order kinetics). Zero-order release is desirable when the goal is
to maintain a substantially constant amount of the beneficial substance to the patient over a

sustained period.

B. Characteristics of the carrier material

The carrier material holds and gradually releases a beneficial substance, such as a drug. The
beneficial substance resides in small pores in the carrier material. The carrier material is a
plurality of particles enclosed by the device’s shell. Each of the carrier particles releases
beneficial substance into the interior of the device, and from there the beneficial substance

then exits the shell.

In certain preferred embodiments, the particles of the device, measured at the largest
diameter, have a d10 in the range 1-5 microns (meaning 10% of the particles in the device
have a diameter below a number in the range of 1-5 microns), a d50 in the range 5-10
microns (meaning 50% of the particles in the device have a diameter below a number in the
range of 5-10 microns), and a d90 in the range of 10-20 microns (meaning 90% of the particle
in the device have a diameter below a number in the range of 10-20 microns). In some
embodiments, the d10 is 1-5 microns, 1-3 microns, or 3-5 microns. In some embodiments,
the d50 is 5-7 microns, 6-8 microns, 7-9 microns, or 8-10 microns. In some embodiments,
the d90 is 10-15 microns or 15-20 microns. In certain embodiments, the particles of the
device, measured at the largest diameter, have an average size of about 1 to about 500
microns, such as about 5 to 500 microns, about 5 to about 100 microns, or about 5 to about 20
microns. In some embodiments, greater than 60%, greater than 70%, greater than 80% or
greater than 90% of the particles have a particle size of from 1-20 microns, preferably 5-15

microns, measured at the largest dimension. The particles may have an average particle size
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between 1 and 20 microns such as between 5-15 microns or about 15 microns, about 16

microns, about 17 microns, about 18 microns, about 19 microns.

In some embodiments, the carrier comprises a semiconductor material such as semiconductor
silicon. Examples of additional materials that may be used as porous carrier materials are
germanium, ceramics, metal oxides, bone phosphate, phosphates of calcium (e.g.,
hydroxyapatite), other inorganic phosphates, carbon black, carbonates, sulfates, aluminates,
borates, aluminosilicates, magnesium oxide, calcium oxide, iron oxides, zirconium oxides,

titanium oxides, and other comparable materials.

The device may comprise a silicon-based carrier material such as elemental silicon, silicon
dioxide (silica), silicon monoxide, silicates (compounds containing a silicon-bearing anion,
e.g., SiF¢>, Si,0,", or SiO44‘), or any combination of such materials. The carrier material
may be, for example, semiconducting silicon, elemental silicon, polycrystalline silicon, or
amorphous silicon. The silicon may be undoped, or may be doped (for example with
phosphorus). The carrier material may be silicon carbide or silicon nitride. In certain
preferred embodiments, the carrier material comprises a complete or partial framework of
elemental silicon and that framework is substantially or fully covered by a silicon dioxide
surface layer. In other preferred embodiments, the carrier material is entirely or substantially
entirely silica. In certain embodiments, the silicon-based carrier material is synthetic

amorphous silica. In certain embodiments, the silicon-based carrier material is fumed silica.

In certain embodiments, the carrier material comprises silica, such as greater than about 50%
silica, greater than about 60 wt% silica, greater than about 70 wt% silica, greater than about
80 wt% silica, greater than about 90 wt% silica, greater than about 95 wt% silica, greater than
99 wt% silica, or even greater than 99.9 wt% silica. Porous silica may be purchased from
suppliers such as Grace Davison (and sold under the trademark Davisil), Silicycle, and

Macherey-Nagel.

In certain embodiments, the carrier material comprises elemental silicon, greater than 60 wt%
silicon, greater than 70 wt% silicon, greater than 80 wt% silicon, greater than 90 wt% silicon,
or even greater than 95 wt% silicon. Silicon may be purchased from suppliers such as Vesta

Ceramics.

13



10

15

20

25

30

WO 2014/165097 PCT/US2014/024362

Purity of the silicon-based material can be quantitatively assessed using techniques such as
Energy Dispersive X-ray Analysis, X-ray fluorescence, Inductively Coupled Optical

Emission Spectroscopy or Glow Discharge Mass Spectroscopy.

The based carrier material may a porous, amorphous solid or a porous, crystalline solid. For
example, silicon-based carrier material may comprise elemental silicon or compounds
thereof, e.g., silicon dioxide or silicates, in an amorphous form. In certain embodiments, the
elemental silicon or compounds thereof is present in a crystalline form. In other
embodiments, the carrier material comprises amorphous silica and/or amorphous silicon. In
certain embodiments, the silicon-based material is greater than about 60 wt% amorphous,
greater than about 70 wt% amorphous, greater than about 80 wt% amorphous, greater than
about 90 wt% amorphous, greater than about 92 wt% amorphous, greater than about 95 wt%
amorphous, greater than about 99 wt% amorphous, or even greater than 99.9 wt%
amorphous. In certain embodiments, the amorphous silica is fumed silica. In certain

embodiments, the amorphous silica is synthetic amorphous silica.

X-ray diffraction analysis can be used to identify crystalline phases of silicon-based material.
Powder diffraction can be taken, for example, on a Scintag PAD-X diffractometer, ¢.g.,
equipped with a liquid nitrogen cooled germanium solid state detector using Cu K-alpha
radiation.

The carrier material may have a porosity of about 30% to about 95%, about 30% to about
90%, or about 60% to about 80%. Porosity, as used herein, is a measure of the void spaces in
a material, and is a fraction of the volume of voids over the total volume of the material. In
certain embodiments, the carrier material has a porosity of at least about 10%, at least about
20%, at least about 30%, at least about 40%, at least about 50%, at least about 60%, at least
about 70%, at least about 80%, or even at least about 90%. In particular embodiments, the
porosity is greater than about 40%, such as greater than about 50%, greater than about 60%,

or even greater than about 70%.

The carrier material of the devices may have a surface area to weight ratio selected from

about 20 m?/g to about 2000 m?/g, such as from about 20 m”/g to about 1000 m?/g, or even
from about 100 m?/g to about 300 m%/g. In certain embodiments, the surface area is greater
than about 200 m*/g, greater than about 250 m*/g or greater than about 300 m*/g. In certain

embodiments, the surface area is about 200 m”/g.
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In certain embodiments, the beneficial substance is distributed to a pore depth from the
surface of the material of at least about 10 microns, at least about 20 microns, at least about
30 microns, at least about 40 microns, at least about 50 microns, at least about 60 microns, at
least about 70 microns, at least about 80 microns, at least about 90 microns, at least about 100
microns, at least about 110 microns, at least about 120 microns, at least about 130 micron, at
least about 140 microns or at least about 150 microns. In certain embodiments, the beneficial

substance is distributed in the pores of the carrier material substantially uniformly.

The beneficial substance may be loaded into the carrier material to a depth which is measured
as a ratio of the depth to which the beneficial substance penetrates the carrier material to the
total width of the carrier material. In certain embodiments, the beneficial substance is
distributed to a depth of at least about 10% into the carrier material, to at least about 20% into
the carrier material, at least about 30% into the carrier material, at least about 40% into the
carrier material, at least about 50% into the carrier material, or at least about 60% into the

carrier material.

Quantification of gross loading may be achieved by a number of analytic methods, for
example, gravimetric, EDX (energy-dispersive analysis by x-rays), Fourier transform infra-
red (FTIR) or Raman spectroscopy of the pharmaceutical composition or by UV
spectrophotometry, titrimetric analysis, HPLC or mass spectroscopy of the eluted therapeutic
agent in solution. Quantification of the uniformity of loading may be obtained by
compositional techniques that are capable of spatial resolution such as cross-sectional EDX,

Auger depth profiling, micro-Raman and micro-FTIR.

The carrier material preferably comprises pores that can receive a beneficial substance.
Microporous carrier (pore size less than 2 nm), mesoporous carrier (pore size 2-50 nm) and
macroporous carrier (pore size >50 nm) are all suitable carrier materials. In certain
embodiments, the average pore size of the carrier material is selected from 2-50 nm, such as
from about 5 to about 40 nm, from about 15 to about 40 nm, such as about 20 to about 30 nm.
In certain embodiments, the average pore size is selected from about 2 to about 15 nm, such
as about 5 to about 10 nm. In certain embodiments, the average pore size is about 30 nm. In
certain embodiments, greater than 50% of the pores of the carrier material have a pore size

from 2-50 nm, greater than 60% of the pores of the carrier material have a pore size from 2-

15



10

15

20

25

30

WO 2014/165097 PCT/US2014/024362

50 nm, greater than 70% of the pores of the carrier material have a pore size from 2-50 nm,
greater than 80% of the pores of the carrier material have a pore size from 2-50 nm, or even

greater than 90% of the pores of the carrier material have a pore size from 2-50 nm.

In certain embodiments, the carrier material comprises porous silicon dioxide, such as

mesoporous silicon dioxide or amorphous silica, such as fumed silica.

In certain embodiments, the carrier material has a population of pores with a well-defined
pore size, i.¢., the distribution of pore sizes for the carrier material falls within a defined
range. In certain embodiments, a well-defined population of pores has about 50% to about
99% of the pore sizes within about 1 nm to 15 nm of the average pore size for that
population, preferably within about 10 nm, about 5 nm, or even within 3 nm or 2 nm of the
average pore size for that population. In certain such embodiments, greater than about 50%,
greater than about 60%, greater than about 70%, greater than about 80%, greater than about
90%, or even greater than about 95% of the pores of the carrier material have pore sizes
within the specified range. Similarly, a population of pores with a well-defined pore size can
be a population in which greater than about 50%, greater than about 60%, greater than about
70%, greater than about 80%, greater than about 90%, or even greater than about 95% of the
pores have pore sizes within 20%, preferably within 15%, 10%, or even 5% of the average

pore size for that population.

Pore (¢.g., mesopore) size distribution can be quantified using established analytical methods
such as gas adsorption, high resolution scanning electron microscopy, nuclear magnetic

resonance cryoporosimetry and differential scanning calorimetry.

In some embodiments, a population of pores with a well-defined pore size can be a
population for which the standard deviation of the pore sizes is less than 20%, preferably less

than 15%, less than 10%, or even less than 5% of the average pore size for that population.

The pore size may be preselected to the dimensional characteristics of the beneficial
substance to control the release rate of the beneficial substance in a biological system.
Typically, pore sizes that are too small preclude loading of the beneficial substance, while
oversized pores do not interact with the beneficial substance sufficiently strongly to exert the

desired control over the rate of release. For example, the average pore diameter for a carrier
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material may be selected from larger pores, e.g., 15 nm to 40 nm, for high molecular weight
molecules, ¢.g., 200,000-500,000 amu, and smaller pores, ¢.g., 2 nm to 10 nm, for molecules
of a lower molecular weight, e.g., 10,000-50,0000 amu. For instance, average pore sizes of
about 6 nm in diameter may be suitable for molecules of molecular weight around 14,000 to
15,000 amu, such as about 14,700 amu. Average pore sizes of about 10 nm in diameter may
be selected for molecules of molecular weight around 45,000 to 50,000 amu, such as about
48,000 amu. Average pore sizes of about 25-30 nm in diameter may be selected for

molecules of molecular weight around 150,000 amu.

The pore size may be preselected to be adapted to the molecular radius of the beneficial
substance to control the release rate of the beneficial substance in a biological system. For
instance, average pore sizes of about 25 nm to about 40 nm in diameter may be suitable for
molecules with a largest molecular radius from about 6 nm to about 8 nm. Molecular radii
may be calculated by any suitable method such as by using the physical dimensions of the
molecule based on the X-ray crystallography data or using the hydrodynamic radius which
represents the solution state size of the molecule. As the solution state calculation is
dependant upon the nature of the solution in which the calculation is made, it may be
preferable for some measurements to use the physical dimensions of the molecule based on
X-ray crystallography data. As used herein, the largest molecular radius reflects half of the

largest dimension of the therapeutic agent.

In certain embodiments, the average pore diameter is selected to limit the aggregation of
molecules, e.g., proteins, within a pore. It would be advantageous to prevent biomolecules,
such as proteins, from aggregating in a device as this is believed to impede the controlled
release of molecules into a biological system. Therefore, a pore that, due to the relationship
between its size and the size of a biomolecule, allows, for example, only one biomolecule to
enter the pore at any one time will be preferable to a pore that allows multiple biomolecules
to enter the pore together and aggregate within the pore. In certain embodiments, multiple
biomolecules (e.g., proteins) may be loaded into a pore, but due to the depth of the pore, the
proteins distributed throughout this depth of the pore will aggregate to a lesser extent. For
instance, a pore may have a diameter slightly larger than the diameter of a protein inside the
pore. In this case, the pore’s narrow diameter can constrain the arrangement of proteins,

decreasing aggregation.
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In certain embodiments, the carrier material comprises two or more different materials with
different properties (e.g., pore sizes, particle diameters, or surface characteristics), each
preselected to be adapted to a different beneficial substance. For example, two different
carrier materials may be admixed, one with a first population of pores whose pore size is
adapted to a first beneficial substance, the other with a second population of pores whose
pore size is adapted to a second beneficial substance. In some embodiments, the device
comprises a first population of carrier particles having a first population of pores whose pore
size is adapted to a first beneficial substance, and a second population of carrier particles
having a second population of pores whose pore size is adapted to a second beneficial
substance. In certain other embodiments, a particle comprises a single material that has two
or more well-defined populations of pores, e.g., wherein the carrier material is made by a
molecular templating technique, wherein the characteristics of the pores are preselected for
two or more beneficial substances, ¢.g., two beneficial substances with different molecular
radii. Thus, the carrier material may deliver two or more beneficial substances in the
controlled manner described herein. In such embodiments, the loading of the beneficial
substances is preferably ordered from largest to smallest agent, so that the largest agent
selectively adsorbs into the largest pores (i.¢., it does not fit into the smaller pores), so that

the larger pores do not adsorb smaller agents.

In certain embodiments in which the carrier material has two or more distinct well-defined
populations of pores (e.g., the distinct pore populations are substantially non-overlapping),
the differences between the properties of the different populations of pores are preferably
selected to limit the adsorption of each different beneficial substance to a certain population
of pores. In certain embodiments, the average pore size of the two or more distinct well-
defined pore populations may be selected to limit the adsorption of the larger beneficial
substance into smaller pores. The average pore size differential may be defined as the
difference between the average pore sizes for the different populations of pores in the carrier
material. For example, an average pore size differential of at least 10 nm could indicate that
the carrier material may comprise at least two populations of pores whose average pore sizes
differ (“average pore size differential”) by at least 10 nm., e.g., the composition may
comprise two pore populations having average pore sizes of 10 nm and 20 nm, three
populations of pores with average pore sizes of 10 nm, 20 nm, and 30 nm, or four populations
of pores with average pore sizes of 10 nm, 20 nm, 30 nm, and 40 nm. In certain

embodiments, the average pore size differential is preferably at least about 5 nm, at least
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about 10 nm, at least 15 nm, at least about 20 nm, or at least about 30 nm. In certain
embodiments, the two or more well-defined pore populations have distinct average pore
sizes, such that the average pore sizes of any two populations differ by at least 20%,

preferably at least 30%, 40%, or even 50% of the smaller average pore size.

In certain embodiments, the walls of the carrier material that separate the pores have an
average width of less than 5 nm, such as about 4.8 nm, about 4.6 nm, about 4.4 nm, about 4.2
nm, about 4.0 nm, about 3.8 nm, about 3.6 nm, about 3.4 nm, about 3.2 nm, about 3.0 nm,
about 2.8 nm, or even about 2.6 nm. In certain embodiments, the walls of the carrier material
that separate the pores have an average width of less than about 3 nm, such as about 2.8 nm,
about 2.6 nm, about 2.4 nm, about 2.2 nm, about 2.0 nm, about 1.8 nm, about 1.6 nm, about

1.4 nm, about 1.2 nm, about 1.0 nm, or even about 0.8 nm.

Dimensionality and morphology of the device can be measured, for example, by
Transmission Electron Microscopy (TEM) using a 2000 JEOL electron microscope
operating, for example, at 200 keV. Samples for TEM can be prepared by dispensing a large

number of porous carrier materials onto a holey carbon film on a metal grid, via a dilute

slurry.

In certain embodiments, the pores of the carrier material define space having a volume of
about 0.1 mL/g to about 5 mL/g of the carrier material. In certain embodiments, the pore
volume is about 0.2 mL/g to about 3 mL/g, such as about 0.4 mL/g to about 2.5 mL/g, such as
about 1.0 mL/g to about 2.5 mL/g.

In certain embodiments, the load level of the carrier material is up to 70%, such as up to 40%
by weight based on the combined weight of the carrier material and the beneficial substance.
The load level is calculated by dividing the weight of the loaded beneficial substance by the
combined weight of the loaded therapeutic agent and carrier material and multiplying by 100.
In certain embodiments, the load level of the carrier material is greater than 10%, such as
greater than 15%, greater than 20%, greater than 25%, greater than 30%, greater than 35%,
greater than 40%, greater than 45% or greater than 50%. In certain embodiments, the load
level of the carrier material is less than 5%. The load level may be between about 5% and

about 10%. In certain embodiments, the load level of the carrier material is between about
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10% and about 20%, between about 20% and about 30%, between about 30% and about 40%,
between about 40% and about 50%, or between about 50% and about 60% by weight.

The load volume of the devices described herein may be evaluated in terms of the volume of
the pores in the porous material being occupied by the beneficial substance. The percentage
of the maximum loading capacity that is occupied by the beneficial substance (that is, the
percentage of the total volume of the pores in the porous carrier material that is occupied by
the beneficial substance) for carrier materials may be from about 30% to about 100%, such as
from about 50% to about 90%. For any given carrier material, this value may be determined
by dividing the volume of the beneficial substance taken up during loading by the void

volume of the carrier material prior to loading and multiplying by one hundred.

In certain embodiments, the carrier particles, measured at the largest diameter, have an
average size of about 1 to about 500 microns, such as about 5 to about 100 microns. In
certain embodiments, at least 80%, 90%, 99%, or even 100% of the particles in the device,
measured at the largest diameter, are about 1 to about 500 microns, such as about 5 to about

500 microns, or about 2 to about 100 microns.

In order to increase the rate of loading of the beneficial substance into the particles, it may be
advantageous to use relatively small particles. As smaller particles have pores with less
depth for the beneficial substance to penetrate, the amount of time needed to load the
particles may be reduced. This may be particularly advantageous when the pore diameters
are similar in dimensions to the molecular diameters or size of the therapeutic agents.
Smaller particles may be from 1-20 microns, such as about 10-20 microns, ¢.g., about 15-20

microns, measured at the largest dimension.

