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IMPLANTS FOR SCULPTING, AUGMENTING OR CORRECTING FACIAL
FEATURES SUCH AS THE CHIN

by Jean Xavier Roca Martinez and Aurore Ayglon

[0001] The present invention generally relates to injectable compositions and
more specifically relates to injectable implants for adding structure and contour to the

lower face.

[0002] Dermal fillers are injectable, biocompatible compositions which are well
known to correct wrinkles and folds and add volume to the face. Hyaluronic acid
(HA) is still considered by many to be one of the most desirable dermal fillers in that
it does not pose the risk of an allergic reaction and it is temporary and reversible.
The great majority of hyaluronic acid -based dermal fillers have been specifically
developed for treating wrinkles and folds in skin. To be useful for facial contouring or
substantial volumizing, it would be advantageous to increase the bulking effect of the
compositions, also referred to as lift”. It would also be advantageous to maximize
resistances of the compositions to shear and normal deformation happening in the
soft tissues of the face. One of the drawbacks of maximizing these resistances, for
example, elasticity and cohesivity, is that it is expected that in doing so, the viscosity
of the compositions will increase to the point that they become difficult to inject with a
thin needle.

[0003] There is therefore a great need for an injectable HA based implant that is
specifically designed to be effective in adding substantial volume to the face, for
example, for contouring the lower face, for example, for augmenting or correcting the
chin, for example, for correction of chin retrusion, or for example, for augmenting or
correcting the nose. It would be highly advantageous if such an implant, despite, its

high viscosity, would remain easy to inject with a thin needle.

[0004] The shape of the chin has long been recognized as an important feature of
the face that elicits a strong aesthetic perception that tends to be associated with
personality traits of an individual. A deficient chin that lacks projection is commonly
labeled a “weak chin” while prominent chins are labeled “strong chins”, both implying
strength of personality.
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[0005] Several studies have suggested that faces with average proportions are
viewed as the most attractive and that small features including a small chin are
interpreted as attractive in females while the expanded chin and jaw, as a result of
maturation, are interpreted as attractive in males. The appearance of the chin is a
determinant of perceived attractiveness and can even influence an individual’s

psychosocial well-being.

[0006] Chin augmentation is conventionally performed by surgically placing a
permanent implant above the jaw. The procedure is currently among the top
aesthetic surgical procedures performed, based on the American Society for
Aesthetic Plastic Surgery (ASAPS), and has increased 71% since 2010.

[0007] A retrusive chin can be the result of changes in growth of the lower third of
the face during maturation, trauma, or facial aging, the latter of which may
exacerbate the deformities or asymmetries caused by the former two. The shape of
the mandible affects the mouth, chin, and neck. As an individual ages, the reduction
in skeletal support of this region makes soft tissue atrophy prominent, exaggerating
jowls, decreasing chin protrusion, and making the jawline look weak. Chin
deformities are among the most common bony abnormalities of the face, the most
common of which is horizontal microgenia characterized by the presence of normal

vertical height with a retruded bony chin.

[0008] As the mandible and chin make up the framework of the lower face,
augmentation methods to treat age-related chin retrusion and contour changes of the
chin area or to treat microgenia have been explored for decades. Where the
approach in correcting chin retrusion is to add volume, treatment methods have
included chin implants, genioplasty, and injection of silicone and semi-permanent
fillers, such as polymethylmethacrylate microspheres, and calcium hydroxyapatite.
However, all of these treatment methods have drawbacks. For example, chin
implants and genioplasty involve painful surgery that may not result in correction of
chin retrusion and aesthetic blending of the area. This approach may exacerbate
bone resorption and infection, resulting in the need for implant removal. Injection of
semi-permanent fillers have trade-offs between volumizing capacity and adverse

events associated with semi-permanent fillers.
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SUMMARY OF THE INVENTION

[0009] Accordingly, an injectable implant is provided for facial sculpturing, for
example, for augmenting, correcting, restoring or creating volume in the chin and

other facial features in a human being.

[00010] The present invention provides temporary, reversible, HA-based structural
gels manufactured specifically to provide a safe, minimally invasive method to create
facial volume or facial contours. The present implants provide improved volumizing
and lift properties relative to other HA-based injectables, due to a combination of
mechanical properties including high elasticity and high cohesivity, while still being
easily injectable with a thin needle. The present implants may be used for injection
into the subcutaneous and/or supraperiosteal space. In many embodiments the
implants are moldable after injection, and therefore permit sculpting, contouring, and

shaping across the injected areas, for example, the chin and jaw area.

[00011] The implants generally comprise a composition comprising a hyaluronic
acid (HA) crosslinked with a crosslinking agent selected from the group consisting of
1,4-butanediol diglycidyl ether (BDDE), 1,4-bis(2,3-epoxypropoxy)butane, 1,4-
bisglycidyloxybutane, 1,2-bis(2,3-epoxypropoxy)ethylene and 1-(2,3-epoxypropyl)-
2,3-epoxycyclohexanethe. In some embodiments, the implants generally comprise a
composition comprising a hyaluronic acid (HA) crosslinked with BDDE. The
compositions are suitable for injection, for example, through a fine gauge needle,
and are capable of augmenting, correcting, or creating volume or lift in the face, for
example, the lower face, for example, the chin or jaw, or for the midface, for
example, the nose.

[00012] In some embodiments, the HA concentration is greater than 20 mg/g.
In some embodiments, the HA concentration is about 21 mg/g, or about 22 mg/g, or
about 23 mg/g, or about 24 mg/g, or about 25 mg/g, or about 26 mg/g, or about 27
mg/g, or about 28 mg/g, or about 29 mg/g, or about 30 mg/g or greater. In other
embodiments, the composition has an HA concentration of between 22.5 mg/g to
27.5 mg/qg, for example, 25.0 mg/g.

[00013] In some embodiments the method adds volume and lift to the chin or
jawline or nose of the patient for a period of time in the range of about 9 months to

3
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about 24 months after the administration or injection into the chin or jawline of the
patient. The composition may be moldable, for example, by physical manipulation of
the tissue near the implant for a period of time after injection. The compositions may
have a setting time, when the composition is no longer moldable and substantially
retains its shape for the duration of the implant, within about 24 to about 48 hours
after being implanted or injected.

[00014] In some embodiments, the compositions further include an anesthetic
agent, for example, lidocaine HCI. For example, the compositions may include about
0.3% w/w lidocaine HCI.

[00015] In preferred embodiments, the compositions comprise a hyaluronic acid
gel, preferably in an amount of about 25 mg; and lidocaine hydrochloride, preferably
in an amount of about 3 mg, in a phosphate buffer (pH 7.2), preferably in a volume

g.s. 1 mL.

[00016] In some embodiments, compositions are made with a mixture of low
molecular weight hyaluronic acid and high molecular weight hyaluronic acid. For
example, the crosslinked hyaluronic acid may be made from about 50% and about
100% of a low molecular weight hyaluronic acid prior to being crosslinked with the
crosslinking agent. In some embodiments, the crosslinked hyaluronic acid is made
from about 70% to about 90% of a low molecular weight hyaluronic acid prior to
being crosslinked with the crosslinking agent. In some embodiments, the crosslinked
hyaluronic acid is made from about 90% of a low molecular weight hyaluronic acid
prior to being crosslinked with the crosslinking agent.

[00017] Using primarily a low molecular weight HA prior to crosslinking, for
example about 50% or greater, for example, about 70% or about 90% low molecular
weight HA, rather than using primarily a high molecular weight HA, produces a more
robust, longer lasting, moldable hydrogel, having a higher cohesivity and elasticity,
and more specifically suitable for facial sculpturing and augmentation by means of

subcutaneous or supraperiosteal injection.

[00018] In some embodiments, the HA has a degree of crosslinking of between
about 4% and about 12%. For example, the HA has a degree of crosslinking of about
4%, or about 6%, or about 8%, or about 10%. In some embodiments the HA has a

4



WO 2016/128550 PCT/EP2016/053009

degree of crosslinking of about 6.5%. In other embodiments, the HA has a degree of
crosslinking of about 7.5%, or about 8.5%, or about 9.5%, or about 10.5%.

[00019] In another aspect of the invention, methods for correcting chin retrusion in
a patient are provided. The methods generally comprise supraperiostally
administering in the chin of the patient, an effective amount of a composition
comprising BDDE-crosslinked hyaluronic acid (HA), the HA having a degree of
crosslinking of about 10%, and having a HA concentration of greater than 20 mg/g.
For example, in a preferred embodiment, the HA concentration is about 25 mg/g.

[00020] In a specific embodiment, the compositions comprises low molecular
weight hyaluronic acid (NaHA) crosslinked with about 10% BDDE (w/w), and
formulated to a concentration of about 25 mg/g with 0.3% lidocaine hydrochloride
(w/w) in a phosphate buffer, pH 7.2, and supplied in a 1 mL COC (cyclic olefin

copolymer) syringe.

[00021] The compositions are extrudable through a fine gauge needle, for
example, a needle having a gauge of 25G, 26G, 27G, 28G, 29G or 30G. In a
specific embodiment, the needle is a needle of 27 gauge X 13 mm / 27 G1/2 X

26mm.

[00022] An extrusion force is the force (in Newtons N) needed to extrude the
composition from its syringe at a certain rate. For example, with the supplied 1 mL
COC syringe and a TSK 27G X 13mm needle, the extrusion force of some of the
compositions of this invention can be between about 4N and about 15N at 13
mm/min, which is considered as very low. For example, the extrusion force can be
between about 7N and about 12N, and preferably between about 8N and about 10
N.

[00023] In another aspect of the invention, methods are provide for contouring or
correcting a facial feature, for example, a retruded chin, of an individual. The
methods comprise, for example, the step of subdermally administering into a
treatment area of the patient, an effective amount, for example, about 1.0 ml, or
more, for example, about 2.0 ml or more, for example, about 3.0 ml or more, for
example, 4.0 mL, of a composition of the invention. The facial feature to be
improved or contoured may be a chin, for example, a retruded chin of a patient. The

5
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treatment area may include an area selected from the group consisting of the
pogonion, the mentum, the left pre-jowl sulcus, the right pre-jowl sulcus, and the
sublabial crease. The treatment may comprise administering the composition into
two or more of the treatment areas.

[00024] Each and every feature described herein, and each and every
combination of two or more of such features, is included within the scope of the
present invention provided that the features included in such a combination are not

mutually inconsistent.
BRIEF DESCRIPTION OF THE DRAWINGS

[00025] Figure 1 shows a facial profile and landmarks for calculating G-Sn-Pog
angle of a patient.

[00026] Figure 2 shows the Burstone Angle of an average chin.
DETAILED DESCRIPTION

[00027] Certain terms as used in the specification are intended to refer to the
following definitions, as detailed below. Where the definition of terms departs from
the commonly used meaning of the term, applicant intends to utilize the definitions

provided below, unless specifically indicated.

[00028] The term “about” in the context of numerical values will be readily
understood by a person skilled in the art, and preferably means that specific values
may be modified by +/- 10%. As regards endpoints of ranges, the modifier “about”
preferably means that the lower endpoint may be reduced by 10% and the upper
endpoint increased by 10%. It is also contemplated that each numerical value or
range disclosed in this application can be absolute, i.e. that the modifier “about” can
be deleted.

[00029] AIll numbers herein expressing “molecular weight” of HA are to be
understood as indicating the weight average molecular weight (Mw) in Daltons.

[00030] The molecular weight of HA is calculated from an intrinsic viscosity

measurement using the following Mark Houwink relation:
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Intrinsic Viscosity (L/g) = 9.78 x 10-5 x Mw0.690

[00031] The intrinsic viscosity is measured according to the procedure defined
European Pharmacopoeia (HA monograph N°1472, 01/2009).

[00032] Unless stated otherwise, the molecular weight refers to the weight average
molecular weight (Mw). The HA used to make the present compositions may
comprise a mixture of high molecular weight HA, low molecular weight HA, and/or
medium molecular weight HA, wherein the high molecular weight HA has a
molecular weight greater than about 2,000,000 Da (or an intrinsic viscosity greater
than 2.2 L/g) and wherein the low molecular weight HA has a molecular weight of
less than about 1,000,000 Da (or an intrinsic viscosity lower than 1.4 L/g). For
example, the high molecular weight HA in the present compositions may have an
average molecular weight in the range about 2 MDa to about 4.0 MDa, for example,
about 3.0 MDa (2.9 L/g). In another example, the high molecular weight HA may
have an average molecular weight of between about 2.4 MDa to about 3.6 MDa, for
example, about 3.0 MDa. The high molecular weight HA may have an intrinsic
viscosity greater than about 2.2 L/g, for example, between about 2.5 L/g to about 3.3
L/g.

[00033] Low molecular weight HA can have a molecular weight of between about
200,000 Da (0.2 MDa) to less than 1.0 MDa, for example, between about 300,000
Da (0.3 MDa) to about 750,000 Da (1.1 L/Q), up to but not exceeding 0.99 MDa (1.4
L/g). The low molecular weight HA may have an intrinsic viscosity of less than about
1.40 L/g, for example, between about 0.6 L/g and about 1.2 L/g.

[00034] Preferably, there is no overlap between the molecular weight distribution of
the low and high molecular weight HA materials.

[00035] Preferably, the mixture of the low molecular weight HA and high molecular
weight HA has a bimodal molecular weight distribution. The mixture may also have a

multi-modal distribution.

[00036] In one aspect of the invention, the compositions comprise HA having a

high molecular weight component and a low molecular weight component, and the
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high molecular weight component has a weight average molecular weight at least
twice the weight average molecular weight of the low molecular weight component.

[00037] “Degree of crosslinking” as used herein refers to the intermolecular
junctions joining the individual HA polymer molecules, or monomer chains, into a
permanent structure, or as disclosed herein the soft tissue filler composition.
Moreover, degree of crosslinking for purposes of the present disclosure is further
defined as the percent weight ratio of the crosslinking agent to HA-monomeric units
within the crosslinked portion of the HA based composition. It is measured by the

weight ratio of crosslinker to HA monomers.

[001] “Uncrosslinked HA” as used herein refers to individual HA polymer
molecules that are not crosslinked. Uncrosslinked HA generally remains water
soluble. An uncrosslinked HA fraction may optionally also be included in the
compositions, for example, to act as a lubricant and facilitate injection into the facial
tissues. Such a composition may comprise an uncrosslinked HA fraction where the
added uncrosslinked HA is present at a concentration between about 0.1 mg/g and
about 3 mg/g. Preferably, the uncrosslinked HA may be present at a concentration

between about 0.2 mg/g and about 1.5 mg/g.

[002] In other embodiments, no uncrosslinked HA is present in the gels, or at
least no uncrosslinked HA is added to the gels to act as a lubricant.

[00038] The compositions described herein display a high level of elasticity,
expressed as a value of elastic modulus (G’) measured by oscillation rheology with a
strain of 0.8%, using a cone-plate system and measured over a range of
frequencies. In some embodiments, the elastic modulus of the compositions
measured at 5Hz frequency are from about 500 Pa to about 900 Pa. This is
considered as high elasticity in the context of HA-based dermal fillers and
contributes to the lifting effect by making the implant more resistant to shear

deformation.

[00039] Cohesivity refers to the capacity of the gel to stay attached to itself, for
example, meaning the resistance to cutting and the ability to elongate or compress
the gel without it separating into pieces. The cohesivity of the gels according to the
present invention can be quantified as follows (cf. Derek Jones “Injectable Filers:

8
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Principles and Practice”, Wiley, 2011, Chapter 3). A small sample of the gel (e.g. 1
mL) is placed onto the plane surface of a rheometer. The sample is placed such that
it forms a little heap. A moveable upper plate is placed onto the sample so that the
sample is fully covered, e.g. when looking at the plate in a direction perpendicular to
the surface of the rheometer, the sample cannot be seen. In order to ensure this,
one must chose a plate size that is larger than the sample size. |deally, the center of
the plate is placed over the sample. Typically, for TmL of gel material, a 25mm

diameter upper plate is used.

[00040] In the next step of the measurement, one then adjusts the gap between
the moveable plate and the surface to 2.5 mm. While slowly and steadily moving the
plate from this initial position towards a gap width of 0.9 mm within 2 min one records
the force (Fn) exerted by the sample in normal direction on the plate.

[00041] Once a gap width of 0.9 mm is reached, the system is allowed to relax for
12 minutes. During this time, the measurement is continued. Five measurements are
done. To normalize the forces measured, all 5 initial Fn values measured when the
test starts are averaged (arithmetic mean) and this resulting average is subtracted
from all other data points. The maximum force at the end on the compressive part of
this test (when reaching the minimal 0.9mm gap width between the upper plate and
the plane) is called the compression force and is the characteristic value for
determining the cohesivity of the gel.

[00042] Specifically, a force of 20 gmf (0.1962 N) or more indicates a cohesive
material in the sense of the present invention. Gels with lower compression force
values are generally not considered cohesive in the context of the present invention.
The accuracy of this measurement is in the order of £5 gmf. In the context of this
invention, the injectable formulation has a high cohesivity of at least about 60 gmf,
for example about 60 to about 200 gmf. For example, in a preferred embodiment,
cohesivity is between about 60 and about 100 gmf, which will give to the implant a
high resistance to pressure and normal forces in the soft tissues of the face.

[00043] In the context of a dermal filler, the cohesivity as defined above will
contribute to the lift capacity (clinically called the volumizing / bulking effect) provided
by the gel clinically, along with its elastic modulus G'. While cohesive gels can show
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a good volumizing effect, non-cohesive or weakly cohesive materials with a similar
elastic modulus exhibits lower lift capacity due to the non-cohesive gel material
spreading more than a more cohesive material when submitted to vertical
compression. In the context of this invention, the compositions exhibit both high
levels of elastic modulus and high levels of cohesivity, to maximize the lifting effect

upon implantation.