In some aspects, greater than 60%, greater than 70%, greater than 80% or greater than 90% of
the particles have a particle size of from 1-20 microns, preferably 5-15 microns, measured at
the largest dimension. The particles may have an average particle size between 1 and 20
microns such as between 5-15 microns or about 15 microns, about 16 microns, about 17

microns, about 18 microns, about 19 microns.

Particle size distribution, including the mean particle diameter can be measured, for example,

using a Malvern Particle Size Analyzer, Model Mastersizer, from Malvern Instruments, UK.
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A helium-neon gas laser beam may be projected through an optical cell containing a
suspension of the carrier material. Light rays striking the carrier material are scattered
through angles which are inversely proportional to the particle size. The photodetector array
measures the light intensity at several predetermined angles and electrical signals
proportional to the measured light flux values are then processed by a microcomputer system
against a scatter pattern predicted from the refractive indices of the sample carrier material

and aqueous dispersant.

Methods of preparing suitable carrier materials, including those described above, may be
found in International Application WO 2012/061377, and this document is expressly

incorporated by reference in its entirety.

In certain embodiments, the device also comprises one or more pharmaceutically acceptable
excipients. In some embodiments, the excipient is a filler, binder, diluent, buffering agent,
moistening agent, preservative, stabilizer, flavoring agent, dye, coloring agent, disintegrating
agent, or surfactant. In some embodiments, a buffering agent is used to tailor the drug release
rate by creating a micro-environment pH in the device. The pH can affect the dissolution rate
of the beneficial substance or the permeability of the shell for the beneficial substance,
thereby affecting the overall release rate. A surfactant may be used to adjust the charge,
lipophilicity or hydrophilicity of the carrier, such as to enhance wettability of poorly soluble
or hydrophobic compositions. Some examples of materials which can serve as
pharmaceutically acceptable excipients include: (1) sugars, such as lactose, glucose and
sucrose; (2) starches, such as corn starch and potato starch; (3) cellulose, and its derivatives,
such as sodium carboxymethyl cellulose, ethyl cellulose and cellulose acetate; (4) powdered
tragacanth; (5) malt; (6) gelatin; (7) talc; (8) hydrophobic materials such as cocoa butter,
suppository waxes, and the like; (9) oils, such as peanut oil, cottonseed oil, safflower oil,
sesame oil, olive oil, corn oil and soybean oil; (10) glycols, such as propylene glycol; (11)
polyols, such as glycerin, sorbitol, mannitol and polyethylene glycol; (12) esters, such as
ethyl oleate and ethyl laurate; (13) agar; (14) buffering agents, such as magnesium hydroxide
and aluminum hydroxide; (15) alginic acid; and (16) other non-toxic compatible substances
employed in pharmaceutical formulations. The excipient may be disposed within pores of the
carrier material. In other embodiments, the excipient is outside the particles and inside the
device’s shell. For instance, the particles may be suspended in solution and/or form a slurry,

and the excipient may be in the solution.

21



10

15

20

25

30

WO 2014/165097 PCT/US2014/024362

C. Beneficial substances deliverable by the device

The device can store and deliver a therapeutically effective amount of a beneficial substance.
In preferred embodiments, the beneficial substance is a therapeutic. As used herein, the term
“therapeutic” encompasses the active molecule as well as salts of the active molecule. The

therapeutic may be, for example, a drug or a prodrug.

In certain embodiments, the beneficial substance is selected from any agent useful in the
treatment or prevention of diseases. In certain embodiments, the beneficial substance is
selected from small molecule therapeutic agents, i.e., compounds with molecular weights less
than 1000 amu. In preferred embodiments, the beneficial substance is selected from large
molecules with molecular weight equal to or greater than 1000 amu. In certain embodiments,
the beneficial substance of the invention is a biomolecule. Biomolecules, as used herein,
refer to any molecule that is produced by a living organism, including large polymeric
molecules such as proteins, polysaccharides, and nucleic acids as well as small molecules
such as primary metabolites, secondary metabolites, and natural products or synthetic
variations thereof. In particular, proteins such as antibodies, ligands, and enzymes may be
used as beneficial substances in the devices described herein. In particular embodiments, the
biomolecules for use in the device have molecular weights ranging from about 10,000 amu to

about 500,000 amu.

In some embodiments, the beneficial substance is a protein such as an antibody. In some
embodiments, the antibody is a monoclonal antibody. The antibody may be, for instance, an
antigen-binding portion of a full-length antibody, e.g., a Fab fragment or a single chain
variable fragment. Particular therapeutic antibodies that may be delivered by the device

include ranibizumab and bevacizumab.

Polynucleotides that may be administered using the devices herein include DNA, RNA, and
analogs of DNA and RNA. For example, the polynucleotides may include 2°0-Me
nucleotides or dideoxynucleotides. The polynucleotides may encode proteins for gene

therapy, or may be designed to reduce expression of a target gene via an antisense pathway.
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In certain embodiments, the beneficial substance has a molecular weight between 10,000 and
50,000 amu, between 50,000 and 100,000 amu or between 100,000 and 150,000 amu. In
certain embodiments, the beneficial substance is a protein with a molecular weight between

5,000 amu and 200,000 amu, such as about 10,000 to about 150,000 amu.

The size of a beneficial substance may alternatively be characterized by the molecular radius,
which may be determined, for example, through X-ray crystallographic analysis or by
hydrodynamic radius. The beneficial substance may be a protein, e.g., with a molecular
radius sclected from 0.5 nm to 20 nm such as about 0.5 nm to 10 nm, even from about 1 to 8

nm.

The pore size of the carrier material can be selected based at least in part on the size of the
beneficial substance. A beneficial substance with molecular radius from 1 to 2.5 nm may be
advantageously used with a carrier material with a minimum pore radius of from 4.5 to 5.8
nm. A beneficial substance with a molecular radius of 7 nm may be advantageously used
with a carrier material with a minimum pore radius of from 11 to 13 nm, such as about 12
nm. Additional discussion of selecting an appropriate size of pore for a given beneficial
substance may be found, for example, in International Application WO 2012/061377, which

is expressly incorporated by reference in its entirety.

In some embodiments, the carrier particles are loaded with a liquid drug. Advantageously,
carrier particles loaded with a liquid drug can be easier to handle than the liquid drug itself.
Thus, the devices herein can ease the manufacturing process for controlled release devices
that deliver liquid drugs. In some embodiments, the liquid drug comprises a carboxylic acid
moiety. In some embodiments, the liquid beneficial substance in the device is prostaglandin
or a prostaglandin analog. For instance, the liquid drug may be the free acid form of
latanoprost. As another example, the liquid drug may be a free acid form of travoprost. In
some embodiments, the liquid drug is prostacyclin or a prostacyclin analog such as
treprostinil, iloprost, or beraprost. In some embodiments, the liquid comprises a fat-soluble

vitamin such as Vitamin E.

In certain embodiments, the beneficial substance is prone to decomposition and/or
inactivation, and the carrier material reduces decomposition/inactivation of the beneficial

substance. The beneficial substance can be inactivated, for example, by degradation or
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unfolding/denaturation. For instance, the beneficial substance might be prone to inactivation
during the process of curing the first or second member (e.g., with heat or ultraviolet light)
and the carrier material reduces this inactivation. For instance, the carrier material may block
the agent that inactivates the beneficial substance (e.g., by absorbing the wavelength of light
used for curing). As another example, the carrier may stabilize a beneficial substance against
the effects of the agent that inactivates the beneficial substance, e.g., by stabilizing the
beneficial substance in an active conformation and restricting protein unfolding or
degradation. In some embodiments, the beneficial substance experiences at least twice, five
times, ten times, 20 times, 50, times or 100 times as much inactivation (e.g., degradation or
unfolding) without the carrier material as the beneficial substance within the carrier material

under the same conditions during production of the device.

In some embodiments, the beneficial substance within the carrier material has a half-life at
room temperature that is at least twice, five times, ten times, 20 times, 50, times or 100 times
the half-life of the beneficial substance without the carrier material under the same
conditions. In some embodiments, the beneficial substance within the carrier material has a
shelf-life at room temperature that is at least twice, five times, ten times, 20 times, 50, times
or 100 times the shelf life of the beneficial substance without the carrier material under the
same conditions. In certain embodiments, the beneficial substance within the carrier material
is stable at 25 °C for at least 15 days, 1 month, 2 months, 3 months, 6 months, at least 1 year,
at least 1.5 years, at least 2 years, at least 2.5 years, at least 3 years or at least 4 years.
Stability may be assessed, for example, by high performance size exclusion chromatography
(HPSEC) or by comparing the biological activity of the stored biomolecule-loaded devices
against a sample of freshly prepared biomolecule-loaded devices or against the activity of the
devices as measured prior to storage. Preferably, at the end of the storage period, the activity
of the stored devices is at least 75%, at lecast 80%, at least 85%, at least 90%, at least 95%, at
least 98%, at least 99%, at least 99.5%, at least 99.8%, or even at least 99.9% of the activity
of the corresponding freshly prepared devices. Accordingly, this disclosure contemplates
methods of treatment wherein biomolecule-loaded devices are stored at 25 °C for at least 6
months, at least 1 year, at least 1.5 years, at least 2 years, at least 2.5 years, at least 3 years or
at least 4 years prior to administering the devices to a patient. In some embodiments, the
degradation-sensitive beneficial substance is a biomolecule, such as a protein, including an

antibody.
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In some embodiments, the device comprises two or more beneficial substances. For instance,
the device may comprise two populations of particles, each population loaded with one
beneficial substance. Alternatively, a single particle may comprise two or more beneficial
substances. In some such embodiments, the single particle has a population of larger pores
and a population of smaller pores, and each population of pores contains one of the beneficial

substances. Carriers with two populations of pores are described above in Section B.

Many different beneficial substances may be incorporated into the devices described above
(e.g., such as devices comprising a shell and porous silicon-based carrier particles). For
example, suitable drugs include steroids, alpha receptor agonists, beta receptor antagonists,
carbonic anhydrase inhibitors, adrenergic agents, physiologically active peptides and/or
proteins, antineoplastic agents, antibiotics, analgesics, anti-inflammatory agents, muscle
relaxants, anti-epileptics, anti-ulcerative agents, anti-allergic agents, cardiotonics, anti-
arrhythmic agents, vasodilators, antihypertensive agents, anti-diabetic agents, anti-
hyperlipidemics, anticoagulants, hemolytic agents, antituberculous agents, hormones,
narcotic antagonists, osteoclastic suppressants, osteogenic promoters, angiogenesis
suppressors, antibacterials, non-steroidal anti-inflammatory drugs (NSAIDs), glucocorticoids
or other anti-inflammatory corticosteroids, alkaloid analgesics, such as opioid analgesics,
antivirals, such as nucleoside antivirals or a non-nucleoside antivirals, anti-benign prostatic
hypertrophy (BPH) agents, anti-fungal compounds, antiproliferative compounds, anti-
glaucoma compounds, immunomodulatory compounds, cell transport/mobility impeding
agents, cytokines, pegylated agents, alpha-blockers, anti-androgens, anti-cholinergic agents,
purinergic agents, dopaminergic agents, local anesthetics, vanilloids, nitrous oxide inhibitors,
anti-apoptotic agents, macrophage activation inhibitors, antimetabolites, neuroprotectants,
calcium channel blockers, gamma-aminobutyric acid (GABA) antagonists, alpha agonists,
anti-psychotic agents, tyrosine kinase inhibitors, nucleoside compounds, and nucleotide
compounds, and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and

protected forms thereof.

Suitable NSAIDs for use in the devices described herein (e.g., devices comprising a shell and
porous silicon-based carrier particles) include diclofenac, etoldolac, fenoprofen, floctafenine,
flurbiprofen, ibuprofen, indoprofen, ketoprofen, ketorolac, lornoxicam, morazone, naproxen,

perisoxal, pirprofen, pranoprofen, suprofen, suxibuzone, tropesin, ximoprofen, zaltoprofen,
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zileuton, and zomepirac, and analogs, derivatives, pharmaceutically acceptable salts, esters,

prodrugs, and protected forms thereof.

Suitable carbonic anhydrase inhibitors for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include brinzolamide,
acetazolamide, methazolamide, dichlorphenamide, ethoxzolamide, and dorzolamide, and
analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected forms

thereof.

Suitable adrenergic agents for use in the devices described herein (e.g., devices comprising a
shell and porous silicon-based carrier particles) include brimonidine, apraclonidine,
bunazosin, levobetaxolol, levobunalol, carteolol, isoprenaline, fenoterol, metipranolol, and
clenbuterol, and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and

protected forms thereof.

Suitable alpha receptor agonists for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include brimonidine and
analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected forms

thereof.

Suitable beta receptor antagonists for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include atenolol, betaxolol, and
timolol, and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and

protected forms thereof.

Suitable antiviral agents for use in the devices described herein (e.g., devices comprising a
shell and porous silicon-based carrier particles) include nevirapine and analogs, derivatives,

pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable alkaloid analgesics for use in the devices described herein (e.g., devices comprising
a shell and porous silicon-based carrier particles) include desmorphine, dezocine,
dihydromorphine, eptazocine, ethylmorphine, glafenine, hydromorphone, isoladol,
ketobenidone, p-lactophetide, levorphanol, moptazinol, metazocin, metopon, morphine,

nalbuphine, nalmefene, nalorphine, naloxone, norlevorphanol, normorphine, oxmorphone,
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pentazocine, phenperidine, phenylramidol, tramadol, and viminol, and analogs, derivatives,

pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable glucocorticoids for use in the devices described herein (e.g., devices comprising a
shell and porous silicon-based carrier particles) include 21-acetoxypregnenolone,
alclometasone, algestone, anacortave acetate, amcinonide, beclomethasone, betamethasone,
budesonide, chloroprednisone, clobetasol, clobetasone, clocortolone, cloprednol,
corticosterone, cortisone, cortivazol, deflazacort, desonide, desoximetasone, diflorasone,
diflucortolone, difuprednate, enoxolone, fluazacort, flucloronide, flumethasone, flunisolide,
fluocinolone acetonide, fluocinonide, flucloronide, flumethasone, flunisolide, fluocortin
butyl, fluocortolone, fluorometholone, fluperolone acetate, fluprednisolone, flurandrenolide,
fluticasone propionate, hydrocortamate, hydrocortisone, meprednisone, methylprednisolone,
paramethasone, prednisolone, prednisolone 21-diethylaminoacetate, fluprednidene acetate,
formocortal, loteprednol etabonate, medrysone, mometasone furoate, prednicarbate,
prednisolone, prednisolone 25-diethylaminoacetate, prednisolone sodium phosphate,
prednisone, prednival, prednylidene, triamcinolone, triamcinolone acetonide, triamcinolone
benetonide, and triamcinolone hexacetonide, and analogs, derivatives, pharmaceutically

acceptable salts, esters, prodrugs, and protected forms thereof.

Other suitable steroids for use in the devices described herein (e.g., devices comprising a
shell and porous silicon-based carrier particles) include halcinonide, halbetasol propionate,
halometasone, halopredone acetate, isoflupredone, loteprednol etabonate, mazipredone,
rimexolone, and tixocortol, and analogs, derivatives, pharmaceutically acceptable salts,

esters, prodrugs, and protected forms thereof.

Suitable BPH drugs for use in the devices described herein (e.g., devices comprising a shell
and porous silicon-based carrier particles) include finasteride and osaterone, and analogs,

derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable antineoplastic compounds for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include adriamycin, alitretinoin
(9-cis-retinoic acid); bleomycins, including bleomycin A; capecitabine (5'-deoxy-5-fluoro-
cytidine); carubicin; chlorozotocin, chromomycins, including chromomycin A3, cladribine;

colchicine, cytarabine; daunorubicin; demecolcine, denopterin, docetaxel, doxyifluridine,
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doxorubicin; dromostanolone, edatrexate, enocitabine, epirubicin, epitiostanol, estramustine;
etoposide; floxuridine, fludarabine, 5-fluorouracil, formestane, gemcitabine; irinotecan;
lentinan, lonidamine, melengestrol, melphalan; menogaril, methotrexate; mitolactol;
nogalamycin; nordihydroguaiaretic acid, olivomycins such as olivomycin A, paclitaxel;
pentostatin; pirarubicin, plicamycin, porfiromycin, prednimustine, puromycin; ranimustine,
ristocetins such as ristocetin A; temozolamide; teniposide; tomudex; topotecan; tubercidin,
ubenimax, valrubicin (N-trifluoroacetyladriamycin-14-valerate), vinorelbine, vinblastine,
vindesine, vinorelbine, and zorubicin and analogs, derivatives, pharmaceutically acceptable

salts, esters, prodrugs, and protected forms thereof.

Suitable antibacterial compounds for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include capreomycins,
including capreomycin IA, capreomycin IB, capreomycin IIA and capreomycin IIB;
carbomycins, including carbomycin A; carumonam,; cefaclor, cefadroxil, cefamandole,
cefatrizine, cefazedone, cefazolin, cefbuperazone, cefcapene pivoxil, cefclidin, cefdinir,
cefditoren, cefime, ceftamet, cefmenoxime, cefmetzole, cefminox, cefodizime, cefonicid,
cefoperazone, ceforanide, cefotaxime, cefotetan, cefotiam, cefoxitin, cefpimizole,
cefpiramide, cefpirome, cefprozil, cefroxadine, cefsulodin, ceftazidime, cefteram, ceftezole,
ceftibuten, ceftiofur, ceftizoxime, ceftriaxone, cefuroxime, cefuzonam, cephalexin,
cephalogycin, cephaloridine, cephalosporin C, cephalothin, cephapirin, cephamycins, such as
cephamycin C, cephradine, chlortetracycline; chlarithromycin, clindamycin, clometocillin,
clomocycline, cloxacillin, cyclacillin, danofloxacin, demeclocyclin, destomycin A,
dicloxacillin, dirithromycin, doxycyclin, epicillin, erythromycin A, ethanbutol, fenbenicillin,
flomoxef, florfenicol, floxacillin, flumequine, fortimicin A, fortimicin B, forfomycin,
foraltadone, fusidic acid, gentamycin, glyconiazide, guamecycline, hetacillin, idarubicin,
imipenem, isepamicin, josamycin, kanamycin, leumycins such as leumycin A1, lincomycin,
lomefloxacin, loracarbef, lymecycline, meropenam, metampicillin, methacycline, methicillin,
mezlocillin, micronomicin, midecamycins such as midecamycin A1, mikamycin,
minocycline, mitomycins such as mitomycin C, moxalactam, mupirocin, nafcillin, netilicin,
norcardians such as norcardian A, oleandomycin, oxytetracycline, panipenam, pazufloxacin,
penamecillin, penicillins such as penicillin G, penicillin N and penicillin O, penillic acid,
pentylpenicillin, peplomycin, phenethicillin, pipacyclin, piperacilin, pirlimycin,
pivampicillin, pivcefalexin, porfiromycin, propiallin, quinacillin, ribostamycin, rifabutin,

rifamide, rifampin, rifamycin SV, rifapentine, rifaximin, ritipenem, rekitamycin,
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rolitetracycline, rosaramicin, roxithromycin, sancycline, sisomicin, sparfloxacin,
spectinomycin, streptozocin, sulbenicillin, sultamicillin, talampicillin, teicoplanin, temocillin,
tetracyclin, thostrepton, tiamulin, ticarcillin, tigemonam, tilmicosin, tobramycin,
tropospectromycin, trovafloxacin, tylosin, and vancomycin, and analogs, derivatives,

pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable anti-fungal compounds for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include fluconazole and
analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected forms

thereof.