[00044] In certain advantageous, exemplary embodiments, the present implants or
fillers generally comprise a cohesive, sterile composition which is implantable
subdermally or supraperiostially into the chin area, nose or jawline of the patient in
need thereof, for example a patient desiring an improved facial profile or stronger
chin. The composition generally comprises a crosslinked hyaluronic acid (HA)
crosslinked with 1,4-butanediol diglycidyl ether (BDDE); and the HA concentration of
the composition is greater than 20 mg/g. For example, in some embodiments, the
HA concentration is about 22.5 mg/g, or about 25 mg/qg, or about 27.5 mg/g. The HA
used for crosslinking may be made with a mixture of low molecular weight hyaluronic
acid and high molecular weight hyaluronic acid. In some embodiments, the
compositions have an elastic modulus between about 500 Pa and about 900 Pa at
5Hz, and a cohesivity above about 60 gmf. Advantageously, in some embodiments,
the compositions exhibit an extrusion force between about 4N and about 15N, for
example, between about 8N and about 10 N, at 13 mm/min using a 1 mL COC

syringe and a 27G x 13mm needle.

[00045] In one aspect of the invention, injectable HA-based implants having an
improved lift capacity, relative to commercial HA-based dermal fillers, are provided.
The present implants are, in some instances in the present disclosure, referred
alternatively as dermal fillers and subdermal fillers. The implants and fillers of the
present invention are based on hyaluronic acids (HA) and pharmaceutically
acceptable salts of HA, for example, sodium hyaluronate (NaHA). Methods of
making these compositions, and methods of use of these compositions, are also

provided.

[00046] As used herein, hyaluronic acid (HA) can refer to any of its hyaluronate
salts, and includes, but is not limited to, sodium hyaluronate (NaHA), potassium

hyaluronate, magnesium hyaluronate, calcium hyaluronate, and combinations
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thereof. Both HA and pharmaceutically acceptable salts thereof can be used in this

invention.

[00047] In addition, in embodiments with anesthetics, the concentration of one or
more anesthetics is in an amount effective to mitigate pain experienced upon
injection of the composition. The at least one local anesthetic can be selected from
the group of ambucaine, amolanone, amylocaine, benoxinate, benzocaine,
betoxycaine, biphenamine, bupivacaine, butacaine, butamben, butanilicaine,
butethamine, butoxycaine, carticaine, chloroprocaine, cocaethylene, cocaine,
cyclomethycaine, dibucaine, dimethisoquin, dimethocaine, diperodon, dicyclomine,
ecgonidine, ecgonine, ethyl chloride, etidocaine, beta-eucaine, euprocin,
fenalcomine, formocaine, hexylcaine, hydroxytetracaine, isobutyl p-aminobenzoate,
leucinocaine  mesylate, levoxadrol, lidocaine, mepivacaine, meprylcaine,
metabutoxycaine, methyl chloride, myrtecaine, naepaine, octocaine, orthocaine,
oxethazaine, parethoxycaine, phenacaine, phenol, piperocaine, piridocaine,
polidocanol, pramoxine, prilocaine, procaine, propanocaine, proparacaine,
propipocaine, propoxycaine, pseudococaine, pyrrocaine, ropivacaine, salicyl alcohol,
tetracaine, tolycaine, trimecaine, zolamine, and salts thereof. In one embodiment,
the at least one anesthetic agent is lidocaine, such as in the form of lidocaine HCI.
The compositions described herein may have a lidocaine concentration of between
about 0.1% and about 5% by weight of the composition, for example, about 0.2% to
about 1.0% by weight of the composition. In one embodiment, the composition has a
lidocaine concentration of about 0.3% by weight (w/w %) of the composition. The
concentration of lidocaine in the compositions described herein can be
therapeutically effective meaning the concentration is adequate to provide a

therapeutic benefit without inflicting harm to the patient.

[00048] The present compositions may be manufactured by the steps of providing
purified HA material for example, in the form of NaHA fibers; the HA material having
a desired molecular weight, for example, a mixture of low molecular weight and high
molecular weight HA at a desired ratio, hydrating the HA material; and crosslinking
the hydrated HA material with a suitable crosslinking agent at the desired ratio to
form a crosslinked HA-based gel. The gel may then be neutralized and swollen. If

desired, a solution containing lidocaine, preferably an acidic salt of lidocaine

11
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chlorohydrate, may be added to form a HA/lidocaine gel. The gel may be
homogenized, for example, by beating or mixing with a shear force. The
homogenized composition may then be packaged in syringes. The syringes are then
sterilized by autoclaving at an effective temperature and pressure. For example, the
compositions are sterilized by autoclaving, for example, being exposed to
temperatures of at least about 120°C to about 130°C and/or pressures of at least
about 12 pounds per square inch (PSI) to about 20 PSI for a period of at least about
1 minute to about 15 minutes. The sterilized syringes are packaged along with a fine
gauge needle for use by a physician.

[00049] More specifically, the initial raw HA material may comprise fibers or
powder of NaHA, for example, bacterial-sourced NaHA fibers. Alternatively, the HA
material may be animal derived, for example, from rooster combs. It is contemplated
that the HA material may be a combination of raw materials including HA and at least
one other polysaccharide, for example, another glycosaminoglycan (GAG).

[00050] In one method of manufacturing the compositions, pure, dry NaHA fibers
are hydrated in an alkaline solution to produce an uncrosslinked NaHA gel. Any
suitable alkaline solution may be used to hydrate the NaHA in this step, for example,
but not limited to aqueous solutions containing sodium hydroxide (NaOH), potassium
hydroxide (KOH), sodium bicarbonate (NaHCO3), lithium hydroxide (LiOH), and the
like. The resulting alkaline gel will have a pH above 7.5. The pH of the resulting
alkaline gel can have a pH greater than 9, or a pH greater than 10, or a pH greater
than 12, or a pH greater than 13.

[00051] The next step in the manufacturing process may include the step of
crosslinking the hydrated, alkaline NaHA gel with a suitable crosslinking agent. The
crosslinking agent may be any agent known to be suitable for crosslinking
polysaccharides and their derivatives via their hydroxyl groups. One particular
suitable crosslinking agent is 1,4-butanediol diglycidyl ether ( BDDE).

[00052] In another embodiment, the crosslinking of the HA is accomplished during
hydration of the HA fibers, by hydrating the combined high and low molecular weight
fibers in an alkaline solution containing a crosslinking agent, for example, BDDE.

12
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[00053] The degree of crosslinking in the HA component of the present
compositions is at least about 4% and is up to about 12% BDDE/HA, w/w, for
example, about 10%, for example, about 8%, for example, about 6%, for example,
about 4%. In a specific embodiment, the degree of crosslinking is about 6.5%. In
some embodiments the HA has a degree of crosslinking of about 6.5%. In other
embodiments, the HA has a degree of crosslinking of about 7.5%, or about 8.5%, or
about 9.5%, or about 10.5%.

[00054] The hydrated crosslinked, HA gels may be swollen to obtain the desired
HA concentration. This step can be accomplished by neutralizing the crosslinked,
hydrated HA gel, for example by adding an aqueous solution containing of an acid,
such as HCI. The gels are then swelled in a phosphate buffered saline (PBS)

solution for a sufficient time and at a low temperature.

[00055] The gels may now be purified by conventional means such as, dialysis
against a phosphate buffer, or alcohol precipitation, to recover the crosslinked
material, to stabilize the pH of the material and to remove any un-reacted
crosslinking agent. Additional water or a slightly alkaline aqueous solution can be
added to bring the concentration of the HA in the composition to a desired
concentration. In some embodiments, the HA concentration of the compositions is
adjusted to above 20 mg/g, for example, to about 25 mg/g. In other embodiments,
the HA concentration is adjusted to yield an HA concentration of about 21 mg/g,
about 22 mg/g, about 23 mg/g, about 24 mg/g, about 26 mg/g, about 27 mg/g, about
28 mg/g, about 29 mg/g, or about 30 mg/g.

[00056] In embodiments in which an anesthetic agent is to be included in the final
composition, such as lidocaine, the pH of the purified crosslinked HA gels may be
adjusted to cause the gel to become slightly alkaline such that the gels have a pH of
greater than about 7.2, for example, about 7.5 to about 8.0. This step may be
accomplished by any suitable means, for example, by adding a suitable amount of
dilute NaOH, KOH, NaHCOS or LiOH, to the gels or any other alkaline molecule,

solution and/or buffering composition.

[00057] An effective amount of the anesthetic, for example, lidocaine, such as
lidocaine HCI, is then added to the purified crosslinked NaHA gels. For example, in
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some embodiments, the lidocaine HCI is provided in a powder form which is
solubilized using water for injection (WFI). The gels are kept neutral with a buffer or
by adjustment with diluted NaOH in order that the final HA/lidocaine composition will
have a desired, substantially neutral pH. The final compositions including lidocaine
may have a lidocaine concentration of between at least about 0.1% and about 5%,
for example, about 2% by weight of the composition, or in another example about
0.3%.

[00058] After the addition of the lidocaine HCI, or alternatively, during the addition
of the lidocaine HCI, the HA/lidocaine gels, or compositions, are homogenized to
create highly homogenous HA/lidocaine gels having a desired consistency and
stability. Preferably, the homogenization step comprises mixing, stirring, or beating
the gels with a controlled shearing force obtaining substantially homogenous

mixtures.

[00059] After homogenizing the HA composition, an amount of uncrosslinked HA
solution or gel may be added to the composition to increase lubricity.

[00060] In some embodiments, no solution of uncrosslinked HA is added to the

composition after homogenization.

[00061] The compositions may then be introduced into syringes and sterilized.
Syringes useful according to the present description include any syringe known in
the art capable of delivering viscous dermal filler compositions. The syringes
generally have an internal volume of about 0.4 mL to about 3 mL, more preferably
between about 0.5 mL and about 1.5 mL or between about 0.8 mL and about 2.5
mL. This internal volume is associated with an internal diameter of the syringe which
plays a key role in the extrusion force needed to inject high viscosity dermal filler
compositions. The internal diameters are generally about 4 mm to about 9 mm, more
preferably from about 4.5 mm to about 6.5 mm or from about 4.5 mm to about 8.8
mm. Further, the extrusion force needed to deliver the HA compositions from the
syringe is dependent on the needle gauge. The gauges of needles used generally
include gauges between about 18G and about 40G, more preferably about 25G to
about 33G, or from about 25G to about 30G. For example, in some embodiments,
the compositions are packaged in a 1 mL syringe and injected using a 27 G needle.
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[00062] One preferable method of sterilization of the filled syringes is by autoclave.
Autoclaving can be accomplished by applying a mixture of heat, pressure and
moisture to a sample in need of sterilization. Many different sterilization
temperatures, pressures and cycle times can be used for this step. For example, the
filled syringes may be sterilized at a temperature of at least about 120°C to about
130°C or greater. Moisture may or may not be utilized. The pressure applied is in
some embodiments depending on the temperature used in the sterilization process.
The sterilization cycle may be at least about 1 minute to about 20 minutes or more.

[00063] Another method of sterilization incorporates the use of a gaseous species
which is known to kill or eliminate transmissible agents. Preferably, ethylene oxide is
used as the sterilization gas and is known in the art to be useful in sterilizing medical
devices and products.

[00064] A further method of sterilization incorporates the use of an irradiation
source which is known in the art to kill or eliminate transmissible agents. A beam of
irradiation is targeted at the syringe containing the HA composition, and the
wavelength of energy kills or eliminates the unwanted transmissible agents.
Preferable energy useful include, but is not limited to ultraviolet (UV) light, gamma
irradiation, visible light, microwaves, or any other wavelength or band of wavelengths
which kills or eliminates the unwanted transmissible agents, preferably without
substantially altering of degrading the HA composition.

[00065] Preferably, the present compositions also remain stable when stored for
long periods of time. For example, many of the present compositions have a shelf
life of about 6 months, about 12 months, about 18 months, or about 24 months or
greater, when stored at a temperature between about 2 to 25 degrees C. In a
specific embodiment, the compositions are stable at a temperature of between 2 to
25 degrees C for a period of at least 18 months. In another specific embodiment, the
compositions are stable at a temperature or between 2 to 25 degrees C for a period
of at least 24 months.

[00066] The technique for injection of the present compositions may vary with
regard to the angle and orientation of the bevel, and the quantity administered. In
general, the present compositions are injected subcutaneously and/or
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supraperiosteally to increase chin projection, limiting treatment to the pogonion, the
mentum (inferior aspect of the chin), pre-jowl sulci (left and right), and sublabial
(mental) crease to achieve optimal correction and aesthetic chin contour. The
appropriate injection volume will be determined by the investigator but is generally
not to exceed a maximum total volume of about 4.0 mL for initial and top-up
treatments combined. Up to about 4.0 mL total is allowed for repeat treatment. No
more than about 2.0 mL is permitted to be injected into a single treatment area at
any treatment session, where treatment areas are defined as the pogonion, the
mentum, the pre-jowl sulci (left and right), and the sublabial (mental) crease.

[00067] Prior to injection of the present compositions, the treatment area has to
be thoroughly disinfected to ensure that there is no contamination of the injectable
filler with bacteria or a foreign body (e.g., make-up, talc from gloves).

[00068] Next, the 27G 1/2"/27 G x 13 mm needle supplied should be attached
to the syringe (according to Directions for Use). Prior to injecting the present
compositions, the plunger rod has to be depressed until the product visibly flows out
of the needle and wipe any excess on sterile gauze.

[00069] The present compositions are injected as follows: Inject the present
compositions slowly, and observe the skin for signs of colour change or
discolouration. Observe the subject for pain or discomfort. Inject the present
compositions in a smooth and measured manner. Insert the needle being mindful of
the local vascular anatomy at the injection site. Aspirate to ensure there is no blood
backflow to suggest an intravascular location of the tip of the needle.

[00070] Pogonion may be injected supraperiosteally using multiple small
boluses. Mentum may be injected supraperiosteally using multiple small boluses.
Pre-jowl sulci (left and right) may be injected using a deep subcutaneous fanning
technique. Sublabial (mental) crease may be injected using linear, retrograde or
anterograde superficial subcutaneous threading.

[00071] When treatment is completed, the treated site may be gently massaged
to assure that the product is evenly distributed and conforms to the contour of the
surrounding tissues. If overcorrection occurs, gently massage the area between your
fingers or against an underlying bone to obtain optimal results.

[00072] The present compositions are not to be injected into the blood vessels
(intravascular). Introduction of hyaluronic acid into the vasculature may occlude the

vessels and could cause infarction or embolization. Symptoms of vascular
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occlusions and embolization include pain that is disproportionate to the procedure or
remote to the injection site, immediate blanching that extends beyond the injected
area and that may represent vascular tributary distribution, and colour changes that
reflect ischemic tissue such as a dusky or reticular appearance.

[00073] Injecting the product too superficially or in large volumes over a small
area may result in visible and persistent lumps and/or discoloration.

[00074] When using a retrograde technique, inject the present compositions
applying even pressure on the plunger rod while slowly pulling the needle backward.
It is important that the injection be stopped just before the needle passes the
subcutaneous/dermal interface to prevent material from leaking out or ending up too
superficially in the skin. When using an anterograde technique, be sure the needle is
in the subcutaneous tissue before the injection is started.

[00075] If the needle is blocked, do not increase the pressure on the plunger
rod but stop the injection and replace the needle.

[00076] If the treated area is swollen immediately after the injection, an ice
pack may be applied to the site for a short period. If subjects report inflammatory
reactions which persist for more than 1 week, or any other side effect which
develops, the medical practitioner should use an appropriate treatment.

[00077] In preferred embodiments, the present compositions comprise a
hyaluronic acid gel, preferably in an amount of about 25 mg; and lidocaine
hydrochloride, preferably in an amount of about 3 mg, in a phosphate buffer (pH 7.2),
preferably in a volume q.s. 1 mL, prefilled in e.g. a 1 mL single-use syringe, wherein
the hyaluronic acid gel is crosslinked with BDDE. This prefilled e.g. 1 mL single-use
syringe may be contained in a kit (blister pack) along with two single use needles
(e.9. 27G 1/2"/27 G x 13 mm needles) . The content of the syringe may be sterilised
by moist heat. The single-use needles may be sterilised by radiation.

[00078] The present compositions are injectable implants intended for
restoration and creation of facial volume, e.g. in the chin and jaw area. The presence

of lidocaine is meant to reduce the subject’s pain during treatment.
EXAMPLE 1

MANUFACTURE OF AN INJECTABLE IMPLANT IN ACCORDANCE WITH AN
EMBODIMENT OF THE INVENTION
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[00079] Predried fibers of sodium hyaluronate (NaHA) (0.9 @) having a molecular
weight of about 0.9 MDa is weighed out into a first receptacle.

[00080] Predried fibers of NaHA (0.1 g) having a molecular weight of about 3.0
MDa is weighed out into a second receptacle.

[00081] The two different grades of NaHA are combined and diluted into a 1%
sodium hydroxide solution and mixed for one to two hours at between 20°C and

50°C to obtain a substantially homogenous, alkaline HA gel.

[00082] In a separate receptacle, the chosen crosslinking agent, 1,4-butanediol
diglycidyl ether (BDDE), is diluted into a 1% sodium hydroxide solution to a final
concentration of 10% BDDE (wt/wt).

[00083] To the alkaline HA gel was added 10% (wt/wt) BDDE (1 g of the previously
prepared BDDE solution). The resulting mixture is mechanically homogenized.

[00084] The mixture is then maintained at 50°C for 3 to 4.5 hours.

[00085] The resulting crosslinked HA polymer is then immersed in a phosphate
buffer (PB) containing hydrochloric acid to stabilize the pH.

[00086] The crosslinked HA polymer so obtained is then immersed in baths of
phosphate buffer to remove unreacted crosslinking agent and HA, providing the

purified hydrogel, wherein the degree of crosslinking is about 6.5%.