Suitable immunological response modifiers for use in the devices described herein (e.g.,
devices comprising a shell and porous silicon-based carrier particles) include muramyl
dipeptide and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and

protected forms thereof.

Suitable peptides and proteins for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include insulin, growth
hormones, insulin related growth factor, heat shock proteins, and analogs, derivatives,

pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable anesthetics and pain killing agents for use in the devices described herein (e.g.,
devices comprising a shell and porous silicon-based carrier particles) include lidocaine,
benzodiazepam, and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs,

and protected forms thereof.

Suitable cell transport/mobility impending agents for use in the devices described herein
(e.g., devices comprising a shell and porous silicon-based carrier particles) include
cytochalasin B and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs,

and protected forms thereof.

Antiproliferative/antimitotic drugs and prodrugs suitable for use in the devices described
herein (e.g., devices comprising a shell and porous silicon-based carrier particles) include

natural products such as vinca alkaloids (e.g., vinblastine, vincristine, and vinorelbine),
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paclitaxel, epidipodophyllotoxins (e.g., etoposide, teniposide), antibiotics (e.g., actinomycins,
daunorubicin, doxorubicin and idarubicin), anthracyclines, mitoxantrone, bleomycins,
plicamycin (mithramycin) and mitomycin, enzymes (e.g., L-asparaginase); antiplatelet
prodrugs; antiproliferative/antimitotic alkylating prodrugs such as nitrogen mustards
(mechlorethamine, cyclophosphamide and analogs, melphalan, chlorambucil), ethylenimines
and methylmelamines (hexamethylmelamine and thiotepa), alkyl sulfonates-busulfan,
nitrosoureas (carmustine (BCNU) and analogs, streptozocin), triazenes, dacarbazine (DTIC);
antiproliferative/antimitotic antimetabolites such as folic acid analogs (methotrexate),
pyrimidine analogs (fluorouracil, floxuridine, and cytarabine), purine analogs and related
inhibitors (mercaptopurine, thioguanine, pentostatin and 2-chlorodeoxyadenosine
(cladribine); platinum coordination complexes (cisplatin, carboplatin), procarbazine,
hydroxyurea, mitotane, aminoglutethimide; hormones (e.g., estrogen, progestin);
anticoagulants (e.g., heparin, synthetic heparin salts and other inhibitors of thrombin);
fibrinolytic prodrugs such as tissue plasminogen activator, streptokinase and urokinase,
aspirin, dipyridamole, ticlopidine, clopidogrel, abciximab; antimigratories; antisecretories
(breveldin); anti-inflammatory agents such as corticosteroids (cortisol, cortisone,
fludrocortisone, flucinolone, prednisone, prednisolone, methylprednisolone, triamcinolone,
betamethasone, and dexamethasone), NSAIDS (salicylic acid and derivatives, aspirin,
acetaminophen, indole and indene acetic acids (indomethacin, sulindac and etodalac),
heteroaryl acetic acids (tolmetin, diclofenac, and ketorolac), arylpropionic acids (e.g.,
ibuprofen and derivatives), anthranilic acids (mefenamic acid, and meclofenamic acid),
enolic acids (piroxicam, tenoxicam, phenylbutazone, and oxyphenthatrazone), nabumetone,
gold compounds (auranofin, aurothioglucose, gold sodium thiomalate), and 6-mannose
phosphate; immunosuppressives (¢.g., cyclosporine, tacrolimus (FK-506), sirolimus
(rapamycin), azathioprine, and mycophenolate mofetil); angiogenic agents such as vascular
endothelial growth factor (VEGF), fibroblast growth factor (FGF); angiotensin receptor
blocker; nitric oxide donors; anti-sense oligonucleotides and combinations thereof; cell cycle
inhibitors, mTOR inhibitors, growth factor signal transduction kinase inhibitors,
neovascularization inhibitors, angiogenesis inhibitors, and apoptosis inhibitors, and analogs,

derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected forms thereof.

Suitable antiviral agents for use in the devices described herein (e.g., devices comprising a
shell and porous silicon-based carrier particles) include acyclovir, azidouridine, anismoycin,

amantadine, bromovinyldeoxusidine, chlorovinyldeoxusidine, cytarabine, delavirdine,
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didanosine, deoxynojirimycin, dideoxycytidine, dideoxyinosine, dideoxynucleoside,
desciclovir, deoxyacyclovir, efavirenz, enviroxime, fiacitabine, foscamet, fialuridine,
fluorothymidine, floxuridine, ganciclovir, hypericin, idoxuridine, interferon, interleukin,
isethionate, nevirapine, pentamidine, ribavirin, rimantadine, stavudine, sargramostin,
suramin, trichosanthin, tribromothymidine, trichlorothymidine, trifluorothymidine, trisodium
phosphomonoformate, vidarabine, zidoviridine, zalcitabine and 3-azido-3-deoxythymidine
and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs, and protected

forms thereof.

Other suitable antiviral agents for use in the devices described herein (e.g., devices
comprising a shell and porous silicon-based carrier particles) include 2',3'-dideoxyadenosine
(ddA), 2',3'-dideoxyguanosine (ddG), 2',3'-dideoxycytidine (ddC), 2',3'-dideoxythymidine
(ddT), 2'3'-dideoxy-dideoxythymidine (d4T), 2'-deoxy-3'-thia-cytosine (3TC or lamivudime),
2',3'-dideoxy-2'-fluoroadenosine, 2',3'-dideoxy-2'-fluoroinosine, 2',3'-dideoxy-2'-
fluorothymidine, 2',3'-dideoxy-2'-fluorocytosine, 2'3'-dideoxy-2',3'-didehydro-2'-
fluorothymidine (Fd4T), 2'3'-dideoxy-2'-beta-fluoroadenosine (F-ddA), 2'3'-dideoxy-2'-beta-
fluoro-inosine (F-ddI), and 2',3'-dideoxy-2"-beta-flurocytosine (F-ddC). In some
embodiments, the antiviral agent is selected from trisodium phosphomonoformate,
ganciclovir, trifluorothymidine, acyclovir, 3'-azido-3'-thymidine (AZT), dideoxyinosine
(ddI), and idoxuridine and analogs, derivatives, pharmaceutically acceptable salts, esters,

prodrugs, and protected forms thereof.

Beneficial substances suitable for administration to the eye and its surrounding tissues, using
the devices described herein (e.g., devices comprising a shell and porous silicon-based carrier
particles), to produce a local or a systemic physiologic or pharmacologic beneficial effect
include neuroprotectants such as nimodipine and related compounds; antibiotics such as
tetracycline, chlortetracycline, bacitracin, neomycin, polymyxin, gramicidin, oxytetracycline,
chloramphenicol, gentamycin, and erythromycin; antibacterials such as sulfonamides,
sulfacetamide, sulfamethizole, and sulfisoxazole; antivirals, including idoxuridine; and other
antibacterial agents such as nitrofurazone and sodium propionate; antiallergenics such as
antazoline, methapyriline, chlorpheniramine, pyrilamine, and prophenpyridamine; anti-
inflammatories such as hydrocortisone, hydrocortisone acetate, dexamethasone 21-phosphate,
fluocinolone, medrysone, methylprednisolone, prednisolone 21-phosphate, prednisolone

acetate, fluoromethalone, betamethasone, and triamcinolone; decongestants such as
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phenylephrine, naphazoline, and tetrahydrazoline; miotics and anti-cholinesterase such as
pilocarpine, eserine salicylate, carbachol, di-isopropyl fluorophosphate, phospholine iodine,
and demecarium bromide; mydriatics such as atropine sulfate, cyclopentolate, homatropine,
scopolamine, tropicamide, eucatropine, and hydroxyamphetamine; sympathomimetics such
as epinephrine; and analogs, derivatives, pharmaceutically acceptable salts, esters, prodrugs,
and protected forms thereof; and prodrugs such as those described in Design of Prodrugs,
edited by Hans Bundgaard, Elsevier Scientific Publishing Co., Amsterdam, 1985. Reference
may be made to any standard pharmaceutical textbook such as Remington's Pharmaceutical

Sciences for the identification of other agents.

Prodrugs are generally compounds that, under physiological conditions, are converted into
therapeutically active agents in a patient’s body. A common method for making a prodrug is
to include selected moieties, such as esters, that are hydrolyzed under physiological
conditions to convert the prodrug to an active biological moiety. In other embodiments, the
prodrug is converted by an enzymatic activity of the host animal. Prodrugs are typically
formed by chemical modification of a biologically active moiety. Conventional procedures
for the selection and preparation of suitable prodrug derivatives are described, for example, in

Design of Prodrugs, ed. H. Bundgaard, Elsevier, 1985.

Any pharmaceutically acceptable form of such a compound may be employed as a beneficial
substance, i.¢., the free base or a pharmaceutically acceptable salt or ester thereof.
Pharmaceutically acceptable salts, for instance, include sulfate, lactate, acetate, stearate,

hydrochloride, tartrate, maleate, and the like.

2. Methods of preparation

The devices described herein may be made in a wide variety of ways, portions of which are
described above in Section 1. In preferred aspects, the device is prepared by filling a tube
with carrier particles and enclosing the ends of the tube.

Carrier particles are prepared or provided. In some embodiments, the carrier particles are

made porous by introducing pores into non-porous material. This may be done, for instance,

by anodizing a solid such as silicon to produce parallel pores. In some embodiments,
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anodization is performed together with etching, e.g., wet etching or dry etching. Thus, in

some embodiments, the pores are formed by electrochemical etching.

In some embodiments, the carrier particles are porous when they are first formed. For
example, in sol-gel synthesis, a solution is induced to form a porous network or gel of
polymers. Sol-gel synthesis can be used, for example, to make porous silica. Porous silica
can be chemically reduced to silicon by treatment with, for instance, magnesium vapor. The
magnesium vapor method and related methods for reducing silica are described in

International Application WO/2012/114126.

In some embodiments, part or all of a large body of carrier material is made porous, and the
porous region is then milled into small particles. In other embodiments, the particles are

formed of a non-porous material, and then pores are introduced into the particles.

In forming carrier particles, a mesh may be used to select particles of the desired size.

In certain embodiments, the porous silicon-based carrier material may be prepared by flame

hydrolysis of silicon tetrachloride in an oxy-hydrogen flame.

Carrier particles may be loaded with a beneficial substance before or after the particles are

assembled into the device.

A tube may be produced or provided. In some embodiments, the tube is extruded, ¢.g., from
a polymeric mass. Commercially available extruders include the Randcastle model RCP-
0250 Microtruder (Randcastle Extrusion Systems, Cedar Grove, N.J.), and its associated
heaters, controllers, and the like. Exemplary extruders are also disclosed, for example, in
U.S. Pat. Nos. 5,569,429, 5,518,672, and 5,486,328. An extruder can include an exit port that
establishes a cross-sectional shape of the extruded matter. In some embodiments, the tube is
cured after extrusion. In some embodiments, the tube is co-extruded with the carrier particle
composition inside the tube. In preferred embodiments, the tube is formed in the absence of
carrier particles, and carrier particles are inserted into the formed tube. In some
embodiments, the tube is segmented into a plurality of tubular segments. Segmentation may

employ shears, slicing blades, or any other technique.
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The tube is filled with carrier particles. In some embodiments, the tube is several multiples
of the length of the finished device, and the tube is cut to the proper length before or after
being filled with carrier particles. In some embodiments, the particles are dry when they are
placed in the tube, and may have the consistency of a powder or granulate. In other
embodiments, the particles are in solution when they are placed in the tube, and may have the
consistency of a slurry. The slurry may be drawn into the tube with capillary action or
pushed in using a syringe, for example. In preferred embodiments, the carrier particles are
loaded with the beneficial substance when they are placed in the tube. However, the particles
may also be loaded with drug after this step, ¢.g., when they are in the tube but before

members are added to close the tube, or even after one or both members are added.

The first member and second member are added to the first and second ends of the tube to
enclose the particles. In some embodiments, one or both of the members are formed in situ
on the end or ends of the tube. An amount of polymer solution may be applied to the end of
the tube. For instance, one end of the tube can be dipped in a polymer solution one or more
times, so that a film of the polymer will form on the end of the tube. Alternatively, the
polymer solution may be applied to the end of the tube by dropping, spraying, brushing or
other means. Once the polymer is in contact with the tube, the polymer can be cured
(hardened by cross-linking) on the end of the tube. Polymers can be cured, e.g., using heat,
radiation, light (including ultraviolet light or visible light such as blue light), evaporation, and
catalyzation. Curing with light in the visible or near-visible ranges (e.g., of ultraviolet or blue
wavelengths) sometimes avoids inactivation of the beneficial substance that can result from
harsher curing techniques. In some embodiments, curing is performed using an intense light
source, such as a tuned laser or the like. Each polymer can be cured using one or more
suitable curing techniques, and numerous examples are known in the art. For instance, PVA
may be cured with (for instance) ultraviolet light, infrared light, and/or by heating it in an
oven. In certain embodiments, the desired thickness of the first or second member may be
obtained by applying more than one coat of a polymer. Each coat may be dried and/or cured

prior to applying the next coat.

In certain embodiments, the device shell comprises heat-cured PVA. In particular, a heat-
cured first member and/or second member may be formed by applying a PVA solution to the
first end of the tube and then heating the PVA. The PVA may be heated, e.g., at a
temperature in the range of 60-120°C, e.g., 80°C, for at least 2 hours, preferably at least 4
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hours, e.g., 5 hours. Heating may be performed, for example, in an oven or other heating

clement.

In some embodiments, the device and/or the components of the device are sterilized. The
heat-resistant portions of the device may be heat-sterilized, e.g., by autoclaving. Other
methods of sterilizing the device or its components include sterilization with radiation,
ultraviolet light, immersion in alcohol, or filtration. In some embodiments, a heat-sensitive
component (such as a beneficial substance, including a biomolecule) is filter-sterilized. In
certain embodiments, all heat sterilization of the device or its components takes place prior to
addition of the heat-sensitive component to the device. For example, the particles and/or the

shell may be heat-sterilized before the beneficial substance is added to the device.

The device may be packaged, such as by preloading a needle of appropriate gauge with the

device and enclosing the assembly in a suitable package for shipment to an end user.

3. Methods of use

The present disclosure provides methods for treating a patient to obtain a desired local or
systemic physiological or pharmacological effect. These methods include administering the
disclosed devices to the patient and allowing the beneficial substance to pass through the
device to come in direct contact with the patient. The device can be administered for a
sufficient period of time and under conditions to allow treatment of the disease state of
concern. In certain embodiments the patient is mammalian organism, and in preferred

embodiments the patient is a human.

In certain embodiments, the device is inserted into a desired location in the patient’s body.
For instance, the device may be injected or surgically implanted into the patient’s body.
When the beneficial substance acts on the eye, the device can gradually release the beneficial
substance to the eye, avoiding painful repeated administrations of a different formulation of
the beneficial substance. Accordingly, the device can be surgically implanted into the eye of
the patient, for example the vitreous of the eye, under the retina, and onto the sclera. The
device can also be inserted into numerous other locations in the body, including
administration that is subcutaneous, intramuscular, intraperitoneal, intranasal, dermal, into the

brain, including intracranial and intradural, into the joints, including ankles, knees, hips,
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shoulders, elbows, wrists, directly into tumors, and the like. The device can also be

administered orally.

In some embodiments, the device is administered to a patient by injection. Injection may use,
for example, a standard gauge hypodermic needle, such as about a 30 gauge to about a 12
gauge needle, or a needle ranging in inside diameter from about 0.0055 inches to about
0.0850 inches. An injectable device can also be administered through, for example, an

arthroscope, catheter, or other medical device.

For localized drug delivery, the devices may be surgically implanted at or near the site of
action. This is the case for devices as described herein, used in treating ocular conditions,

primary tumors, theumatic and arthritic conditions, and chronic pain, for instance.

For systemic relief, the devices may be implanted subcutaneously, intramuscularly,
intraarterially, intrathecally, or intraperitoneally, for example. This is the case when devices
are to give sustained systemic levels and avoid premature metabolism. In addition, the

devices may be administered orally.

The devices described herein may be particularly suitable for treating ocular conditions such
as glaucoma, proliferative vitreoretinopathy, macular edema, including diabetic macular
edema, age-related macular degeneration, diabetic retinopathy, uveitis, ocular
neovascularization, and ocular infection. The devices may also be particularly suitable for
use as an ocular device in treating patients, both human and for veterinarian use, suffering
from ocular histoplasmosis, wherein the device may be surgically implanted within the

vitreous of the eye.

In certain embodiments, the device may contain one or more drugs that reduce the risk of
mother to child transmission of viral infections. Examples of viral infections include HIV,
Bowenoid Papulosis, Chickenpox, Childhood HIV Disease, Human Cowpox, Hepatitis C,
Dengue, Enteroviral, Epidermodysplasia Verruciformis, Erythema Infectiosum (Fifth
Disease), Giant Condylomata Acuminata of Buschke and Lowenstein, Hand-Foot-and-Mouth
Disease, Herpes Simplex, Herpes Virus 6, Herpes Zoster, Kaposi Varicelliform Eruption,

Rubeola Measles, Milker's Nodules, Molluscum Contagiosum, Monkeypox, Orf, Roscola
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Infantum, Rubella, Smallpox, Viral Hemorrhagic Fevers, Genital Warts, and Nongenital

Warts.