[00087] Optionally, dry HA material having a high molecular weight is hydrated in 1
liter of phosphate buffer to obtain an uncrosslinked HA gel. This uncrosslinked HA
gel can be added to the crosslinked HA composition to represent up to 5% (w/w) of

the total HA concentration.

[00088] The hydrogel obtained is then homogenized mechanically to ensure the

final homogeneity, and packed into syringes which are sterilized in an autoclave.

[00089] The gel obtained is an injectable composition that can be administered
subdermally or supraperiostally through a fine gauge needle (e.g. 27 Gauge). The
composition is useful for restoring, contouring, or creating facial volume, for example,

in the chin, jaw area, or nose of a person, as described elsewhere herein.
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[00090] In one aspect of the invention, methods are provided for improving a
patient’s facial profile. For example, in some embodiments, methods are provided for
changing a person’s G-Sn-Pog facial angle, for example, for increasing a person’s
G-Sn-Pog facial angle. For example, in some embodiments, methods of treatment
are provided for correcting chin retrusion in a patient. In some embodiments of the
invention, the patient treated an initial pre-treatment G-Sn-Pog facial angle of less
than about 165°. After the treatment, the patient has an increased G-Sn-Pog facial
angle, that is, a facial angle greater than the initial pre-treatment facial angle. In one
embodiment, the patient has a G-Sn-Pog angle of about 169° or greater after the
step of administering. The G-Sn-Pog angle may be measured using conventional
equipment and calculations, for example, may be based on calculations of facial
angle derived from digital images of the patient, for example, using Canfield scientific
facial imaging equipment. Figure 1 shows facial profile and landmarks for calculating
G-Sn-Pog angle of a patient, which can be used to diagnose or determine the

presence and/or degree of chin retrusion, using know methods.

[00091] The methods generally comprise administering into at least one treatment
area of the face of the patient, an effective amount of a composition comprising
BDDE-crosslinked hyaluronic acid (HA), the HA having a degree of crosslinking of
about 6.5%, or about10%, and having a HA concentration of greater than 20 mg/qg.

[00092] In some embodiments, treatment methods are provided, the methods
comprising supraperiostally administering a composition, such as described herein,
into at least one treatment area of the face of a patient, wherein the patient has a G-
Sn-Pog facial angle of 145° to 165°. The facial angle value may be based on
calculations of facial angle derived from digital images of the patient, or using other
techniques. In accordance with some embodiments, the step of administering
results in the patient having an increased G-Sn-Pog angle relative to the patient’s G-
Sn-Pog facial angle prior to the treatment, for example, immediately prior to the
administering step. In some embodiments, the patient has an increased G-Sn-Pog
angle for a period of time in the range of at least about 3 months, or more preferably,
for at least about 6 months, for example, for about 9 months to about 24 months,
after the step of administering. For example, the patient has an increased G-Sn-
Pog angle for at least about 6 months, or for at least about 9 months, or for at least
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about 12 months or for at least about 18 months or for at least about 24 months for
after the step of administering.

[00093] In some embodiments, the treatment area is an area selected from the
group consisting of the pogonion, the mentum, the left pre-jowl sulcus, the right pre-
jowl sulcus, and the sublabial crease. The treatment may comprise administering
the composition into two or more of the treatment areas. The administration
comprises supraperiostally or subdermally injecting the compositions in an amount of
between about 0.5 mL and about 3.0 mL per treatment area. In some embodiments,
the amount injected into a given treatment area is no greater than 2.0 mL. In some
embodiments, the total amount injected in a single treatment session, over all
treatment areas, is between 2.0 mL to about 6.0 mL, for example, about 2.5 mL,
about 3.0 mL, about 3.5 mL. about 4.0 mL, about 4.5 mL, about 5.0 mL, about 5.5
mL, or about 6.0 mL. In some embodiments, the amount administered into a single

treatment session is about 4.0 mL or less.
Restoration and Creation of Volume in the Chin and Jaw

[00094] In one aspect, the present invention provides methods for restoring and
creating volume in the chin and jaw, for example, in sculpting, shaping, and
contouring across specific treatment areas of the face. The treatment areas may
include one or more of the pogonion (the most projecting point on the anterior
surface of the chin), mentum, (the lowest point on the chin), left and right pre-jow!
sulci (left antigonion notch and right antigonion notch), and sublabial (mental) crease
(the crease between the lower lip and the mentum).

[00095] The shape and projection of the chin contribute to the proportional balance
of the face that underlies attractiveness. A chin lacking projection is commonly
labeled a “weak chin” whereas prominent chins are labeled “strong chins” and imply
strength of personality. Several studies have suggested that faces with average
proportions are viewed as the most attractive and that juvenile features including a
small chin are interpreted as attractive in females while a strong chin and jaw are
interpreted as attractive in males. The appearance of the chin is a determinant of
perceived attractiveness and can influence an individual’'s psychosocial well being
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[00096] Average proportions are dictated by analysis of a representation of facial
profiles in a population and include the distances and angles between the nose, lip,
and mentum. Several soft tissue landmarks have been used in cephalometric
analysis to measure and diagnose chin protrusion and retrusion deviations from
average facial parameters. The intersection of the upper facial and anterior lower
facial components and the angle formed by the point on the glabella, subnasale, and
pogonion (G-Sn-Pog) has been extensively analyzed to understand the average chin
projection common among populations. The Burstone angle (Figure 2) has been
defined as approximately 169 for the average chin, and the approximate angle (168°
to 1699) has been confirmed in several studies.

[00097] Incrementally, deviations from the average chin result in the perception of
facial unattractiveness. Analyzing the relationship between facial profile and
perception of attractiveness shows that chin prominence plays a major role in this
perception. To understand the relationship between the degree of chin prominence
and attractiveness, a series of profile images altered in 2-mm increments from an
idealized profile image was presented to a group of pretreatment orthognathic
patients, clinicians, and laypeople. Subjects were asked to rate each image on a 7-
point Likert scale ranging from extremely unattractive to extremely attractive.
Ratings of perceived attractiveness decreased an average of 0.15 on the Likert
Scale for each 2 mm of chin retrusion and were apparent after 4 mm of change. The
degree of chin retrusion at which surgery was desired was 11 mm for patients and
clinicians and 10 mm for laypeople. The most attractive image was that which
displayed an ideal orthognathic profile with the soft tissue pogonion resting on the

true vertical line.
EXAMPLE 2

METHOD FOR INCREASING THE G SN POG FACIAL ANGLE IN A SUBJECT
HAVING CHIN RETRUSION OR A WEAK CHIN

[00098] A composition of the invention is administered as an injectable implant, by
subdermal or supraperiosteal injection in the chin and/or jaw area of a 32 year old
male subject. The subject complains he has a “weak chin”. The doctor measures
the subject’s facial angle and determines that the a G-Sn-Pog angle of about 150°,
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which is substantially lower than the classic Burstone angle of the average chin
(approximately 169°). The measurement is based on calculations of facial angle
derived from digital images obtained using Canfield imaging equipment and

software.

[00099] The doctor considers the subject’'s chin/jaw retrusion to be amenable to
correction with a treatment goal consistent with increasing chin projection

horizontally (in the profile view), not chin lengthening or widening.

[000100] The doctor believes that he can provide the subject with a more attractive
facial profile and a stronger jawline by using the implantable compositions described

herein.

[000101] The subject undergoes three treatment sessions, including initial
treatment, top-up treatment, and repeat treatment, as described below.

[000102] For each treatment, the treatment areas include at least one or more of the
following treatment areas: the pogonion (the most projecting point on the anterior
surface of the chin), the mentum (the lowest point on the chin), the left pre-jowl
sulcus (left antigonion notch), the right pre-jowl sulcus (right antigonion notch),

and/or the sublabial crease (the crease between the lower lip and the mentum).

[000103] The doctor implants no more than 2.0 mL into a single treatment area at
any of the treatment sessions.

[000104] The initial treatment is performed on the subject as follows. The doctor
uses aseptic skin preparation and administers anesthesia following his standard
practice. The application of ice and topical anesthesia may reduce injection
discomfort. Injectable anesthesia is limited to the treatment areas only is and
administered with certainty not to distort the planned treatment areas.

[000105] Using needles (27 gauge x 13 mm / 27G 1%2”) supplied with a kit, the doctor
injects the compositions described herein subcutaneously and/or supraperiosteally to
increase chin projection (horizontally in the profile view), as well as to aesthetically
sculpt, contour, and shape, limiting treatment to the pogonion, mentum, pre-jowl

sulci, and sublabial (mental) crease. Suitable injection techniques have been
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described above. The treatment goal is to increase chin projection (horizontally in the
profile view) and achieve aesthetic chin contour. The doctor determines the
appropriate injection volume up to about 4.0 mL for initial and possible top-up

treatments combined.

[000106] The doctor gently molds the treated area using manual manipulation of the
overlying tissue to achieve the desired facial contour.

[000107] A top-up treatment occurs approximately 30 days after the initial treatment
if desired by the subject, or if in the doctor’s opinion, optimal (full) increase in chin
projection and/or aesthetic contouring was not achieved by the initial treatment. If a
top-up treatment is performed, the volume of the administered composition as a
combined total (initial treatment and top-up treatment) is between about 2.0 mL to
about 4.0 mL. ). During this visit, the doctor evaluates the treatment areas for any
localized reaction and discusses any reported symptoms. 3D facial digital images
(frontal and profile images) are captured for objective calculation of the angle of chin
retrusion. If the doctor determines at top-up follow-up visit that optimal (full) increase
in chin projection or aesthetic contouring was not achieved after the initial treatment,

then subject is advised that he may receive a top-up treatment.

[000108] A single repeat treatment is administered at a scheduled visit between
months 18 and 24 if repeat treatment is warranted in the doctor’s opinion and/or is
desired by the subject. Injection volume for the chin does not exceed a total volume
of 4.0 mL for the repeat treatment.

[000109] Although the invention has been described and illustrated with a certain
degree of particularity, it is understood that the present disclosure has been made
only by way of example, and that numerous changes in the combination and
arrangement of parts can be resorted to by those skilled in the art without departing
from the scope of the invention, as hereinafter claimed.

[000110] Unless otherwise indicated, all numbers expressing quantities of
ingredients, properties such as molecular weight, reaction conditions, and so forth
used in the specification and claims are to be understood as being modified in all
instances by the term “about.” Accordingly, unless indicated to the contrary, the
numerical parameters set forth in the specification and attached claims are
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approximations that may vary depending upon the desired properties sought to be
obtained by the present invention. At the very least, and not as an attempt to limit the
application of the doctrine of equivalents to the scope of the claims, each numerical
parameter should at least be construed in light of the number of reported significant
digits and by applying ordinary rounding techniques.

[000111] Notwithstanding that the numerical ranges and parameters setting forth
the broad scope of the invention are approximations, the numerical values set forth
in the specific examples are reported as precisely as possible. Any numerical value,
however, inherently contains certain errors necessarily resulting from the standard
deviation found in their respective testing measurements. Notwithstanding that the
numerical ranges and parameters setting forth the broad scope of the invention are
approximations, the numerical values set forth in the specific examples are reported
as precisely as possible. Any numerical value, however, inherently contains certain
errors necessarily resulting from the standard deviation found in their respective

testing measurements.

[000112] Specific embodiments disclosed herein may be further limited in the claims
using consisting of or consisting essentially of language. When used in the claims,
whether as filed or added per amendment, the transition term “consisting of”
excludes any element, step, or ingredient not specified in the claims. The transition
term “consisting essentially of” limits the scope of a claim to the specified materials
or steps and those that do not materially affect the basic and novel characteristic(s).
Embodiments of the invention so claimed are inherently or expressly described and
enabled herein.

[000113] In closing, it is to be understood that the embodiments of the invention
disclosed herein are illustrative of the principles of the present invention. Other
modifications that may be employed are within the scope of the invention. Thus, by
way of example, but not of limitation, alternative configurations of the present
invention may be utilized in accordance with the teachings herein. Accordingly, the

present invention is not limited to that precisely as shown and described.
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What is claimed is:

1. A sterile composition, implantable subdermally or supraperiostially into the
chin area, jawline or nose of a patient in need thereof, the composition comprising a
crosslinked hyaluronic acid (HA) crosslinked with 1,4-butanediol diglycidyl ether
(BDDE);

wherein the HA concentration of the composition is greater than 20 mg/g;

wherein the HA used for crosslinking is made with a mixture of low molecular
weight hyaluronic acid and high molecular weight hyaluronic acid,
where the HA used for crosslinking is a mixture containing at least 50% by weight of
low molecular weight HA, based on the total weight of the HA;

wherein the composition has an elastic modulus between about 500 Pa and
about 900 Pa at 5Hz

wherein the composition has a cohesivity above 60 gmf;

wherein the composition exhibits an extrusion force between about 4N and
about 15N at 13 mm/min using a 1 mL COC syringe and a 27G x 13mm needle.

2. The composition of claim 1 where the HA concentration is about 22.5 mg/g.

3. The composition of claims 1 or 2 where the HA concentration is about 25 mg/g.

4. The composition of any one of claims 1-3 where the HA concentration is about
27.5 mg/qg.

5. The composition of any one of claims 1-4 where the HA used for crosslinking is a
mixture containing at least 70% by weight of low molecular weight HA, preferably at
least 90% of low molecular weight HA, based on the total weight of the HA.

6. The composition of any one of claims 1-5 where the HA used for crosslinking is a
mixture containing about 90% by weight of low molecular weight HA and about 10%
by weight of high molecular weight HA, based on the total weight of the HA.

7. The composition of any one of claims 1-6 wherein the cohesivity is between about
60 gmf and about 200 gmf.
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8. The composition of any one of claims 1-7 wherein the cohesivity is between about
60 gmf and about 100 gmf.

9. The composition of any one of claims 1-8 where the extrusion force is between
about 7 and about 12N at 13 mm/min using a 1 mL COC syringe and a 27G x 13mm
needle.

10. The composition of any one of claims 1-9 where the extrusion force is between
about 8 and about 10N at 13 mm/min using a 1 mL COC syringe and a 27G x 13mm
needle.

11.  The composition of any one of claims 1-10 wherein the composition further
includes an anesthetic agent.

12.  The composition of any one of claims 1-11 wherein the composition further

includes lidocaine hydrochloride.
13.  The composition of any one of claims 1-12 wherein the composition further
includes about 0.3% by weight lidocaine hydrochloride, based on the total weight of

the composition.

14. The composition of any one of claims 1-13 wherein the HA has a degree of
crosslinking of between about 4% and about 10%.

15.  The composition of any one of claims 1-14 wherein the HA has a degree of
crosslinking of about 4%.

16.  The composition of any one of claims 1-15 wherein the HA has a degree of
crosslinking of about 6%.

17.  The composition of any one of claims 1-16 wherein the HA has a degree of

crosslinking of about 8%.
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18. The composition of any one of claims 1-17 wherein the HA has a degree of
crosslinking of about 10% or about 6.5%.

19. The composition of any one of claims 1-18 wherein the composition comprises
about 25 mg of crosslinked HA and 3 mg of lidocaine in a phosphate buffer pH 7.2
g.s. 1 mL, and wherein the crosslinked HA preferably has a degree of crosslinking of
about 6.5%.

20. A method for correcting chin retrusion in a patient comprising:

supraperiostally administering into at least one treatment area of the face of
the patient, an effective amount of a composition comprising BDDE-crosslinked
hyaluronic acid (HA), the HA having a degree of crosslinking of about 6.5%, and
having a HA concentration of greater than 20 mg/g, where the HA used for
crosslinking is a mixture containing at least 50% by weight of low molecular weight
HA, based on the total weight of the HA; the treatment area being selected from the
group consisting of the pogonion, the mentum, the left pre-jowl sulcus, the right pre-

jowl sulcus, and the sublabial crease.

21.  The method of claim 20 wherein, prior to the administering, the patient has a
G-Sn-Pog angle of less than about 165° based on calculations of facial angle derived

from digital images of the patient.

22. The method of any one of claims 20-21 wherein the administering results in
the patient having an increased G-Sn-Pog angle.

23.  The method of any one of claims 20-22 wherein the patient has an increased
G-Sn-Pog angle for a period of time in the range of about 9 months to about 24
months after the step of administering.

24.  The method of any one of claims 20-23 wherein the patient has an increased
G-Sn-Pog angle for at least about 6 months after the step of administering.

25.  The method of any one of claims 20-24 wherein the patient has an increased
G-Sn-Pog angle for at least about 9 months after the step of administering.
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26. The method of any one of claims 20-25 wherein the patient has an increased

G-Sn-Pog angle for at least about 12 months after the step of administering.

27.  The method of any one of claims 20-26 wherein the patient has an increased
G-Sn-Pog angle for at least about 18 months after the step of administering.

28. The method of any one of claims 20-27 wherein the patient has a G-Sn-Pog

angle of about 169° or greater after the step of administering.

29. The method of any one of claims 20-28 wherein:

the HA concentration of the composition is about 25 mg/q,

wherein the HA used for crosslinking the composition is made with about 90%
by weight of low molecular weight hyaluronic acid and about 10% by weight of high
molecular weight hyaluronic acid, based on the total weight of the HA;

wherein the composition has an elastic modulus comprised between about
500 Pa and about 800 Pa at 5Hz

wherein the composition has a cohesivity between about 60 gmf and 100 gmf

wherein the composition has an extrusion force between about 8N and about
10N at 13 mm/min using a 1 mL COC syringe and a 27G x 13mm needle.

30. A method of creating or restoring volume to the chin or jaw of a patient, the
method comprising injecting a sterile composition, subdermally or supraperiostially,
into the chin area or jawline of the patient in need thereof, the composition
comprising a crosslinked hyaluronic acid (HA) crosslinked with 1,4-butanediol
diglycidyl ether (BDDE) and where the HA used for crosslinking is a mixture
containing at least 50% by weight of low molecular weight HA, based on the total
weight of the HA;

wherein the composition has an elastic modulus between about 500 Pa and
about 800 Pa at 5Hz;

wherein the composition has a cohesivity between about 60 gmf and 100 gmf;
and
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wherein the method adds volume to the chin or jawline of the patient for a
period of time in the range of about 9 months to about 24 months after injection of

the composition into the chin or jawline of the patient.