In certain embodiments, the device may contain an antiviral agent that inhibits or reduces
HIV infection or susceptibility to HIV infection. The device may be used to treat mammalian
organisms infected with HIV and AIDS-related opportunistic infections such as
cytomegalovirus infections, toxoplasmosis, pneumocystis carinii, and mycobacterium avium

intercellular.

In some embodiments, the device contains one or more drugs that treat pulmonary arterial

hypertension.

In certain embodiments, the device may be used to provide a controlled and sustained release
of agents effective in obtaining a desired local or systemic physiological or pharmacological
effect relating at least to the following areas: treatment of cancerous primary tumors, (e.g.,
glioblastoma); inhibition of neovascularization, including ocular neovascularization; edema,
including ocular edema; inflammation, including ocular inflammation; chronic pain; arthritis;
rheumatic conditions; hormonal deficiencies such as diabetes and dwarfism; and modification
of the immune response such as in the prevention of transplant rejection and in cancer
therapy. A wide variety of other disease states may also be prevented or treated using the
delivery devices herein. Such disease states are known by those of ordinary skill in the art.
For those not skilled in the art, reference may be made to Goodman and Gilman, The
Pharmacological Basis of Therapeutics, 8th Ed., Pergamon Press, NY, 1990; and
Remington's Pharmaceutical Sciences, 18th Ed., Mack Publishing Co., Easton, Pa., 1990;

both of which are incorporated by reference herein.

In some embodiments, the device (e.g., a device comprising a shell enclosing porous silicon-
based carrier particles) delivers ganciclovir to the eye for the treatment of cytomegalovirus
(CMV) retinitis. In certain embodiments, the device (e.g., a device comprising a shell
enclosing porous silicon-based carrier particles) delivers fluocinolone acetonide to the eye for
the treatment of ocular neovascularization, macular edema, wet or dry age-related macular
degeneration, retinal vein occlusion, or posterior uveitis. In some embodiments, the device
(e.g., a device comprising a shell enclosing porous silicon-based carrier particles) delivers

bevacizumab or ranibizumab for the treatment of neovascularization, including ocular
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neovascularization, for example when caused by cancer, macular degeneration (especially
wet age-related macular degeneration), diabetic retinopathy, neovascular glaucoma, macular
edema, or retinopathy. In some embodiments, the device (e.g., a device comprising a shell
enclosing porous silicon-based carrier particles) delivers latanoprost to the eye for treatment

of ocular hypertension and/or glaucoma.

The devices herein may release the beneficial substance over a sustained time period when
immersed in simulated body fluid or when administered to a patient. For instance, the device
may release an effective amount of the beneficial substance for between 1 week - 1 year, 2
weeks - 1 year, 1 month - 1 year, 2 months - 1 year, 3 months - 1 year, or 6 months - 1 year.
In some embodiments, the device releases the effective amount of the beneficial substance for

1 month - 2 yeas, 2 months - 2 years, 3 months - 2 years, or 6 months - 2 years.

The invention now being generally described, it will be more readily understood by reference
to the following examples, which are included merely for purposes of illustration of certain
aspects and embodiments of the present invention, and are not intended to limit the invention.
For example, the particular devices, beneficial substances, and experimental designs
disclosed herein represent exemplary tools and methods for validating proper function. As
such, it will be readily apparent that any of the disclosed specific devices, beneficial
substances, and experimental plans can be substituted within the scope of the present

disclosure.

EXAMPLES

Example 1: Method of making silicon particles

Mesoporous silicon flakes of approximately 5 mm” were pooled from membranes fabricated
by anodization of 5-20 mohm cm resistivity silicon wafers. The electrolyte composition was a
fixed blend (1:1 by volume) of 40% hydrofluoric acid and methanol. Flakes were extensively
washed in an ethanol-water mixture, dried, and then subjected to a sequence of rotor milling
and jet milling to produce a powder of defined size distribution, prior to thermal oxidation in
air at 800 °C for 3 hours. The final target size distribution (d10 in the range of 1-5 microns,
d50 in the range of 5-10 microns, and d90 in the range of 10-20 micron) was then achieved

by sieving at small batch size or a sedimentation technique at larger batch size.
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Example 2: Release profile with fumed silica

A preformed polyimide tube was loaded with a mixture of latanoprost and fumed silica
particles (Cab-O-Sil) in a 1:1 (w:w) ratio. The tube was then cut into the desired length and
one end of the tube was sealed with silicone, the other with polyvinyl alcohol. The tube was
immersed in PBS at 37 °C for 70 days. The PBS was replaced daily, and latanoprost release
was quantitatively measured by HPLC (Figure 6).

Example 3: Release profile with anodized silicon

A preformed polyimide tube was loaded with a mixture of latanoprost and oxidized anodized
silicon particles in a 1:1 (w:w) ratio. The tube was then cut into the desired length and one
end of the tube was sealed with silicone, the other with polyvinyl alcohol. The tube was
immersed in PBS at 37 °C for 30 days. The PBS was replaced daily, and latanoprost release
was quantitatively measured by HPLC (Figure 7).

EQUIVALENTS

Those skilled in the art will recognize, or be able to ascertain using no more than routine
experimentation, numerous equivalents to the compounds and methods of use thereof
described herein. Such equivalents are considered to be within the scope of this invention
and are covered by the following claims. Those skilled in the art will also recognize that all

combinations of embodiments described herein are within the scope of the invention.

While the above described embodiments are in some cases described in terms of preferred
characteristics (e.g., preferred ranges of the amount of effective agent, and preferred
thicknesses of the preferred layers) these preferences are by no means meant to limit the
invention. As would be readily understood by one skilled in the art, the preferred
characteristics depend on the method of administration, the beneficial substance used, the
shell and carrier materials used, the desired release rate and the like. Likewise, actual release
rates and release duration depend on a variety of factors in addition to the above, such as the
disease state being treated, the age and condition of the patient, the route of administration, as

well as other factors which would be readily apparent to those skilled in the art.
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All of the foregoing U.S. patents and other publications are expressly incorporated by

reference herein in each of their entireties.
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We claim:

1. A device comprising a shell and a plurality of particles disposed within the shell, the
particles comprising a porous carrier material and a beneficial substance disposed within
pores of the carrier, and the shell comprising at least one portion that is permeable to the

beneficial substance.

2. The device of claim 1, wherein the shell comprises a polymer.

3. The device of any of claims 1-3, wherein the shell comprises:
a tube having first and second ends;
a first member positioned at the first end; and
a second member positioned at the second end;
wherein the particles are inside the tube and the first and second members retain the

particles in the tube.

4. The device of claim 3, wherein the tube has a substantially cylindrical shape.

5. The device of claim 3, wherein the tube is impermeable to the beneficial substance.
6. The device of claim 5, wherein the tube comprises poly(lactic-co-glycolic acid)
(PLGA).

7. The device of any of claims 3-6, wherein the first member and second member are

permeable to the beneficial substance.

8. The device of claim 7, wherein the first member and second member comprise

poly(vinyl alcohol) (PVA).

9. The device of any of claims 3-6, wherein the first member is permeable to the

beneficial substance and the second member is impermeable to the beneficial substance.

10.  The device of claim 9, wherein the first member comprises poly(vinyl alcohol)

(PVA).
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11.  The device of claim 9 or 10, wherein the second member comprises silicone.

12.  The device of any of claims 3-11, wherein the tube has a length of between 1 and 4

13.  The device of any of claim 3-11, wherein the tube has a diameter of between 0.2 — 0.5

mm.
14.  The device of any of claims 1-13, wherein the carrier material is mesoporous.
15.  The device of any of claims 1-14, wherein the carrier material has a porosity in the

range of about 50% to about 80%.

16.  The device of any of claims 1-15, wherein the carrier material is silicon-based.

17.  The device of any of claims 1-16, wherein the carrier material comprises elemental

silicon.

18.  The device of any of claims 1-17, wherein the carrier material comprises silica.

19.  The device of any of claims 1-18, wherein the pores in the carrier material are

substantially parallel.

20.  The device of any of claims 1-19, wherein the carrier material comprises anodized

silicon.

21.  The device of any of claims 1-20, wherein the carrier material is resorbable or bio-

erodible.

22.  The device of any of claims 1-21, wherein the particles have a d50 in the range of 5-

10 microns.
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23.  The device of any of claims 1-22, wherein the device releases the beneficial substance
at a release rate, the release rate being determined primarily by release of the beneficial

substance from pores of the carrier material.

24.  The device of any of claims 1-23, wherein, when the device is placed in a biological
medium, the beneficial substance is released from the device according to a substantially

zero-order release profile.

25.  The device of any of claims 1-24, wherein the beneficial substance is selected from
small molecules, proteins, peptides, antibodies, carbohydrates, lipids, polymers,

oligonucleotides, and polynucleotides.

26.  The device of any of claims 1-25, wherein the beneficial substance is ranibizumab or

bevacizumab.

27. A method of making a device, comprising:
(a) providing a tube having first and second ends;
(b) inserting a plurality of particles into the tube, wherein the particles comprise
porous silicon-based carrier material;
(c) adding a first member to the first end of the tube; and
(d) adding a second member to the second end to the tube,
wherein at least one of the tube, the first member, and the second member is

permeable to the beneficial substance.

28.  The method of claim 27, wherein the particles comprise a beneficial substance

disposed within pores of the carrier material.

29.  The method of claim 27, further comprising contacting the device to a beneficial

substance and allowing the beneficial substance to enter pores of the carrier material.

30.  The method of claim 27, wherein step (b) is performed before step (c).

31.  The method of claim 27, wherein step (¢) is performed before step (b).
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32. The method of any of claims 27-31, where adding the first member comprises
contacting the first end of the tube to a polymer solution and curing the polymer at the first

end, thereby forming a first member on the first end of the tube.

33.  The method of any of claims 27-32, where adding the second member comprises
contacting the second end of the tube to a polymer solution and curing the polymer at the
second end, thereby forming a second member on the second end of the tube.

34. A device manufactured by the method of any of claims 27-33.

35. A method of delivering a beneficial substance to a patient, comprising administering
to a patient a device according to any of claims 1-25 or 34, whereby the beneficial substance

is released from the device into the patient after administration.

36. The method of claim 35, wherein the device releases the beneficial substance for

between about one month and one year when immersed in simulated body fluid.

37.  The method of claim 35 or 36, wherein administering the device comprises injecting,

implanting, or inserting the device into the patient.
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[0010]  FERELLTTI, A A THRHE— P &, HAFEI e Mk E T8N I 2 AR 7, kL1
05 2 FLEUAM BB B T BRI FL N A w51, JF B AN e 485 T s M Bl 2 & 1

4
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22—

[0011]  7E—LE5 T, AN — R 2E B 177, HAaH () IRERAE—ME
K5 s (b) B2 MRTFHENE, HobL a5 2 FLEE R EARM R 5 (o) ¥ 28 — M n
EERE K LA (d) B2 ERINEERSE K, A B — L
PR ZE D —E 5 T A RBYFEBER . 15— 7T, A A FF AR I b 5 12 i i 25
B By 2, S (b) B3R (o) ZRIHT, e — sty R D% (o) 158
B (b) ZRI#HAT .

[0012]  7EFESLT7TH, AN FFHR AL — Pl ) B8 35 0808 a3 W0 5 00 77 v, FLALHE 1) B it A
AT TR 2 , A P 2 S5 A SR S R A

[0013]  FERLSLSE 7 Rrp, A S AW . £y P, Ah e Bfs A S —M
BRI e BAEEE — R U I 2R — A 5 DL A2 B B R i AR A s PR
1R NI BLEE — AN R R AR AR R

[0014]  {E—ULsjifa /5 2Hp, & HAG KR BRI IR . 75—t 7 S, B0 T 29
AR TEER) « 28R UL, £ — L85t 7 R, WA AR - CRERILERY) (PLGA) . fE—
e St 77 2 S — R RN S RS T S R ATVBIE I o 2SR U, 7 — e S 5
WL SR S TR E R (2R ) (PVA) o 18— S8 5 =, 55— Mt T4 2
W A PI935 (1)1 5 R T s R A B IE 1 o 2851 5K UL, 75— LSty R rh, 28
—MIFEER (LHEE) (PVA) o E—S8sLiE 77 =, 28 M 3 rEfi

[0015]  7EF-SLszjifi i, WK EE 15 4om 2 [0], £S5 £, SR EAE
0. 2-0. 5mm 2 [A]

[0016]  {E—S8sjifiJy i, #ARM RLZ TR FLIG o 78 S Be St 7 R, FARM R FLIR R A
Y130 ) 90% N2 50 % F 2 80% BLZ) 0% 41 90% (TGN . 7E— szt r &,
AR BRI R . 7 —SESit T EH, A M & e R R . 7 — Bt T B, B AR
BHO S A . fE— 28Ty 8, BURM R LR VAT . 7E— st 7 2, AR
B S BRI AT . 7E— 28 ST 7 Z8 H, AR mT IR A P B8 mT A P A 1

[0017]  FEF-ELSTE T Z2 b, B B O RT3 R RS 1 ek 52 20 oKz (Al 7E—
S s 7 28, 3 B DL — 58 BRBCE R RO 25 0, BT I R O R 3 A 25 A o A
PRI FL VR IR L PR E o AE—SE St 7 &, 228 BB AR AR R I, A 2 2 AR AR
KA b Z2 R T B A I\ B R A

[0018] 7R &5 7 &, A s Wik H /a1 B U0 K BUAR BOK AL E Y BB L R
EV R UK AT IR . s P, A o2& F R # Pt (ranibizumab) 5%
AR BT (bevacizumab) »

[0019]  7E b5 J7 28, 2% B2 Al L ih B S5 0 03 AR 7w v B T B R AL
W R & o TEREEL s 77 S b, Birid 77 vkilt— D G4 58 B B A s ok B A
s )TN AR R AL, T —LE St 5 R, NN S — A PR A R AR A () 28 — R i e Al 2R
G DT HAE SR A v v ] A, AT E A 1) 8 — R I T B — A o B RSB St 77 &,
TSNS R A B0 (7 1 3 — oK iy B i 3R & Vs O LA SR B W s v 4, AT TR 1 28
TR RS R TR RSy 8 A SR — RN B A iy [ B [E 4L

[0020]  7E—2ESjE 7 R, 36 B IR W TR R M i RO s i s — M H 2 —
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o fE—LesE R, A B A E AN VEABIEN BT

[0021] A ek a5 Bk 77 [ AN / BRSE 7 SR AR — N 2 AT A A& UL R 57

S 48 2 A0 S i A3 R B I 3R 1R ST T S R AT A — AN B AN A

[0022] P EfiTIR

[0023] BN 225 (L ad st 25 45t B Pk St 07 S8 9 H.2 56 I B SE A i ik 3%,

EFI H

[0024] ] 1 @& T Isit A o 0 o (1) 50 F5 T 2 B TSR 70 Aoz L I o

[0025] ] 2 & EL A IE 77 T A 1 A o) s P FH T s 08 A 2 A o 110 366 L 1 RO 40 i G AR

K.

[0026] ] 3 & H T isidt A o 0 Joa () 154 o T 2 B ORI

[0027] ] 4 & T3k A 75 4o A 25 B (R IOR ARl i AR I, A A7 i 4 o DA 2R L 1) — oK

Ui B R

[0028]  [&] 5 /& FH T3 A a4 o 0 25 B () OR ARl T A0 I JH A A 2 40 o DA 2R L ) AR

Ui B R

[00291 K6 &5 A MEAHHEIFZR (Latanoprost) HISAREA R T (1:1w:w) HIFEAN

WYILE PBS H{E 37°C R I 70 KAy SRR SN h 4%

[0030] K] 7 @& s BT R A AL IR AR (1 Tw:w) BB AYAE PBS

1 37°C R Py 30 R BB UARSMRE S Hh 45

[0031]  VE4HEH

[0032] 1. W& Z ALK T E

[0033]  AHITEIRAL—F A T B A A s i 2R B . R E AR E 2 AN 8 1

Hhat. BRKL IR Z AL, FF H B A SR SR E TLA . A a5 o] ALk

ke, HE NS B NS, IE BARE T AR I A D — AN ANBIE RS o AN B IS SR A ) A A

X EERE E

[0034] A, ANFEHIRFAE

[0035]  AhFed AR, IRIFE IR E AL T B AR ) — A X3 . [, 258 A e )i

(EzgYy ) S AT HER AL, Rk, 4h e 20— 06 TA Y & s %

iR

[0036]  AhFeib v LA B IR LA . AhFe v 78 RS BAS e IF HAEAEERL T I I 0L T 4E

FEHOBAR . 28015k Ui, Hh 52 T G5 RIEAE A FH A PR R I e I 4R R IR A A .

] DLEEANAEAE S D 52 B 28 — AR i A1 55 — R AR IR 490 4 R AR

[0037]  fE—Uesijfi 7 R, B AR —4 5T,

[0038]  FERLLLSE T S, Sboe H—ANE I B, BT IR BT 3 B 25 R o (R A 44, (045 44 A4

FRLFIRFFE N RAIEEE 100 Do ul T 1 . & 102 B % — R

102a FIZE KUt 102b, Z5—H4F 104 £k % 102 55— K 102a. Eﬁ:wﬁ# 106 4z fih &

102 E’J%*ﬂiiﬁ”ﬁ 102b. B 102,58 — 4 104 BLACEE — Rt 106 3 Fl 24~ 2 fLki 1 108, L
ﬁﬁ?%%ﬂ%f%%ﬁﬁ—ﬁ’]ﬁ S5

[0039] BEARER 1, 55— 4F 104 FIEE —K0F 106 Bom B REUH F A B R, (B2 EAT

WA LA T AR R E . IeAh, R Rt EIfE A, 58— 104 A28 —#yfF 106 A5 5% 102 K
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FHEI ELAS . SR, A4 AT B A SO B A /N B LA, R B AT TR 415 K/ LK
W AERFEE R EIAT . W34y 2 WOl B VRGN, 55— F1 S8 MR n il 7R A R i R R
B JZ W AZ IR AR PR A S JER 57 T ko

[o040]  EAAKE 1 M3 E R A BRI, (B, & BAHWEREAmNE ), HEHEL
TR T RE R & 0] BA RS MRE TS IE 5T G /S B0OE A T 78 NS A gk
FHEA I E IR . B 2 WA EE E?iﬁ/ééﬁz?ﬁiﬁﬁ’“é 202 ill BRI %E B 200 1953 AR
K. 202 HA K 202a FI4E — K 202b. 45— 204 $Efil 55 — K i 202a, 11 4
_Wtr 206 A5 — R 202b. B 202 2F WﬁF 204 AR5 —KIPF 206 B EIZ A2 FLKE
¥ 108,

[0041] & 3 PP EAT 5 el i) 5 — AN 28 KPR 3E B 300, i, & 302 G 55
P 304 Hfil 26— Ky 302a. & 302 HA 55 —#I4F 306 Hefih i 58 — Ky 302b.

[0042]  7F— LS 7 R, 3 EE’JJ&E (BRI, B —M 5% M2 RREE) 24
1-2mm- 2—4mm. 4—6mm. 6—8mm. 8—10mm- 1-2cm+ 2—4cm B¢ 4—10cm. 7F 5L STy 22, 25 B 1 5
B (flan, & B AR, BE — M MM EAR ) 229 0. 1-0. 2mm. 0. 2-0. 4mm. 0. 4-0. 6mm.
0. 6-0. 8mm. 0. 8—1. Omm. 1-2mm. 2—4mm-+ 4—6mm- 6—8mm, 8—10mm. 1-2cm.2—-4cm B¢ 4-10cm, Z&H
AV RN v (B, /N F 25 4mm K3 H B2 /NTF250. 5mm, 5140, H & &
L DA KN 30 5 22 15 51 ECR/INAZ) 30 5 24 15 SRS, LikiE S
I NT 22 SEE ) o 4t B A T BRI (3 AR Y B, 7E— ST
B B AATA 7 17 B EIE L) Tom, fF152E E vl @S /N T Tom VI A . Rtk 75— 2851
W, B RS AT Tom B B AR AEIE 3mm.

[0043] & EE [ JEEARIE 2 UL R VFE FEAAAAE R BB B 00 T 4E R FORIR. £ —
Yo Sty SR, BRI JEEAEZ) 0. 0lmm 525 1. Omm Z [8] (G I N . 75— 285t 77 &,
& OBE 2 7 0.01-0. 02mm. 0. 02-0. 04mm. 0. 04—0. 06mm. 0. 06—0. 08mm. 0. 08—1. Omm. 1-2mm-
2-4mm B 4-10mm. Z&E B 1 W R B EARERFEHNRE RN 0.011 “+/-0.001” 3 HA4ME A
0.0145 “+/-0.001”, %% & & R FIEEAEERENEAN 0. 0061 “+/-0.001” F HAME
4 0.0145 “+/-0. 0017, FEEMERRFIMEERLLCEIENSEN0.016 “+/-0. 001 7H HAiME
4 0.018 “+/-0.001",

[0044]  ARFEMIZ/AD—F 3N T H S iBER . “TBE TR R T A UENA
MR EEE . AP IR T S BOR A R AR . WAL, RIE “A
B BRE R 36 B 1) B8 1Bk A A = A 28 0 5 ) A TE], B i 2 AN S VA s )i
CAZRAT T 75 Jr 30 5 4 B P A P Bl 24 B 007 Pt 7 B (R e k. AR — s 7 B, ARE
ZE R XA Y B E RN T IBE X IR RBIE R 10%.5%2%1%.0. 5%.0. 2%
0.1%.0.05%.0.02%5( 0. 01% .

[0045]  FE—ULsijii )7 R, BT A Y B nBE R o £ — S 7 R, 5 — M
THBYRAZBIER . £—LS) Zd, 538 N TA RS niBiER . f£—L%
ST S, R AN BIZE R B — AN B AR INBE ) o £ — LS 7 R, AR
A A 5 B KRR BERE TG B AT B I MR . 281 SR, 457 28 — M4 DL A — R £
A AR B o

[0046]  ARFEH—HB o VB IR 2] 52 H L REFEMA o ANT] {503 R A1 N A2 0% JEE T ARG T2 B 1)

7
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A[BIE X IBARTIOREA st . AFIE G0 JE A L2512 0. 01 545 2mm 2 [8],
RIEL) 0. 01 525 0. 5mm 2 8], HAIEL) 0. 01 529 0. 2mm Z [8]. FIIBIEAI (B AL 05 5 DU ZR
IVE I BARRL T B XATIB 4 )R LA LA 2 A s Y s ORI P& M1 )R
AL FIInZ) 0. 01 549 2mm 22 8], 3£ 0. 01 529 0. 5mm 22 8], HALEZ 0. 01 525 0. 2mm
Z 8],

[0047]  FEFELESCE J7 S b, BAAM 5 — 73 2 2 AL I HoA 22 4 ot ATl L & T 4b
Foo FLILEBE /N, fE1FEARKL T A LR 2 K E I AL

[0048]  fILidedtls, FhFe AR EANUE T Frid Rk R FE A iR A W o

[0049]  FE—Lbsjifi )y S, Ao e KAk AT AR o A2 —LesSi )7 &, ERIE
19096 .95 % B 99 % WA i ¥t Z AT AP Se AL AE A B rh RAR AN AR o A2 — 2L )
L ERI D 902695 % B 99 % I m M 2 5 A e AE AE A B T K AR AR
[0050]  7E—Lsij /7 Rrh, Ah e B R AW . FERlH, BB CL R / B R A
ALLR AN — UK, @& H TAKNRENEVMHEREMETFEAR TR (L8
LIRTg ) (PVAC) VBB (AR ) (PCL) \ & LR IR ZR &) (EVA) VBB (2 B¢ ) (PEG) L 5K
( &Hlg ) (PVA) VB (FLER ) (PLA) R ( SBFEER ) (PGA) \FLIR — SFFIRILIRY) (PLGA) L 5
SRR e AL R R AR e 8 (nylon) BRHILERY). EAFEARPAKERESY T, FLEL AT
DA D- Fefig e, L- gtk (i, 28 L- 3L (PLLA)) B D— i A L- b R U AE A VR
HEWe AE—BES T S, AR MWk . FE— et b, A2 PLGA, H P2
95% L M15% G KRB E AR (L) MR (6) Hik. L F1H 2 EAT{E 80-97% Z IRl
JEEIN . G H 2 EEATAE 3-20 % Z (A YE I N o 7E—L2espti )7 22, S22 nl A 4k
FIEE SN A RO (CRIFR SR AN ER ) Ak AT 28 % [ Ak BT i AL A Y o AR L S T 5
o, AR , 5 AR B ARG L O T S e B R - BRER TR L R

[0051]  RLEIREW) (R PVA) FIIEE SO R S WA R AR B2 B/ b Al giE . — 5%
GV G A 25 O P B 25 ) B AR AR T 78 S AT 2 S BN AR Y . 25K
258 RAE WA TN T ALEE N TP kil & AT ZE .

[0052]  i&& HH T RI&EAh 52 ) T BIE B O B B VE SR S 1064 PVA A1 PEG.

[0053]  I& & H T HiE b 5 AN WIIE % R 73 s B 1 SR A W) Je e IR AR . EVAL R
BRI e RElE R (VUS4 ) (PTFE) VR aIRER (PC) VBE ( FHIEPIIAIR 1 lE ) (PMMA) 1y
R LI LR TR (EVA) (B, 9% LHfte & &) VIR - CEERILEY) (PLGA) PLR S L0
B (PVA) , JEHSEAZER Y PVA.

[0054]  FERLLUSCI T SR, Ahe B S e, Wi R (TR ) AEMI. 2841k, &
A EH < e il il o 72— 285 T S8R, b SE it E A 0 T A B AN FBE R . SRk
S EPIHHAS I o FEFLLE ST T S, &)@ R T VIR o AEVIFHAS TN / BAT A=) i ) <6
JE &S AT —MEZ M Fe (85 ) Mg (8£) Mn (£ ) Pd(F8) .Co (4 ) JAL (47 )
WCES ) BCWI )~ CCBR ) SSCRR ) ~Si(fE)LiCH ) Zr(E5 ) Ca( 85 ) Y(H ) Zn(5E ) o
A T AW 4 JE A T H. Hermawan “Biodegradable Metals” SpringerBriefs in
Materials 2012 %8 13-22 7 DL Sz Moravej il Martovani, “Biodegradable Metals for
Cardiovascular Stent Application:Interests and New Opportunities” Int J Mol
Sci. 2011 ;12(7) :4250-4270 1,
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[0055]  FEREMLsy R, Ahe L E e (Flhn, JuEhE ) B, iEEUE A AT BUE T
AR AR .

[0056]  WEHEE B — R LA S EE AR A RE DL S I 25 ) o1 1 B 7 R TR 2 . 2847
v, B 4 Hr DA U 7R E R SEE T . 36 E 400 AFE A RBE M R
BRI 402 AN ATBE MR O 55— 1F 404, 28 R 406 HHAIBIEM R . i
T 408 YN T2 E 400 M. R 408 EAYIR A s 410 ZEEBNHF . A5, F
VI 410 83 n[BIE S A 406 BB TR E . WA KEA s 402 8 — ﬁ
fF 404 BSIFEEE . MEN—NSLW), FEARIE S 7 R, EASABIER dl- NACHSE -
PSR PLGA, 25 —Ha) 4 HH i Ak B S5 AN nTy2 i W s ) i, 9 HL 28 — iR vlisig El’]
( &Iz ) (PVA) .

(00571  AHELZ N, B 5 DA Ui Bl 12 B “ s ” Sty 58 358 500 f4E AT
BIEM BN 502, 25— 504 558 K1 506 3 ATBEM RN . KT 508 2
PIT A2 E 500 N KT 508 EHIRHCA s 510 BB N A . K5, Ak 510
I ABIE RS — R 504 N5 HHE 506 FEUE A E . IE KRR Y il & 502
B E . AE NS, RIS T B, H A ATBIER dl- WK - LA MRILER
W) PLGA, FF H A —FN5E “ A& BE MR ( MR ) (PVA) .

[0058] A &i))sy SEARAL ZE AT ) ( RIEA M2 B AR ) §H. A 25400t A2 B R
T TR R . B2 B 28 0 RV AR 28 - AR B LR TR I 2 DL J ok 76 2
PR PR B AR K/ DL AR CLSSI AT 23 90 5 I B 75 BRSO 2 o (Rl , 7 — 24
S 7 S R IOH 2 AT a0 IS RS LR E o AR B St T R, BRSO A
AT 55 40 5 A AR AR LIRS Bt o B L S 7 Z8 R, BRSO 2 R B AhSE i
BIBERPE . (£S5 R, BRBGHE R B3 52 X S B AR AR AN ST = AP B
E;nr]

[0059] 4 aa 4ol ik 3 B Ah e Hi ) s e m] 49 Gl o AR IR A AR 4 T AT B Bl et A
KW E o FEIRAE AT N BEAT B4 BOh s 7e b, 245 A RE = A ) s A FE AR LU IR 32 4 b 2
MZPIIRERA FRF

[0060] N T fiff, AR} AT F 25408 AT B 1) 9 BRI KA b4 i 4 25 P sk DL B
G RHER . R, S8 FE RT3 IE 5 2 i v] DL R S 2R 52 R i) BlRE s 6 52 12 4
1) LSS B ()95 028 26 0T DL P28 i 35 B R IBOE R i B R R 2 —

[0061]  FE—Uusijii )7 2, 36 B DARHIS A1 HER L A FiE e i e (HY, B3 1%) Bl
BT . 4 H bR & TE R () Y 4R R BB B A s 208 B, SRR
Fr @5 1 o

[0062]  B. #ARMEHHIRHIE

[0063]  #ARMRI A AN FE HB BB IBCA 2 001, W AN 2540 . A s VDS AEAE T 8 p R i
INFLFR . BRAARR R 23S B AR B 2 AR T o BUARKL T R — 38 B SR 2
BWEH, I HAREA s S B NS T ARt

[0064]  7F LA 5 S 77 5, 2% B RORL AR i K ELAR AL DI & d10 78 1-5 eKSu Rl A
(REWREIEE PR T 10% M ERIRT 1-5 RCKTEE N MEUE ), d50 78 5-10 fickiE
W (RS E PR 50% BRI T 5-10 ReKIE B W K %UE ) , 3+ H d90 7E 10-20

9
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WORTERI N (ERE B PR T 90 % I BT 10-20 RCKYE R N FIEUE ) » 78— 4
SEiE T ZE T, d10 A 1-5 ek 1-3 fiekER 3-5 ek, 7 —SeszjitiJy Eh, d50 A& 5-7 ek
6-8 K 7-9 Bk ER 8-10 k. 7E—L8sjiiy 2, d90 /& 10-15 fKEk 15-20 fek. 1
LS T R, 2 B R TR i K BRI &I R ST N2 1 24 500 K, g 5 &
500 K 2] 5 4 100 OKERZ) 5 24 20 oK. fE— L850t 77 S, w1 H KT 60% K
T 70% KT 80 % BRI 90 %6 HIRL A E fie KRS AR I & 2 1-20 oK ik 5-15 feks
KPR RARTTAE 1 5 20 ek 2 18], 3840 5-15 Sk 2 18], B F2 2 15 ek 4 16 Bk
29 17 WeKR 29 18 Bk 2 19 ek
[0065]  {E—ULsijii )7 S, B 2 SARMRL, W a0 AR . v AR 2 LB R
HEM B SRS M 2R S TR B S B L (B, B cA ) e
TENUBEER 25 B B OB IR £h AR IER £ AR IR Eh VIR £ L AR RE IR £ L AL B B ES  BRE AL
&AM RSB L R I E AU KL
[0066]  HEE A] G S RERBAAMEL, W REE S E A (BA ) AR (&
AR E T (Bl4n SiF.Si,0,° 80S10,") MIL&Y) Bt BRI AR & . ik
PRI DU B SR u R i 2 MO e U RE. AT DUR RB AR, BT LU B 4%
() (BB 20 ) o« BRI AT LR BRI EE B R AR o 7E R SUAR 1R S 5 58, B At k)
TR MEER TR AR, HFHTR B R FEE e AR EE . 1
eIk I 7 R, AR R g B E b 5e AR AT . 7E RSl R, LR AR
BRI T B A« TR LSt 7 R, BRI L& S AR
[0067]  7F HE L s 5 &8 A, SR R B i A, WK T4 50 % kA K T2 60wt %
A KT 20 T0wt %A KT 20 80wt Yo i A K129 90wt % it A K T2 95wt %6 ik A
KT 99wt % ik AT B A KT 99. 9wt kA7 . 2 ALEEAT AT I E i PA R A N R (Grace
Davison ( 3+ H LA AR Davisil Hi# ) . Silicycle L Macherey—Nagel.
[0068] 7 HE e St 77 Ze o, HAR M B & Jn R A KT 60wt %6 Ak KT 70wt %6 fik . KT
80wt % i KT 90wt X iEEH 2 KT 95wt %Ak, AER] W EHE U Vesta Ceramics ZE LR .
[0069]  FeE Ak AR 400 B2 RIS FH 38 40 DA B HOR SR VAl - BB 708 X S 270 B (X B e
s FEL B B R B U BN G TR S
[0070]  JET- A B AT DUAE 2 FLJC e TR T R Bl 22 FL 25 AR Il A . 28451 >R i, Ak L4 A 4
BT 8 20w I AR e /s HAL &9, Bl a0 — AR B 28 o 7 R LL s 77 R,
TCR B GV UG L APAE . (R e STty B, SAM B & o e e A A/ B
TCAETEHE o FERELE S 77 58, i B AR K T2 60wt %6 Jo e T K T4 T0wt % JEE JE K
T2 80wt % o KT2 90wt % LB KT 92wt % L2 K T2 95wt %6 L e K
T4 99wt % JoE L EREE 2 KT 99. Iwt % I I o FEFELE ST T S8, T € A A A UM Tk
Fio FEFEELSTE T S, ToE U & A U JC E e
[0071] W FH X S £R AT 5 2 b R I RE JE AR 45 A . RT 5 dnAE 1 an 25 A A Cu
K— o G5B A 2045 [ 25K 28 1) Scintag PAD-X ATSHX AT R AT 5.
[0072]  #AKAL RO FLBE R T DL Z) 30 % £ 95% .30 % £ 90 % 514 60 % £ 4 80% .
WAL ET L, FLBR 262 AR B L A5 18] 1) FE 5, 3 ELR ARG TR SRR LA AR 1 2 2
TE HE L STl 7 SR, AR B AL R 2 2024 10% . 202 20% . B/ 29 30% . &2 /b %)

10
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40%  F /021 50% B2 60% BB L) T0%  E /DX 80 % B LA F /DX 90% . LEFE E ST
TR, LR KR TZ 40%, WK T2 50% K T2) 60% 572 K T4 70% .
[0073] % B AR AR R T AR S R EL AT IR E 2 20m”/g £ £ 2000m”/g, i 0 M4
20m*/g B9 1000m’°/g B HE EZ) 100m°/g ) 300m”/g. 7EF LS5 R, REA KT L
200m°/ g KT-2) 250m°/ g BLK T4 300m”/g. {FFLEL st /7 & rp, RIALE L) 200m”/g.
[0074]  FERLLLSi R, 5 2R WA o0 Tic 28 R B A RE SR TH 2 /0 240 10 ik L 202 20 1
K FE DY) 30 ek B2 40 ek B D) 50 ek BB 60 Tk BADY) 70 ik B
21 80 ek 2/0 2 90 ek 2 /0 25 100 ok 2025 110 ok 2025 120 flok . 222047 130
TR 220 2 140 oK B AR /D2 150 TICK I FLIEREE » 7EHELE STt 77 2, A3 25 W) KA 131
S A3 BT AR R AL
[0075] A5 2 45 P 4 S AR B AR L Rk B — B TR B, IR VR B A2 DA 2 P % 3 Ak
MR IIR P S5 8RR S 58 BRI E R e N . 7RSSt 7 b, A s i o il 2
BEN RIS RE 2D Z) 10 % Bk NFARM R Z) 20% , 3ENBRAEARL 202 30% , 3E N3
PRI/ 2 40% , 3N ER AR BB /0 29 50 % B N R A R B 2D 249 60 % HIVREE
[0076] e AR ) R A A R VR 2 B T SR S, 48 T 24 W A W 1) R
. EDX (i@ i x ST 3t 1T 88 = 70 B M ) A8 B i AR 21 4 3% (Fourier transform
infra—red spectroscopy) (FTIR) B¢$7 S itk (Raman spectroscopy) Bl X & 1 # ¥k
6 VA TT 7R FRTER A 20 5 0 FEE 20 A TR 5 29 M W HPLC B 3% 20 A1 o S 4R A 2 S Mk ) o B o A vl i
TR AT 2 0] 0 HE I A A HOR, W A EDXBRZASNIR 04T (Auger depth profiling) .
fhr 2 DL A Asl FTIR SRSEIA
[0077] AR RME IR G T EICE SRS, FELEUE (FLRSHANT 2nm)  FRFLEk A
(FLR~F 2-50nm) LARE KFLEAME (FLR~F >50nm) 4802 1E & sk A bkl . 78 3t s g 8
W BRI FLR ST IE H 2-50nm, W2 5 222 40nm. 2 15 227 40nm, #E W14 20 2
2 30nm. {EHRELS T R, PR STIEEH 20 2 229 15nm, i W20 5 227 10nm, 1E KL
S g G SR FLR ST SR 2 30nm.  ERELE S T S, EARM R AL R T 50 % BIFLR
~F & 2-50nm, BAM RN FLH KT 60 % HIFLR S A2 2-50nm, FARMEH LA KT 70 % 1L
JUSE A2 2-50nm, ZAAM EHFL A KT 80 % LR /& 2-50nm, BLE: 2 s m Rl FLH K+
90 % P FL R~} A& 2-50nm.
[0078]  7E &L STl 75 2, EARM RS 2 fL A AEE, v a0 FL A AR B B TR A
A WA AR
[0079]  7F &L STt 75 &, ERARM R FLAE A LA B A e I FLRST, RIS R A R 5L
JSF AR TERT L2 G N o 783 Re STt 77 28 v, B A e AR 19 2 50 % 2224 99 % 11
FURSFEE R BEAR I FLR ~F 2 Inm & 15nm P, 6 78 T BEA 1935 7L R~ 10nm,
Z) 5nm P, B ELZAE 3nm B8 2nm PN . 7E R0 SRS 7 R BARPERNFL A R T2 50%
KTZ160%RKT2) 70% . KT2) 80% K T2 90 % 8L EL 22 K T2 95% HIFLR ST E Tl &
FIVE R Y o ek, BA IR S (LR ST I FLAE AR T DL o KT 29 50 % K T4 60% -
KFZ170% KT 2180% KT %190 % a7 22 K T2 95% M FLAIFLR ST TE iR B 1 ~F- 1)
FLRST I 20% LAY A% 15% 10 % B EE 28 5% DAY e
[oo80] L (5l twn, L) 4% 43 A w4 C 8 57 1 o0 A O 32k E B 1 I AR B
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0 HE R R R OR A  3E PR A U AL BR 2 € V5 (nuclear magnetic resonance
cryoporosimetry) VAR ZE/RHAMEINE.