31. The method of claim 30 wherein the composition has an extrusion force
between about 8N and about 10N at 13 mm/min using a 1 mL COC syringe and a
27G x 13mm needle.

32.  The method of claims 30 or 31 wherein the HA has a degree of crosslinking of

between about 4% and about 12%.

33. The method of any one of claims 30-32 wherein the HA has a degree of

crosslinking of about 6%.

34. The method of any one of claims 30-33 wherein the HA has a degree of

crosslinking of about 8%.

35. The method of any one of claims 30-34 wherein the HA has a degree of

crosslinking of about 10%.

36. The method of any one of claims 30-35 wherein the HA has a degree of

crosslinking of about 6.5%.

37. The method of any one of claims 30-36 wherein the HA has a degree of

crosslinking of about 8.5%.

38. The method of any one of claims 30-37 wherein the HA has a degree of

crosslinking of about 10.5%.
39. A kit, comprising the composition according to any one of claims 1-19,

prefilled in a single-use syringe such as a 1 mL COC syringe, and at least one

single-use needle such as a 27G x 13mm needle.

29



WO 2016/128550 PCT/EP2016/053009

40. A method for facial sculpturing, such as for augmenting, correcting, restoring
or creating volume in the chin and and jaw area, in a patient comprising:

subcutaneously and/or supraperiosteally administering into at least one
treatment area of the face of the patient, an effective amount of the composition of
any one of claim 1-19 by injection of said composition; and

optionally massaging the treatment area of the patient's face, after
administering is completed, to assure that the product conforms to the contour of the
surrounding tissues;

wherein, prior to administering said composition, the treatment area is
optionally disinfected;

the treatment area being preferably selected from the group consisting of the
pogonion, the mentum, the left pre-jowl sulcus, the right pre-jowl sulcus, and the

sublabial (mental) crease.

41.  The method of claim 40, wherein the composition is injected using a 1 mL
COC syringe and a fine gauge needle between about 18G and about 40G, more
preferably about 25G to about 33G, or from about 25G to about 30G such as a 27G

X 13mm needle.

42. The method of claims 40 or 41, wherein the composition is injected in an
injection volume of less than 4.0 mL, such as about 2.0 mL, for a single treatment

area at any treatment session.

43.  The method of any one of claims 40-42, wherein the composition is injected in
a maximum total volume of less than about 4.0 mL for initial and possible top-up

treatments combined.

44. The method of any one of claims 40-43, wherein the pogonion is injected
supraperiosteally using multiple small boluses, wherein the mentum is injected
supraperiosteally using multiple small boluses, wherein the left and/or right pre-jowl
sulci is injected using a deep subcutaneous fanning technique, wherein the sublabial
(mental) crease is injected using linear, retrograde or anterograde superficial

subcutaneous threading.

30



WO 2016/128550 PCT/EP2016/053009

FIG. 1

1/2



WO 2016/128550 PCT/EP2016/053009

G°="glaballz Sn°="snbnzsals Pog"="pozoniony

[~

FIG. 2

2/2



INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2016/053009

A. CLASSIFICATION OF SUBJECT MATTER

INV. A61L27/20 A61L27/52
ADD.

A61L27/50

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

AblL

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

EPO-Internal, WPI Data

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

4 February 2010 (2010-02-04)
page 1, paragraph 13
page 2, paragraph 17

example 4
figure 1

A US 2010/028437 Al (LEBRETON PIERRE F [FR])

page 4, right-hand column, paragraph 61 -
page 5, left-hand column, paragraph 61

1-44

Further documents are listed in the continuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" earlier application or patent but published on or after the international
filing date

"L" document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

"O" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
the priority date claimed

"T" later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

"Y" document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

"&" document member of the same patent family

Date of the actual completion of the international search

12 May 2016

Date of mailing of the international search report

24/05/2016

Name and mailing address of the ISA/

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officer

Heck, Georg

Form PCT/ISA/210 (second sheet) (April 2005)

page 1 of 2




INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2016/053009
C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category™ | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A MARCOS BORRELL ET AL: "Lift capabilities 1-44

of hyaluronic acid fillers",

JOURNAL OF COSMETIC AND LASER THERAPY,
TAYLOR & FRANCIS LTD, ABINGDON, GB,

vol. 13, no. 1,

21 January 2011 (2011-01-21), pages 21-27,
XP008177767,

ISSN: 1476-4172, DOI:
10.3109/14764172.2011.552609

[retrieved on 2011-01-21]

page 21, right-hand column, last paragraph
- page 22, left-hand column, paragraph 1

Form PCT/ISA/210 (continuation of second sheet) (April 2005)

page 2 of 2



INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No

PCT/EP2016/053009
Patent document Publication Patent family Publication
cited in search report date member(s) date
US 2010028437 Al 04-02-2010 AU 2009278883 Al 11-02-2010
AU 2009278884 Al 11-02-2010
CA 2732788 Al 11-02-2010
CA 2732928 Al 11-02-2010
CN 102170855 A 31-08-2011
CN 102170856 A 31-08-2011
CN 103285423 A 11-09-2013
EP 2323617 Al 25-05-2011
EP 2326302 Al 01-06-2011
EP 2674147 Al 18-12-2013
HK 1189518 Al 31-07-2015
JP 5670899 B2 18-02-2015
JP 5670900 B2 18-02-2015
JP 5808848 B2 10-11-2015
JP 2011529762 A 15-12-2011
JP 2011529763 A 15-12-2011
JP 2014237718 A 18-12-2014
JP 2014237719 A 18-12-2014
JP 2016000350 A 07-01-2016
KR 20110040966 A 20-04-2011
KR 20110043730 A 27-04-2011
SG 102015054417 A 28-08-2015
US 2010028437 Al 04-02-2010
US 2010028438 Al 04-02-2010
US 2012172328 Al 05-07-2012
US 2013041038 Al 14-02-2013
US 2013041039 Al 14-02-2013
US 2013131011 Al 23-05-2013
US 2013244970 Al 19-09-2013
US 2014213546 Al 31-07-2014
US 2014213547 Al 31-07-2014
US 2015297790 Al 22-10-2015
WO 2010015900 Al 11-02-2010
WO 2010015901 Al 11-02-2010

Form PCT/ISA/210 (patent family annex) (April 2005)




CN 107223061 A

(19) e AR X FEE RN ZIRE

*‘D (12) % PR & Flen A

(10)EIF A S CN 107223061 A
(43)ERIEAFH 2017. 09. 29

(21)ERIFS 201680010274 .6 (7H)FFIBANA JL LA m =B A TR
AT 11285
RIBA KITFH e

(51) Int.CI.
A61L 27/52(2006.01)

. e A61L 27,/20(2006.01)
(85)PCTERER R\ E R AS1L 27/54(2006.01)

2017.08.14

(86)PCTEPRER BRI BRI HIRE
PCT/EP2016/053009 2016.02.12

(87)PCTEPRERIERI AT # iR
W02016/128550 EN 2016.08.18

(TOEIBA FER T AR A 7
k| RPN R

(T2D)RBAN J-X DRLGT N A« LRE

(22)B1EH 2016.02.12

(30) AN H
PCT/FR2015/050357 2015.02.13 FR
PCT/1B2015/000350 2015.02.16 1B

PORIZESRAE3UT BEWIA5130T P 10T

(54) % BR & TR
FHF e 98 L 3 78 B 1F T SRR AE 4 0 EL
A
(57)HE
AREERAL T — MR E, KT K
I ) 4 452 10 T 50 e 48 AR T 5 i ) 9 L 497 a1 )
TR R, ARG AP FE VR
FRAME BRI 25 B 5 T3 W IR 1 4
EW AR HE ARG T IRIT .