[0081]  FE—4L5ijia 7 S rh, BAT BIH S e I FLRST I FL A RE AR T DU FLR ST B bR s 22
NT R IR AR T2 LRSI 20%6 ARG /N T 15% /T 10 % B 22 /T 59 HIHEAA
[0082]  WIHRHEA & 5T 1) RO ARRAIE 99 2 e B AL R I DASS | AR ) 5 G2 R A 2 0 o (1) R T
e, MR, /N B FLRST BEAS A 25 2051 B 5 38 T K LA 58 2540 51 2 % i 2 i A
A IO RE 05 it I 7 42 1 28R UL, AR RS FLE A Tk B X T a1
=70 (40 200, 000-500, 000amu) K155 K AL, 140 15nm %8 40nm ; PLA T FEAK S+
=7 (#1410, 000-50, 0000amu) 15 5 /NFL, B0 2nm 22 10nme 251 5K i, HAT NZ)
6nm ) F3FL RSP RE S T4 14, 000 & 15, 000amu (% 112 14, 700amu) 731 & K141
BEAANZ) 10nm [ FLR S Al 3k 56 F T2 45, 000 2 50, 000amu ( #4147 48, 000amu) 43
TERS . BHAENL 25-30nm [PFIFLR ST T35 E S T2 150, 000amu 731 & 1) 7+
[0083]1  FL/RFRIHE PG IE B s & T8 W) i oy 742, Wi HAEY KA H w4
JR B ROE R . 250k, AR NZ) 25nm £4) 40nm [P FLRSFAIE & B T ok 12k
BNY) 6nm 22 8nm 115> T o F AR AT IE I ATATE & 0 5 VR U5, 1w i i A R T
X— SRR 25 it U 1 - B A RST B AR SR 29 7 B BOIR S KN AR 3)) 71 2142
Kt . RO BCIRAS VH RO T 34T U1 S5 P VR PR 5, (EXS T — eyl &k 1 vT e ft ik
[P 2L T X S 4 22 3R M o+ IAME RS o WA SO, e Ko 1B R RGBT
I R RS — .

[0084]  7ERLLLsii 7 R rh, R FIFLE A URS /7 (BlnE A5 ) LN RE. B
B4 CEE AR ) 225 E T R A RN, BUONIX TR A NS 51 (A1 A4
RGP IR B, VAT AL RST 5 AW 0 1 1 RS Z 8] 5% & e Vi ) —
ANEW I FAEAT— I 2 NFLIFUBAR T U 2 AN EM o 7 — 3 NFLHF HEFL N R4
L. FESELESit Ty i, i 2 AN E 5+ (Bl E ) fEELH, (HEETFLRR
&, FEFLIEEAN X — IR BE 7 B B B B PO AE RO NRE RE B IRAR o 284511 R 30, FLIY AR AT AH Al
KTINEHIEARMER. EIIEN T, FLI % BLAR AT 201 8 A i 1940 B, i
£

[0085]  FERELLSE T S, B R A B AR (LRSS R4S BUER TR AE )
R TP b B8 B 22 PAS R A ), & B PO I B OE & T A R s 0 - 2561k Ul , nlVE-A
FRAS A B AR AL B, — R B LR IE S T8 — A s Wi 8 — LA, 55— M EA LR
SEA T A mYRIIE U R 75— s Rrh, B A A RN T R, B

HALRSE & T2 A V26— SUREA ; DR 8RR iR, HEAALRTHE
E T AR AU ARSI STy R s AR HRE A

B 2 A BB S RO SLBRE A 49 40 a8 PR d R 8 i 73 AR AR EBR ) 4, e rp SLRORF AR
AT PR B 2 Al s s (A B AN F 7 2R PR 2 ) IS %
Wb, SARAPRL AT AAS SCRfr it a8 2 7 25324 R BICE 22 FeiAT s M0 5T - AE SRS H T
A7 3t 51 97 28 DA 42 50 3 DA 5 KR 28 e /N7 5 A7 o R e 3 1 B B 2 e R AL
CBI, EAEGREABUNL) » B AL N

[0086]  FEARARFRLEAT A B 2 AN AN R 1 Wt 7 I SLARAR (B, AN R FLRE AR
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R EARES ) BRIy 2, AN R FLAEAAR R 1 5 2 1] 114 22 S P00 3 s 32 3¢ s PR i 45 A [
A 05 B 2R —FLAEE AR . TR R Sty R, AN B 2 A [R] B R O LB AR
(1) ~F- 350 FLR ST T 9 328 6 B ) 25 KA 2 0 I W B 22 /N FL AR o PR LR ST 22 30T 5 SO 3R
AR A R FLEEAR ) 3 FLR ST Z A 22 57 o 2890S 1, 2870 10nm B~F 38 4L R SF 22000 T
Fe R BARAT R AT S B DAL, FPIFLRST M ZE (“CFISFLR ST ZH17) 2270 10nm,
Wl ZH &4 nT A& FLR SN 10nm A1 20nm 1PN FLEEAR, 35 FL R ~F 8 10nm. 20nm LA
Je 30nm B =ASFLERA, 8P FL R ~F 2~ 10nm. 20nm. 30nm LA &2 40nm B VYN FLEEAR . 783
esti 7 2, P LR ST Z AL E 2 20 Z) 5nm. /0 %) 10nm. £/> 15nm. £/0%) 20nm 5,
£/02) 30nm. {EHRLES T S, AN ECE 2 AN B S LR BEAR B AN R 1P 3 AL
JUST ABASAT AT P AN B AR 1P 35 FL RS A 2 BN B A LR S I 2 b 20 % ik 27> 30%
40% BLE 2 50% .

[0087]  7EHELLSL 7 5, 43 B FL I SRR R EE 11 35 55 B /N T+ Snm, 1 WIHE 29 4. 8nm,
2] 4. 6nmZ] 4. 4nm. %] 4. 2nm. 2] 4. Onm. %] 3. 8nm. £ 3. 6nm. %] 3. 4nm. %] 3. 2nm. %] 3. Onm. %]
2. 8nm BUHEL 2 2. 6nm. 7EHRELE ST T, 53 B FL A B A L EE 135 B8 B /N T4 3nm,
U ZZ) 2. 8nm. Z) 2. 6nm. £ 2. 4nm. £ 2. 2nms 2] 2. Onm. 2] 1. 8nm. 2] 1. 6nm. ZJ 1. 4nm. %]
1. 2nm. %) 1. Onm B{FEE 22 0. 8nm.,

[0088] 2 B %) 4 S AN A5 mT 451 G i ik 3 5 F 1~ R AOR (TEM) {5 Wznf 200keV T #efE
17 2000JEOL i~ S AR K I 52 o TEM (A i T I8 K K i 2 FL R AR A bl ik A R S 20 i
24 B LRI R 2%

[0089] 7L ST 75 5 b, EARA R FL A 2 BARM R R ARF N Z) 0. 1nl/g 224 5mL/g
[R5 (a] o 7EFERL St 7 R, FLAARURZ) 0. 2mL/g B4 3mL/g, W) 0. 4mL/g 4 2. 5mL/
g, W) 1. 0mL/g £ 2. 5mL/g.

[0090] 7 JE &b st 77 28, AR R 571 K P DA RN 25 4 5 (1) e Tk 2
70 EE %, 15 WA R 40 HE % . KIS F R Uk B w45 0 E R DL 73R
(IR T AT AAR AL R e B B HL3R L 100 SRt 5. FE LSS 7 & rh, # AR R f 2k
KR T 10%, @WK T 15% KT 20% KT 25% KT 30% KT 35% KT 40% . K
T 45%BRT 50% . FEFELESTHE T R, HBARM B A EK /N T 5% . K FAIEL)
5% 541 10% 2 [8) . 7EHELESTif 77 4, B AR BN 8K FAEL) 10 HiE % 52 20 HE %
2220 EE% 5230 HEE % 2. Z) 30 HE% 5% 40 HE % 202440 HEE % 5%
50 & % 2 (A5 50 i % 547 60 HE % (A,

(00911 ZRSCAT IR 1) 36 B 1 A AR T FH 2 LA RE R B A 2540 8 o5 i 10 FL IR AR AR SR O
filio EARPPRL A A Y0 SR RO AR E b (R, 2 L8R R A 235
TG L AR AR I 40 ) AT LA ) 30% B4 100%, % 402 50% 4 90% . A TAF
A2 5 BARIPRL, X AN AT 38 57 28 18] BT IR S A 2 40 I () A AR ik DA A7 38 2 T A4 A R
1925 BRAR AR 5 HL3fe DL — B SR ff i

[0092]  7ERELLs 7 SR, BRAARRL 18 S R BLAR AL & 1)~ 3 RS2 29 1 22 500 K,
W) 5 247 100 foKk . fERELLSTE T, Fe B F 2/ 80%6.90% .99 %6 B 2 100 % 1
B FAE i R BRI E 220 1 227 500 K, i a2 5 24 500 fRUKEkZ) 2 225 100 K.
[0093] A3 NG 25 W05 Im) ok - A A R 2, 1T RE A A A A8 FH AR N INRL . PR
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IR FLAEAT 53 4 00 558 VR FE /N, B LA AR BORE - Pt 75 5 [R] R 22 o IR AEFLRST I
FF R T4 F BAR BRI FR ST I AT B A R o 8N 1 B R RS Akl & v DL
1-20 ek, a2y 10-20 fek, #lan ) 15-20 ek
[0094]  FE—Y&J5 T, KL FH KT 60% . KT 70% KT 80% 5 kT 90 % HIRLE NTEH K
JST AP 1-20 oK ALk 5-15 oK o RLF- [ FIRAR AT LR 1 5 20 fICK 2 (8], i 40 5-15
WK Z [8], B 240 15 oK 2 16 ek 20 17 oK 2 18 TeK 4 19 leK
[0095] ki FF r A (¥ Pk 42 ) B 1) nfd A >k § Malvern Instruments, UK. FJ
Malvern ¥i A Hri (245 Mastersizer) K& . S SARBOE R T & 3 28 1 & 2kt
I B VE IR B S . 8 T B AR ) e 2 I 5 R s S LU T A BT o SR DN A R R
DB A5 25 T V0 AR B G RR A, 9F HAR 5 il T TH EAL R St 0 A o 2 AR A K
G355 2R TN () e S A A 3L 5 il 1Y) ' 3 (R E L B AR
[0096] il & 3& & B AR M BB 75 CEHE B SO IR 19 773 ) 0l WL T 1 Br #1385 WO
2012/061377 1, 3 H. 1 SCHR B A 3t DA 4 S0 51 5 IR AA ST
[0097]  FERLLLSE T b, B B OFE—MELZ M2 E a2 IR A 75— Se sl
J7 Z 0, TR 52 SERE R G 751 BRORE TR S G2 1) S 9 711) B FE 3910 A ) TR R SR kel | g
TR A A R B TG 1 R o AE — LB St T S, G R Tl g AR 2% B e AR A 5 pH
B R € I 23R JBUH 26 . pH B AT R2 AT 23 1) 08 IR A 2R BR AR 0 A s M) VB I 2, I
SN AR THOE 22 o SRR 1 770 mT P 8 70 B4 1 AL AT 5% T 1 B 7K A, AT 3 5 T
W AR BB KA nhEIR M . AT 78 2 24 5 B AT 52 B R 7R R A R A — S s
BFE - (1) B, W anFLpE, 8 40 DUSRERE 5 (2) ek, W 0 BoRTEM M B B ieky 5 (3) 414k
RMEATED, BRI A4 RN LF A G R UK LR YR () MR EER 5 (5) %
%5 (6) IR 5 (7) WA 5 (8) Bi/KYEMEL, v anml n] Jlg ARG S5 5 (9) 1, W& Q0 fEA il K FF
TR AR I 2 BRI AORE I KT DL A O 23 5 (10) 1, W il I 5 (11) 2 7ol v
HH S L AAPERE  H R LR R O R 5 (12) B, W WiiR B A0 H HERR 1 5 (13) 3515
(14) &b, WA S B EALER 5 (15) MR ;LA (16) AT Zwdlsh et
BEAHAEWI . ORI TR B T AR R AL o 7R e St 7 2, % e R+ 1 7150
FEE B AN AT . 28R UL, R TR TR A AT/ BRI, F ELROE 7 v 7R 1
W,
[0098]  C. i & nl ik A )i
[0099] 2% AT fig A7 FILIRIGIT A MENA PR TEIESLiE T B9, B mY e iR)T
o WIASCHTH, ARAE U097 77 W0 55 35 P 7+ DGR 7 . ¥R 97 7] DU A5 W 2454
[0100]  FERLLLSE Ty S, A s Wik &G FH TR T7 R 7 i AT T 25 7)o 75 2
ST S A s L E N FIR YT, BRI 2 /N T 1000amu AL E . TR SEE
RV E TR T EUR T 1000amu K4 7. fEF-Lesei 7 2, AR A
R EY o WA, Y+ 18 G G UE = L RE T o+, AR KRR A
a3, W ANER T 208 L RAZIR , UL /Ngy 1 v A0 AR =0 IR AR 7= DA e R AR
PG AR e BRI, AT B DL R B S B ] AR AR ST R IR S B
HHA YR . ER ST R, T2 E AN 5+ o+ E7EZ) 10, 000amu 247
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500, 000amu 35 & P4

[0101]  FE—85ja 5 P, A sf Wi B 0L, W sk . 7 — s 7 b, Pk
SEREPUAR . U T LU B W A K BRI BT R 45 658 5, a0 Fab fr BB — 85 v 48 7 B, 1]
T ek 2 B 346 30K )R 8 VR IT R B L FE TR ER R PUR DAL

[0102] WIS A A SC 1) 26 B it FH (1) 22 4% 7 IR B9 4% DNALRNA DL K& DNA F11 RNA FRZRA . 25451
K, 2R T4 27 0-Me L H BN EMZ TR . ZAZ R ] Jnhd FH TRV 7 1 &
152, BYCAT A 150 T B e S AR el b R R [ R IA

[0103]  FERELUSTtE 7 b, B Y B ) 73+ EAE 10, 000 5 50, 000amu 2 [A].50, 000 5
100, 000amu Z [H] &%, 100, 000 5 150, 000amu 2 [A] . 7EH:LLSLT T Z 9, A 2P AL 7> F = AE
5, 000amu 5 200, 000amu 2 [&] (& 41Z) 10, 000 22 150, 000amu) )& 5 .

[0104] BN, A 25 008 B9 RS vl 7 122 SR RAE, Frid 70 1A vl @ i X 5 28
gh i o i B I AR B ) AR R . A w5 AT DA B 1 B an R Ay AR ik
H 0. 5nm £ 20nm, 12 0. 5nm & 10nm, EE %) 1 & 8nm,

[0105]  #ARAF R FLR ST rf 2/ 30 2 T s R R R iE#: . i n1 &
2. 5nm FIH 205 7] G R 5 i NFLEAR N 4.5 & 5. 8nm AR R — &M H . 2 T2k
N Tnm (I 2505 AT A R 5N FLREAR N 11 2 130m (040 12nm) () EARR Rl — L fd
FH o IR FRZE A i V058 B9 FL I IE 24 R e R vl W91 40 [ B B WO 2012/061377
Hh B [ s H 0 B b DA 4 S5 I 7 SOR AR S

[0106]  7E— 4L STja 77 S8 7, #ARKL+ G AR 2. G R Hh, 51800 WA 2590 1 3%
KL F AT EERAR 25 A B 25 Sy AR HE . TR, A SO 2 T fof T 9 o R S 3% VR AR 2
VIR 2 BRIHIE T2W 5. £ —Lsiiy £, AR WA & R 5. £ — LSy
Z, R E AR 2 5 HT S IR R BCET SR R 2R . 20 R, VAR 25 P T DL 2
BRI IR HATH R AE R 55— A5, AR 2590 m] DA i 25 IR % =X i AR AT 41 3%
(travoprost) o 1E—LE5jE 7 S H, WA 24502 T 0 20 22 BET 21 38 2 28000, 1 o it iy 410 20
% (treprostinil) HHE&RIFIZ (iloprost) LV FTHIZ (beraprost) o £ —YE5LJE = H,
WA RRE g4 &=, e &K Es

[0107]  FERLLLSTIE T 0, A m V)i A 40 AN/ BURTE FELA), 5 H 86 BT A 254
JR AR/ S IR . A R J5 AT E s B R BT S/ AR R . Bk U, A A
Wi ] 7E [ 40 2 — B A (B AR B AN ) AR B R A SIS i e,  HL 3R
PR BT X A 2R TE R o 2849 R, 2 AR AT RELIBT A A 23 0 o 2% (454, e i W Isc A 1
WAL A 1) ) BRGR. AE — AN, sk ml o A 28 4 o 2R A Rk R
TE AT w3 DR, 491 G d i AR NS A R B w0 ELR B A R S R AR . AR — L
ST ZE P, R 3 B W £ R, A 25 W) R AE A AEAE SR ARG DL 207 1 e (49 G %
fREURYT ) SEAEA R 2R T RS PR N B A 85905 ) 2= D Wi BA% %20 £i5.50
%8k 100 1% .

[0108]  FE—UL5ji 7 S, B R A A 907 = T B B 7R AR R 2644 T AR
AAFAE AN B BIE DU T A 28205 15 AR 22D A% Tofs 4% .20 £5.50 58K 100 £
FE— BB St 7 227, BRI 28 0T AE iR T B ORI A2 CE A [F] 26 4 N AE A AETE SR
PRG35 4008 1 OR 5T B 1) 22 /D PR A L Tofis s 1% . 20 1% .50 A5 5K 100 £ o 75 4L
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T ZE R, BARPPRIN A SR AE 256°C FRRE R 15 Ry AMH 2 MH3MNH6ANH.
2 TE RS LSFEZRD2FE ZAD 2. 5F .20 3FERE/D 44, FEtEn @il s
ROR S HEBH €192 (HPSEC) BlE I K B i A7 10 B 380 A2 0 43— 1) 256 B 1) A 0 1k AR T3
] 28 B A7 B A W 53 1 1) 2 B R oty BRORE G T8 i A7 2 1T P 2 ) e B DV PR R AT R
PPt o DRI Hb, 76 1 A7 HA S5 SR, Jirfidt A7 25 B I P 2 A SR i) 25 25 B s PR 2220 759%
£/580% .2/ 85% /0 90%  E /> 95% . 22/ 98% . &/ 99% 2/ 99. 5% L £/ 99. 8%
B A /199, 9% o [Rh, A A R 5 AL B 7 v, Horp S B A o0 )R LA n) B it A 2
BRI 25 CTEL 6 MBS 1E B LEEDL2EED25EEDS
LR 4 ST B, 5 IR R s A, s E i, B B
[0109]  FE—LUsjti Ty 2 rh, RE B AL B M EE Z Mg s Vit . 2800k Ud, e B AT B S A
iR, SRR EE —ME RN, 8, RS M e 2 M m . £
—SE SRS T B, R B BORSL B AR A BN LR, S LR S A A
PR — e B AN LR B AR T LU B4 B

[0110] V2 AFA BT A SOl K B (a0, B35 S 76 f 2 FLik S 24k
FTHIAE ) o BRI, & &AM OTERERE, o ZEBEEhA. B SZARFEHU . BRER K
IR E 2R e R AR B AR VE IR AN/ B B B PR R U AR 2 LRI 9 2T
LA AR 5th 77 O 771 H0i555 70 BUIBGR] S 9 0o 751 O Cofg 2R 71 S I 5 591 B v o
A PONE PR3 751 B0 e LA 7)< ot R s v 7R s B A% 0 S I0ER S IR IR 245 45 o) < s v 4101 570
FSG R A 3R 71 I A RS9 o2 B 7R AR S [ vl 28 24 (NSATID) H Rz o JaR B e v &%
P 57 J5T 28 T B AR e ) (i B SRR ) <P R AT (R anAZ 1 P BT ek
U E ) Bt RERTFIIRAE R (BPH) F L EEAS . PUlEA &Y PiE IR S
W PR AE D) A is i / sl FHAS R AR R T 2R 4 AR a — BT PR
R DUIEBREE R P B 22 LU L RE TR J 30 BRI 771) s B ER  — AL A 150 B o)
I 241 B 15 A 40 50 U AR T AP LR 55 S B T E TE FH T Ry - IR TR (GABA) #5
PUiH o BB UK FHPE 7 S BRI ) 71 % E A P UL R IR G, DL R K
VAT 255 BT Rz () ER BR AT 25 F 2 R TR

(01111 &AM TAXH#HRWERE (Fw, &35 58 2 fL 5 8RR+ 1 2%
B ) Y NSATID A 6 X & %5 R« 1K £ L R (etoldolac) « 3 5 #& 45 (fenoprofen) « K ¥
JF 7 (floctafenine) . i bt ¥& 2% (flurbiprofen) . Af ¥& 2% (ibuprofen) . M5 Wk ¥& 2%
(indoprofen) . li¥% 2% (ketoprofen) . fii% R (ketorolac) & i & (lornoxicam) . "g i
= (morazone) . Z5 ¥4 (naproxen) JWRV.ZM: (perisoxal) Jt&2F (pirprofen)  HH7 %25
(pranoprofen) « £7 1% 2% (suprofen) - BE{RAFA (suxibuzone) 5 Z 2 (tropesin) . 7y 5 ¥
2% (ximoprofen) FLFEIEZF (zaltoprofen) .55l (zileuton) PAMMEERR (zomepirac),
DA R HRAD AT AR 24575 TRz i) 26 B S 1 24 DA Rz AR R 2.

[0112] & EH TAXHHMEMEEE (Fa, B 7 2 LR SRR 1R E )
P i P82 T 76 0 fh51) 751) 60 45 A5 K e % (brinzolamide) « Z Tk M %z . s B e iz o SO0 4 3F BB %
(dichlorphenamide) &K &M% (ethoxzolamide) PA M 2% (dorzolamide) , LA Az HZRAL
YD AT 255 BT R R AT 25 LR R TE A

[0113] & &M T AR (F s 2 L8Rk iR E )

16



N 105025974 A W OB P 14/23 T

e B R &R BE AL 45 R 5L JE 8 (brimonidine) . [ 0] 'k %€ (apraclonidine) . A 5 M
1% (bunazosin) « /& g % 4% /K (levobetaxolol) « /& g A7 A8 ¥% /K (levobunalol) . F &
%% /R (carteolol) . A 'H E g & (isoprenaline) . JF i £ % (fenoterol) . 3 & ¥ /K
(metipranolol) LA TE & 4¢% (clenbuterol), LA K H R AT AEM. 25 % B2 1Y
EhVBR AT 25 DL AR 2

[0114] &GS TR E (Fla, Wi 7 2 LRSIk T 12 E ) 1) a
ARSIV AFE RS S & MR AT A 255 B TRz 1) Eh VR AT 25 LA AR
o

[0115] &G TAXXHMARERE (Flw, OFEsM M 2 RSN I3 E ) 1 B
ZARTEPUR AAERT &R (atenolol) A& /K (betaxolol) PALMEND /R (timolol), LA
JF A AT 255 BTS2 3 VR AT 25 LR R TR A

[0116] &S TACHRRRE (Flan, G722 U E AR 1R E ) 1Pt
R EFE R TP (nevirapine) FIHISWA ATAY . 255 ol He2 (0 6 BR AT 25 DA &L
ZARYIE 2

[0117]  &EH TAXHMEMEEE (F, B 2 LR SRR 1R E )
A 0 sl L s 711 60 455 4 i i (desmorphine)  HUAE ¥ (dezocine)  — & M5 M AR A
3% (eptazocine) . & % g Mg, #% 7 9 7° (glafenine) « & " Mk B (hydromorphone) « &
2% % /K (isoladol) . UL FE JE M (ketobenidone) . X #. dE Bk (p—lactophetide) . A M i%
(1levorphanol) 3% (moptazinol) «FEAhME 3E (metazocin) «EFEEH (metopon) M,
g4k (nalbuphine) \H3E5F (nalmefene) V4G PG HE (nalorphine) «ZXi%lH (naloxone) .
F B EHEVE (norlevorphanol) « 25 G HE (normorphine) « ¥ M HERH (oxmorphone) | M ik
£ (pentazocine) s JEYRF] B (phenperidine) . A I $7 K £ (phenylramidol) . H & £
(tramadol) VAL #EAK (viminol), A HRWA ATAYD . 25 % b rT 8232 (1) £8 VI AT 245 LA
Je sz R

[0118] &AM T AR ERE (F W, 3558 2 FL a5 80k R+ 10 2%
B PIWE B R A 21 £ T AR 2 0 I R BT S0OK #A (alclometasone) | B /R 42
fill (algestone). Z. M8 [i] 45 7] fih (anacortave acetate). % P§ 4= # (amcinonide) . 5
& K ¥ (beclomethasone) « fi5 fih 2K ¥4 (betamethasone) . 4 #fi 25 # (budesonide) . &
& JE & (chloroprednisone) . & fi% ffi &% (clobetasol) . & i fi #4 (clobetasone) . &
A] #% & (clocortolone) - & K JE ¥ (cloprednol) . % i {5 . 7] B ¥4 (cortisone) .
A B A% M (cortivazol) . Hh K B %F (deflazacort). #h %5 ## (desonide). 2= ¥ K
¥y (desoximetasone) . X % $7 #& (diflorasone). X % 7] # (diflucortolone). —
2P T I8 (difuprednate) . H B /X i (enoxolone) . % #L 7 #F (fluazacort). %
S %5 1 (flucloronide) . % K 4 (flumethasone). % JE 4 ¥4 (flunisolide). [N Ff
b & i 8 (fluocinolone acetonide) . fi ¥ 23 2 (fluocinonide) . fi & &5 H. %
Ktas e 46 fa F % T BE (fluocortin butyl) . % % & (fluocortolone) . i K &
(fluorometholone) . ZFE M EE . (fluperolone acetate) .# ke ¥ (fluprednisolone)
A 4 ¥ (flurandrenolide) . 74 BR % & F #4 (fluticasonepropionate) . &, A fih g
(hydrocortamate) - & 4k 7] B #4 (hydrocortisone) . B V& JE ¥& (meprednisone) . B J& V&
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JE#a & (methylprednisolone) M $7 K s (paramethasone) 7k JE ¥4 J& (prednisolone) .
21- Z O E A IR e A e LR %K JE 7€ (fluprednidene acetate) \ 4 5 1] il
(formocortal) . &k % B & & Ik i (loteprednol etabonate). B ¥ 22 i (medrysone) .
B 12 B2 oK At A4 (mometasone furoate) . ik JE& K g (prednicarbate) . Ik JE ¥4 JB.25— —
OHRER R GR R JE fa e IR Je 18 6 W5 R 41 7K JEé #a (prednisone) Ik J& 14 2 1% I Fi
(prednival) & JE 37. %€ (prednylidene) . #f % 74 J¢ (triamcinolone) - N B 1t Bl 22 74 &
(triamcinolone acetonide) 7K Z4E#A (triamcinolone benetonide) LK CHH 2245 FA
(triamcinolonehexacetonide), LA S R ATAY) . 257 AT 3232 1 30 L s A 24 DA &G
ZARYIE 2

[0119]  HEEEH TAHARZEE (i, R 72 2 LS b i3 &)
2R [ i A R G P 5342 (halcinonide) RIS DU (halbetasol propionate) . KIKHA
(halometasone) « &R <1 ¥k JEFA (halopredone acetate) . F#ikJEFs (isoflupredone)
WA R S WK Wi S UK JE Bl (mazipredone) « H) 36 R 8 (rimexolone) A Kz ¥ A] i) #2
(tixocortol) , A S HARAUA) AT AW 2455 BT 452 1) 28 VIR /T 25 LA S 2 AR T 2.

[0120] & &R TAXXHiARERE (Fln, FEsh7ef 2 fLaE R Ak v 1% &) 1) BPH
Y EFEIEISIERE (Tinasteride) FBYDRFE (osaterone) LA H UMY AT #5% 1
AT SZ I 3 B AT 25 CL RS2 R

(01211 &AM TAX#H R WERE (F W, B35 58 2 fL 5 8RR+ 1 2%
B BT AL & Y RSB & & (adriamycin) « B FI 4 R (9- I - WL R ) ;oK
% 7 (bleomycin), fL#5 1 K % R A R B A V& (capecitabine) (5" — Jlit % —5- % - /il
Mg ) ;s KRRt 2 (carubicin) ; @R % & (chlorozotocin) . th 2 & (40 FE (4 5 &K A3) .
o 7 B VE (cladribine) ; #K 7K il #% (colchicine) . il ## g H (cytarabine) ; 2% 4
tt. 2 (daunorubicin) ; # 3 W] 3% (demecolcine). — H I g (denopterin). £ 74 fib
F% (docetaxel) . it & % & B (doxyifluridine). f % & (doxorubicin) ; J& fh 7
i . 4K 15 H ¥ (edatrexate) . fK ¥ fib i€ (enocitabine) . # Z& b & (epirubicin) . ¥
it 1 ¥ (epitiostanol) . Mff & &) ¥ (estramustine) ; & & VH 1 (etoposide) ; % JK
H (floxuridine). i i& $7 ¥ (fludarabine)5— § & "% mg (5—fluorouracil) . 18 3£
A 3H (formestane) . & P Mt V£ (gemcitabine) ; fF 37 & B (irinotecan) ; & Ik % M
(Ientinan) « & JE 1A B (lonidamine) « 35 & 22| (melengestrol). 3L (melphalan) ;
V5 37 7R (menogaril) . & W 14 (methotrexate) ; — R B 7 fE (mitolactol) ;i Ml
% % (nogalamycin) ; &= B — & @ ) K B2 (nordihydroguaiaretic acid). B #i & &
(olivomycin) (¥ NI MG 5 3R A) « A2 | (paclitaxel) ;W ®] Al T (pentostatin) Mt
Z b 2 (pirarubicin) . ¥ & & &£ (plicamycin). yH JE & & (porfiromycin) . & JE &=
7] YT (prednimustine) . " 14 2 & (puromycin) ; By 5 &) V] (ranimustine) . Fi #7785 T
(ristocetin) (IEUWEGHITE T A) s B ML (temozolamide) ;& JEJHT (teniposide) ;FE
Bl (tomudex) ;#1148 HE (topotecan) sHEAH/RPE T (tubercidin) <& JUJE 5 oa
(ubenimax) XL (N- =R OWEEFTE R -14- [RIRER ) . KFHE (vinorelbine) \ K
F AW, (vinblastine) . KFH ¥ (vindesine) . KFHH#E (vinorelbine) VA R EF I E
(zorubicin) , UL H AU AT AEY) 2527 BT 52 (0 Eh B 7 25 LA 2 PR R
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[0122] &AM T AR E (Flw, s 2 U s kb2 E ) W)
A E L EM BTG HE R (capreomycin), BHEGMHER IA.EMER B.EMHE R
ITA LA S 45 i %5 3 11B ;B % 3= (carbomycin) , £ 5k % 3K A : K /7 % g (carumonam) ;
Sl o8 ¥ (cefaclor) . Sk il #2 2 % (cefadroxil) . 3k f & £ (cefamandole) . 3k 1
# s (cefatrizine). 3k il V4 f (cefazedone). 3k 1 M Mk (cefazolin) . 3k 1 7 5%
(cefbuperazone) 3l M IUCHEE (cefcapene pivoxil) . k{7 E (cefclidin) . kfEih)E
(cefdinir) . kH1Z £ (cefditoren).PHIEE (cefime)\ kftifh3E (ceftamet) . k7 H JI5
(cefmenoxime) Sk HI3EME (cefmetzole) « Sk Ki% (cefminox) kM (cefodizime) .
L JE 1 (cefonicid) . Sk UR fili]l (cefoperazone) . 3k il &5 4% (ceforanide) . Sk I € fi5
(cefotaxime) « 3k ffl # HH (cefotetan) . Sk fll & % (cefotiam) . Sk #H T (cefoxitin) .
S K Bt (cefpimizole) . 3k 8 UL i (cefpiramide) . 3k 1 T % (cefpirome) . 3k
% 3% (cefprozil). 3k f Vb %€ (cefroxadine). 3k i fi#f B (cefsulodin). 3k I fth Bg
(ceftazidime) \ k45 (cefteram) . LM (ceftezole) . kA% (ceftibuten) .
S E IR (ceftiofur) . 3k 8 M fI5 (ceftizoxime) . 3k 1 B £ (ceftriaxone). 3k 1
e 3% (cefuroxime) . 3k 1 Mt B (cefuzonam) . 3k f & 7% (cephalexin) . % K & & ¥
(cephalogycin) « Sk i F] %€ (cephaloridine) . 3k ffl # % C(cephalosporin C) . 3k 4% 57
(cephalothin) Sk fA UL Ak (cephapirin) . kffi% & (cephamycin) (% WISk F & O) .k
i 57 %€ (cephradine) . & VY ¥ & (chlortetracycline) ; o 47 & & (chlarithromycin) .
w K & (clindamycin) « & B 74 #K (clometocillin). & % ¥f & (clomocycline) .
S0 ™ 78 AR (cloxacillin)« ¥4 & P8 #K (cyclacillin) . 1A 4 ¥b & (danofloxacin) . Hb
% 3F & (demeclocyclin) . #k 2 % A(destomycin A). X 5 PG #k (dicloxacillin). Hb
71 F % (dirithromycin) . £ 1§ ¥f & (doxycyclin) . #& VT P #K (epicillin). 4. & &
A(erythromycin A). & & T ¥ (ethanbutol) . 2% D1 P§ Ak (fenbenicillin) . % 4 Sk 2
(flomoxef)  F A JE % (florfenicol) S VI MK (floxacillin) . % H " (flumequine) «
FEFEKE A(fortimicin A) EFEKE B B &= (forfomycin) AEHiAhAH (foraltadone) .
RIGHLER . R K & (gentamycin)  #j MHF (glyconiazide) AKF 3R 2 (guamecycline) .
fih 75 Ak (hetacillin) . ik b & (idarubicin) . Y % % B (imipenem) . 5 TH K 2
(isepamicin) « & ¥ % % (josamycin) . F I & & (kanamycin) . #| 1 & & (leumycin)
(i an A R % 2 AL 4R 7] 5 R (lincomycin) « ¥#& 3 ¥ & (lomefloxacin) « & % Sk
fii (loracarbef) . ¥t F P4 2& & (lymecycline). 3 ¥ £% F§ (meropenam) . 3£ 3H PH #K
(metampicillin) . 3 fih A & (methacycline). F 4 ¥4 #K (methicillin). 3& ¥ ¥4 #K
(mezlocillin) /N#E K2 (micronomicin) «E I 2R (midecamycin) (UM Z Al) .
KKF &R (mikamycin) K% & (minocycline) £ % & (mitomycin) (1 142 R 5
= O) P 2kl (moxalactam) L B (mupirocin) «ZERPGAK (nafcillin) B HKE
(netilicin) i R HL % (norcardian) ( 7 Wit <% A) AT Bk & (oleandomycin) | %
VIR & (oxytetracycline) MH/E5Fd (panipenam) \MHERYD B2 (pazufloxacin) « 5% 5 P Ak
(penamecillin) \FH & (penicillin) (W HFHERGC.FHERNUAFTFERO0) . HHE_
g (penillic acid) JXIEFER. KSR (peplomycin) IEETEM (phenethicillin) .
VLR 3 2 (pipacyclin) .\ UK 4 P4 #k (piperacilin) . M A % 3K (pirlimycin) .\ DG A% 74
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PR (pivampicillin) < UG JL AR ¥ (pivcefalexin) . yHIAE B & W & AR (propiallin) . FE
HPH AR (quinacillin) « #% ¥ % & (ribostamycin) « Fl 4f 4 T (rifabutin) « F] 48 K KF
(rifamide) « Fl#EF (rifampin)F|4E%E & SV (rifamycin SV) . F|f&M57T (rifapentine) .
F 48 & B (rifaximin) . F & 5% 7 (ritipenem). 'k fh F & (rekitamycin). % F| Ef
% (rolitetracycline). ¥ ¥ K B (rosaramicin). ¥ 4. & & (roxithromycin) .
1 3 & (sancycline). /i & K & (sisomicin). @ fH ¥ B (sparfloxacin). IR W &
% (spectinomycin) . & £ & (streptozocin). fifi % P4 #K (sulbenicillin). &F fth ¥
M (sultamicillin) . ik 2 P8 Ak (talampicillin) . & 2% i T (teicoplanin) . & & J§ Ak
(temocillin) . PU¥F & (tetracyclin) . Z ¥ #i i (thostrepton) . Z&E ¥ & (tiamulin) «
B RV M (ticarcillin) ¥ 7 5L 5 (tigemonam) . & K % & (tilmicosin) « Z Al & &
(tobramycin) 45 % JHE & (tropospectromycin) « BV 2 (trovafloxacin)  Z& 'R &
(tylosin) PARJIEE R (vancomycin) , AR IR ATAED) . 255 BT R2 B£8R AT
25 LL sz R g .

[0123] & EHTACHHRRRE (Fla, G722 U 8A R 2R E ) 1Pt
HREWEYEFEREM (fluconazole) FHMM ATAEY . 255 Bl #2003 BR AT 24
DA R 2 R T

[0124] & EHTACHHERRRE (Fla, G722 U8R TR E ) 14t
955 I N7 U 7 75 A0 A g B R — IR (muramyl dipeptide) A ATAY) 2% AT
Eh VB HT 25 DL R 2

[0125] & &M TACHHERRRE (B, G722 U 8A R 1R E ) 1k
A AR R AERKEER R R A KR R B DR R AT A 2
5 BT I AR VR AT 2 LA 2 AR R A

[0126] &S M TACHHERRRE (B, G2 2 U 8AR T 1R E ) PR
P AR 45 A 2 R Al (1idocaine) «ZRFFHLPEPE (benzodiazepam) LA H IR AT
LW Py B H 2 I B VR BT 2 AR S AR T A

[0127] &S M TACHR TR E (Fla, G722 U I 8RR 712 E ) gl
Nz / # 2h HAS ) TG A MRS it 2% B A H A AT AE)  25% BT Rz i) 36 Vs L B2 LA
Je sz R

[0128] & &M TACHHRRRE (Fla, G722 U 8A R 1R E ) KIdt
WATE / B 220 R AN ET 25 B FE R IR 2, v K EAE AR Yk (il an, KBELEH . K FH#r
Bl (vincristine) AR FIE ) IHPEARZE R R F (epidipodophyllotoxin) (f#1,
WIEIH T (etoposide) «E JBIHH (teniposide)) HiAER (HIU, ML HZ (actinomycin)
FALE PR DL AL E ) R OKFEERE (nitoxantrone) ERER . RER
(plicamycin) (&M & % (mithramycin)) F22 B R B (B0 L- RABLES) Pl MR
B2 sHUTHE / B 22 0 BT 28, W BT ( S5 = O e e A 2400
FEC R TIRAETT) « CIE A F 5 =R 5 (N = RF LR BIR (thiotepa))
T lg ek iE — EHVH % (busulfan) (IEAHZENR (R3EA]VT (carmustine) (BCNU) ALY B
B ) =% (triazene) AR (dacarbazine) (DTIC) sHLdGHE / Fiy 22 70 R HIHTAR
D, W A ER A (RS ) (gAY (TRUR MEE PR DA R B R EF ) | RS
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AL L S A DA 55 (SRR MEE e | it B PR (g m) At T DA K 2- EEIR T (e ) ;
R 259 (%A (cisplatin) « £4H (carboplatin)) N KE M (procarbazine) . ¥
FEJRKFEIE (mitotane) \Z & K4F (aminoglutethimide) s¥ER (BIANMERER 22400 ) < Hi
&ER) (A, 2R A T 2R DL A e B LRI R ) I AR AT 4R EE AT 2, i W2 2R
28 ¥ I I e ) B SR AT PR B S B =] T AR (aspirin) XUM5IASE (dipyridamole) MES
PLE (ticlopidine) .5 Mt4% & (clopidogrel) i & Hi4i (abciximab) ;HLIL 5  Hi
W) (s AR &R (breveldin)) sV R, w0 i 25 [ B (B ER (cortisol) (AT
FA B AT A (fludrocortisone) 8 HT % & (flucinolone) .k JEF¥A (prednisone) \ ik
Je e W IR JERA e il 22 P4 e A5 Al oK AR DL R ZE K (dexamethasone)) - NSAID (7K
W B A AT AR BT =] DL AR 2 1k Jic 6y Wl P A % B B8 (5] W36 <F (indomethacin) | &7 Ak
% (sulindac) DL KAKFEFERR (etodalac)) 7% 75 5 4R (#E3RVT (tolmetin) \XUEFF IR
DL B2 B s 1 ) < 05 B N R (90 A ¥ 25 AT AR ) AR R R B R ( FH KR (mefenamic
acid) 1 H & K (meclofenamic acid)). /& EEfER (Mt % & (piroxicam) . i £
(tenoxicam) « A FE{RZEFA (phenylbutazone) LA ¥2 K BEMEER (oxyphenthatrazone)) .25
T2l (nabumetone) &M &WY) (& i#75 (auranofin) « &M (aurothioglucose) fif
ROERIR &8 ) DL 6- H ERPEBEIR AR s Az iR (B fE &R (cyclosporine) VoL
BH] (tacrolimus) (FK-506) . 5 % % A] (sirolimus) ( 5 1HE & (rapamycin)) . i e P2 04
(azathioprine) DL R W8 225 My RR TR ) 10U A2 SR, 8 n if A8 P Bz 4B B AR KR (VEGE)
A A A KR 7 (FGF) 5 V& SR 5K 2R SR BH W 77 5 S B s I ORI DA S H 2
B s N R A ) mTOR #1155 A2 K Rl 115 5 2 S i 400 1) 591 I I/ T2 B i 571) o
B A AR DA SR TSR, DL AU AT A 255 BT I B VR AT 2 DA R 32
Ry

(01291 &AM TAXA R WERE (Fw, 3558 2 FL 5 8RR+ 1 2%
B ) WP R T AL B % F (acyclovir) | Bl 2% JR H (azidouridine) | i & % &K
(anismoycin) « fi] 2 4 7T (amantadine) « ¥& £ 4 3% it 48 JR H (bromovinyldeoxusidine) .
RO FEME K E (chlorovinyldeoxusidine) « [ 4 i . Hu 7 5 %€ (delavirdine) . 3
% Wi #r (didanosine) . Jli %0 B i % 3 (deoxynojirimycin) XU % H X i S0 WL
R A% HE % 35 (desciclovir) il %R 5 9% 5 K%+ & (efavirenz) B 35 /5
(enviroxime) . JEPHAhVE (fiacitabine) . i R (foscamet) . EF R E (fialuridine) .
9 M E (fluorothymidine) s % JR B (floxuridine). ¥ £ 3% F5 (ganciclovir). 4 %
Bk & (hypericin) . fll JR #F (idoxuridine). F#L &\ H I/ & 2 L F R 3. 28 5 #0
*F (nevirapine) . JX %t Bk (pentamidine) . % 7 ¢ (ribavirin) . & NI 2 %, &) fih K &
(stavudine) WS EL T (sargramostin) « 747 B3 (suramin) k52 & (trichosanthin) . =
R =& E . = E B — B =4 (trisodium phosphomonoformate) . Bl i H
(vidarabine) 5% 2 € (zidoviridine) .FLFMRYE (zalcitabine) PA K 3- &% —3- i
EUNE, LR R AT A 255 T2 i 3 e 1245 DA R 2R

[0130] HEEEGH TArRR2EE (Flan, R M 2 LS b 3 &)
FIPURR BRI ELEE 27, 37 - XUBLERREF (ddA) 2, 3" - IUBLA S (dd6) 2”7, 3" — XUBL A M
(ddC) 2", 3" - XUt M E (ddT) 27 3" — XU AR — XUt 22U (d4T) 227 - i3 3" - B - B
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WEWE (3TC BRFLARRIE ) <27, 37— XUB A -2 - SR <27, 37 - XUBL AL -2 - JULH .27, 37 - XL
A 2" — UM 27, 37— WU -2 — SRR RE 2”37 - XU A 27, 37 - U A -2 — sl
F (Fd4T) 273"~ BB 2" - B - UIRFT (F-ddA) .2 3" - XUt 4E 2" — B — . - ILFF (F-dd1)
PLI 27,3 = XUBAE —2" - B — S mEnE (F-ddC) » 1E—¥85Ljti 5 &b, PUm a7k 5 Il — F
FR =4 SEEVE T UM TS .3 - B A -3 - Mt (AZT) UBSANLE (ddT) BA
JPRES, UL H AU AT AR 2527 BT s 1 Eh B m 24 LA 2 R R

[0131] &S M TR AR E (Fan, AR 2 LR SR 3 B )
[ra) R iy R JHC ] ] 2H 205 FH A7 A Sy 0 Bl 4 B M A B Bl 24 BE 2 a4 F B0 25 40 o e 3 4
LR, W JE S (nimodipine) MAHFKAL &Y (PUAER, WU R FIUAZ T
B K (bacitracin)  #H18% (neomycin) « Z A & (polymyxin) FEAFEIK (gramicidin) .
AV HE R (chloramphenicol) RN EE 2 DL K L1852 s HUAN B 711, 18 sk Tk i ik
L T it g FE v — e DL T e e W I s 0 7 1), B S RUPR s DU BT T A, 1
i EME R (nitrofurazone) MABRIN : Piid B, 185 a0 Z At MER (antazoline) & AR AR
(methapyriline) . 5 25 % (chlorpheniramine) . Mt 47 B (pyrilamine) LA K FEMH % s V8 4
A, W U] RN CLEREATT BFIFA 21— BEER HLZEKHA HUBT 2 (fluocinolone) \ H 2
ZA B IER SR AA 21— BERRIK B A . IR AR B A . J K e (fluoromethalone)
5 A oK A DA S il 22 75 % 5 9ok 78 7], 8 G 2 B B R ER L ZE R DL K D SRR 4 e R R L
1B 5l 15 15, % 40 UL & R dh (pilocarpine) « /K% R 55 i 520 (eserine salicylate). R
EAEHK (carbachol) « F6 M B — 5 P4 B« ABAEK T R DA K% s 56 W 2 5 | HaE 771, 1 a0 A PR V] T
ih (atropine sulfate) ¥ WiFERE (cyclopentolate) . g & FE 4, (homatropine) « 4R B 5%
ik (scopolamine) . FEHEL &% (tropicamide) AR +E & (eucatropine) PA A 2 3k 22 JE Atk
B (hydroxyamphetamine) ;#NACBAPL LY, & an'E B E DAL RUUY) AT 255% E
AT RS2 VR AT 24 DA S AR IE R LRI Y, 18 a3k T~ Design of Prodrugs, Hans
Bundgaard % , ElsevierScientific Publishing Co., Amsterdam, 1985 FHHJHI%j. 1] &%
AR A UEZG 2R (U0 Remington’ s Pharmaceutical Sciences) SRiRA|HE #55).
[0132]  FiZ5iE e e A B4R T 1E B 5 B iR rh A BRI T e R e &9 . — PP T
A2 0 T e ORI e 5 o (Ve ), HAE AR B AR TR /K LUK 1 24 % A i
ARGy o AEHCE ST S, 1 24 A2 1 e 3 S B B TR OR Ak . Hi 24 2 LA Hhod ik
XA E A o AT A A R B T e AN 2% 18 A BT 25T A2 4 B0 R e ik
EH U0 Design of Prodrugs, H. Bundgaard % , Elsevier, 1985 1,

[0133]  WAL-B VIR 25 %% bl $e2 (R X35 v FIAE A 2a P51, R U B el 24 % |
AT R Bk E . 23Rk U, 255 BT R ) Eh AR IR £ FLIR 2h . SR ER VAE IR IR £R L 2h
PR ER A IR 3 Bk IR R 5%

[0134] 2. Hi|& ik

[0135]  ASCHrdiiad 12 B ] LA 22 77 2] 2%, 0 o0 f a8 T DA B34y 1 b fEARE T T,
6 B I H AR 7 A I B AR B R S ke )

[0136] il & Bt T AR 7. fE—Leshti 77 b, il ¥ AL 5l NFEZ LA R RS 2K
PRI 2 AL o 28451 R 10, 33X AT 38 T4 128 T ek 5 [ AR BH AR AL DA AR~ AT LR SE . 7
— S T S, BHARAL S S0 (i, Wz B k) ) — AT R, 7R —ut
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SEHETT e, FLAg i AL SR

[0137]  FE—SUsLiti )7 S, BUARL T AE AL BT 2 2 1L 28015K U, 7EVE I — B &
B, 15 SO R B VD 22 FLIN 28 BEEIS « ¥ IR — TS & B AT FH T i) £ 2 FLRE A
Z FUIE A P aE F A G0 B 2 AL B T Ak s SR e o FH T30 R A A IR B 28 SR A DR T v
FiR F B bR H i W0/2012/114126 1.

[0138]  7E—RBSEHl 7 Z b, K R E BRI R A () — 58 7 B4 B 1% 22 FL I, JF BAR 5 1
% AL IDX ST B B/ NRL T o VB St T 2, KT AR Z AL RDE R, 9 BRI HFL I KL
T

[0139]  FEJE BRI, AT A5 FH 93 SR e 38 B 7 RO HORE T

[0140]  FEF-LLS T o, 2 LA IR A R} AT id e PO ST 7R S 58 KA T IR K A 7K i
JNEAR A B o

[0141] ki1 AT fERL T 203 38 B b 2 BBl Ja 0 30E s i

[0142] W]l & BRAE i — AN . B2 S y b, B A B R S B . AR
T 3% 75 1 B% ML AL F6 Randcastle B 5 RCP-0250 Microtruder (Randcastle Extrusion
Systems, Cedar Grove, N. J. ), AN H AR INFAZS A6 2855 . - BB LG A T an
EE LS 5, 569, 429.5, 518, 672 LL K 5, 486, 328 1. ¥ H ML AT (045 2 B HT 40 5k F) 8k T
TEAREIH Lo 72— SESEhti 7 =, a5 N el i [l Ak . fE— LSt T 2, E R 5E N
E I EARRL T HEWILT o AEOIL St T R, EEAEAEBARRL T IO N IR RG IF B
B EARRL TN o 72— S8 STt )7 22, 8 7 B N EIRBL . 70 B AT H BY
IV T B AT B AR R AT

[0143] & FHEARL I A . A2 — 205t )y Z8rh, Bm T2 MK E RO E, IF B
P2 EAARRL 7 HH 78 2 BB S D) A S I . A — B S 7 S, AR B
I EAT T2 TR, I BT BAT R AR SRR 5 B o 7238 S 7 S8 b, 20 T BUE & it
e BIEE A IF AT B SRR & o SR 4n DL B 408 R FH Al gk A\ B0 fst FH 5 4
HENE o FEARIE ST S b, BB T TBHEE IR AT B 2 5. AR, B AT LA
FEREP IR 90 00 20072 TP ELLE S IR 2 D3t PRV 2 i, Bt B ARV I — > B ) £2F
e Rk B2 .

[0144]  CRe 58 — MR ANSE RIS 00 228 1O 28 — N 5 — R i LA DKL 1o A — L8 St g 58
o R AR R — AN B A R AR B R i SRR e AR — 5 1) SRS I WO i 258 IR
Ui o 28GR UL, FIREE ) — D AR IR N RSV — IR B I A AR 7R 8 1 AR g b T
REVNE. 80, v RIR SR R B E T B B S W o in 28 oK . — B
ReaM5E R, RSP ATEE B R S B4 (RISEIRm AR i ) o w5 an st FH FAE R 5 Ol
(BFEERAMGERT WO, 1 i) 28 &K U AR R B SR 54« FH AT DL BE /] WX (454
AN ) MG A I 8 e 1 RT A H % 25 B HOR 51 A A B R o AR
— LS 7 SR, B F SEOGYE Wi RORSE ) #HT. SEREWATH —MEZ
Fhid & 1 A H AR [ 4k, I VR 2 el 2 AR b RN . 2840k, PVA "TH ()
BANG LA/ B R AR AR AR [ AL . AR Le S T S il i £ 1 —
MNEEVIRE SRR IEERN S —8CE M. SIREERIN T —IREZ i T&m /
B AL
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[0145]  FERELLSTE 7y R, 25 B AN OB & A MEA I PVAL 5, FATE AL 28 — R 1R A0 /
B AR AT 0 PVA VAR AR 2R — R I LRSS N PVA SRIE . PVA AT 407
60-120°C (5141 80°C ) i Bl P IR FE T Ik b 2 /NI, e 22 /0 4 /N, 10 5 /N
o] anfE MR B L e oo AT .

[0146]  FE—ULSTjfiy R H, XA BN / BE B AT KB . 28 B F4E8 43 n] 41 40
I BR A ER AT IR B o 03 B B A AR KR e T i RS VR AN VIR AN G
B BN JE AT K » 7E— 2SSl 7 b, VA (WA s, B T ) 2
KB FEHEES 7 S, 2 B e A I B A I K B e AR I 2 2R B 2
RIHEAT o 28001R UL, PIKERL 1A/ BRANFEAER AT 2 V) ot T 0 222 B v 2 T HEAT I RAOK
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