CN 107223061 A W F ZE Kk B /3 5

L. —F G AEY), Honr Lt 57 T Eis I E N B 55 ZHM B3 R E XL N A
AMEE R TR IZHEGMBE S 51,47 8 45K H imEE (BDDE) A2 BR Y 22 16 3% B JoT 12
(HA) ;

Horb Bk 20 A W0 I HAMKR FE K T-20mg /g +

Forb F T A8 BRI HA FH AR 20 1005 BH Jo I8 R 5 207 =028 B O R (1) VS 5 0 il

E*%?iﬁ%mﬁﬁﬁ%$mﬁéiﬁ%§meévm&%¥EMM&m

Hrh iR H &Y s R R 7E5Hz T N 2)500Pa % £7900Pa ;

Horp B 20 ARG A 1K T-60gmf 5

Horbfdi F Iml COCYVESS 23 AN27G X 13mmET ki, Frik 20 &M 5 I #E13mm/min N 4
ANZ 215N,

2 MRAEBRE R VTR I 54 , Forp BT iR HAR IR B 9 2922 . 5mg /g -

3 AREAUFIELR 12 BT IR 20 A4, Forb BB HATR IR B N 225mg /g«

4 ARHEBCRIEL R 1 -3 AL — TR I &9, o rp BT IR HAR K 5 R 2927 . Bmg /g

5. ARERRE R 1- AT — TR A &Y, b T B IHA N & THAR E &
TH 2 /D70 &8 % FHK 5 T EHARR A, ik 2090 % K 7 T & HA.

6. AR BRIZ R -5 E — TR &9, Hrh T B IHA N & THAR &
TH & /D90 E 7 % IR 7 T EHAFZI 10 E & % 1) /& 2 F BEHAR TR &4 .

7 ARAEBRNE R 1-6 R E— DT IR FIH 59, Forb B bl 614 £160gmf 2 £5200gmf

8. MRAEA RN EL R 1-7THHE— TR I H &9, Forb BT Rl 614 £160gmf 2 29100gmf

9 ARPERFNE R -8 AL — AT IR H AW, HoA fd F ImL. COCYE S #8 127G X 1 3mméf
SLIS, R JI7E 13mm/min A2 TNE Z12N,

10 ARFEAUR)E R 1-9FAE— T AT IR B Z4H-A4 , FoA Ad A ImL. COCTE 5 8% F127G X 13mméF
SLIS, R4 J97E 1 3mm/min T A ZI8NE Z110N,

11 AR ZL R 1-10-E— DT iR FI 454 , Forb BT i 28 6 0 0 25 R

12 ARAERCRZLR -1 T AT — TR A4, Horb BTk H & ik 60 5 B R 2 R A

I3 ARPERANE R 1- 129 — T id A &9, Kb prid A & id o &5 TR A&
VB EEIRIZ0.3EE % IR A2 R .

14 ARPEBCF B R -1 3 AT — TR R I 240 &4, Horb B iR HAM AS B B N 494 % B 4
10%.

15 AR ZL R 1-14-E— DT iR B 54 , Fo b BT IR HARI 32 Bk P R 294 %

16 AR FINZL R 1-15HE— TR FI 454 , Fo b BT IR HAR 28 B P 206 %

L7 ARIEAFNZR 1-16 - AE —TFTIR KA, Forb BT iR AR A8 BEFE N 218 %

18 AR AT Z R 11T AL — T IR A A9, Forb BT IR HARI ZZ BE EE A 2010 % 8K 4
6.5% .

19 FRAE BRI B R 1-18H AL — AT IR (1 416, o b Bk 41 & P60 25 72 40 2 B ImL ¥ pH
7. 2R IR 5 22 1Pl ) £ 25mg ) 32 BB HA R 3mg ) A1) 22 K AT, 3 .3 b BT iR 228 B A HA R 228 BE
PN Z16.5% .

20 ~$¢ﬁﬁﬂﬁEEE%E@?EF%”E*J%/%,A@%

Tk B b e B TR ) B> — MR TT XS T A RE I — R A, B H SR

2



CN 107223061 A W F ZE Kk B 2/3 B

7 BDDEAZ Bk 1) 3% BH JR R (HA) , FTiRHA B 296 .5 % MRS BL %, - TR A AWM EHE KT
20mg/gIHAMR FE , Forb FH T A8 BRROHA N & B 2 THA R B B 111 2 /505 & % K7 T = HA
FRTR A s BT VA7 IX e [ 0000 5 0 2 R ARG Y A N AT VA, DL KB R R .

21 ARFEALFINZE R 20 iR 1 77725, He AE BT IR 25 24 2 17, 26 T XK IR B BT idd 2 i 3
VG I T 08 1 B TR U5, BT I BB B R G-Sn—Pog f /N T 24165° .

22 AR HERLFNE R 20-21 AT — AT IR B 7 7%, Horb Bk 45 2454 fir ik 26 3% B 38 i) G-
Sn-Pog fJE .

23 ARYEAUR)E R 20-22 AT — T IR (1) 77 v, Hep fE 4R 250 R JE 1 2499 A & 45244
H IS ) BE BT id 2555 iG-Sn—Pog 1 £ 48 111 .

24 AR HERFNE R 20-23F AT —TRTIR B J7 vk, Horh TR 45 25 0 IR G i 22 /b 2064 AW, Bt
I 3 G-Sn—Pog £ B ¥

25 AR HERLFNE R 20-24 AT —TRTIR F J7 7k, Horh TR 45 25 0 IR 5 1 22 /0 29940 AW, Bt
W 3 G-Sn—Pog £ B ¥

26 AR IEAUR)E K 20-25 FAT— AT IR (1) 77 v, Hp fE R 20 RS M 20 20124 AW,
iR He 3 i G-Sn—Pog ff EE 38 0.

27 ARYEAUR) R 20-26 FAT— AT IR (1) 77 v, Hp fE R 250 B SR I 20 29184 AW,
iR He 3 R G-Sn—Pog £ EE 38 0.

28 AR AR LR 20-27 AT — T AT IR 1) 7 ¥, A fE4 2520 IR 5, Bk JE 1 G-Sn—
Pog M1 9 21169°

29 AR L R 20- 28 AF— T FTIR (1) J7 7%, Horr

Frids 215 W HAMKR FE R 2 25mg /g 5

Horp TR 2H A i BT A SR HA H 2 T AR B B 0 Z190 3 8 % IR 70 T 800% B i
P& R 2105 5 %6 1) /=3 73 ¥ 52925 IH o IR 1)

Horp TR 4 AR MR R E 5z R N 21500Pa % £1800Pa ;

Horb BT 20 A W0 kG A 1 N 2160gmf 22 £9100gmf 5

Forp A FHImL COCYE S 28 FN27G X 1 3mm&f Sk, Frid 2H & W55 H /75 13mm/min N N Z)
SNZE ZJ10N,

30. — = AR BB B E R EECR s AR 5 BTiR A ERE — M e E A A
MR R N EE R RN B B N E X e N AAME S 2 EE A 51,47
Fit — 2 7K H ik (BDDE) A2 B A 19632 B i 8 (HA) , I HL A B T ACBRITHAH & 24 THAR
a2 /D505E B % KD T EHARRE A ;

Horp TR A ) AR E 5z R N 21500Pa % £1800Pa ;

Horb B 20 A 0P RS A VR 2960gmE 22 24100gmf s LA S

HA e TR A S N AT B 10N E BN AME G I 2194 A EZ1244 A (A
BE S BT 7 v i Al i S 3 1 B B AN I A

31 AR IERCRIE R 3014 7712, Forbfd B ImL. COCYE 5 32 127G X 1 3mmé&L ki , BTk 2044
(%5 B 7745 13mm/min N R ZI8NE Z110N.

32 ARYEACH LK 3083 1 T71% , Horh BT IRHAR ZC BR L N 2414 %6 £ £912% .

33 AR HEAUR)EE 3R 30-32HH AL — Tl 5%, Fo b BT IRHAR) A2 B P N 206 %

3



CN 107223061 A W F ZE Kk B 3/3 B

34 AR HEEUR)EE R 30-33H AL — Tl 5%, Fo b BT IR HAR A2 B P N 28 %

35 MR AR EE R 30-34 H AT — T 77 ¥4 , Horb B IRHAR ZZ R FE N £910% o

36 AR HEAUR)EE R 30-35H AL — Tl 5k, FoHb BT IR HAR) 32 B PN 246.5 % o

37 R HEEUR)EE R 30-36 AL — Tl 5%, FoHb BT IR HAR) ZZ B PN 2085 % o

38 AR HEAUF 3R 30-37FR AL — T J5 vk, Forb T iR HAR) 2T BRFE N £010.5%

39. — AR &, A SR BRI E R 1- 190 — TR 4L &9, ATk 41 & Ywk 7
TE— IR MRS 236 a0 Il COCYEST 23 Hh , DA R B /b — 32— A S B 427G X 13mméf Sk .

40— FH T 585 R T SRR SR 1) O 2 A F T ISR IE B B BT A T R ECR A
X 5 (P AR AR S B 7 2 L «

] BT I B8 35 A T S5 ) 2 /0 — ANIR 7 X3, B I B N Bl IR 45 T S E BRI B R -
19T — TR A4 5 UL K

AT M 25 24 56 A » F2 BE BT BB 38 () T S 110 ¥ o X3, DA OR 72 5 445 6 ] Rl 2EL 217
BBR

HA TR T TR A AW 2 7 AT IR H S 3 TR 16T XI5

BT i ¥6 7 X 3 A s ik 1 Z00R0 s 200 22 R AIATVA A R ARATYA, A B N (B #EIR .

41 ARYEBURE SR A0 PR 1 77925, Herbfd P ImL COCYE 5 2% RN RIS (1) 1 S 0 569 ik 4.
G, ik g SRS N 29186 2 29406, FBALILE 225G % 29336, BLZ25G % 29306, #40276 X
13mm&t3k.

42 ARYERURIEL R 40884 LFTIR I 77725, Fo ot T AEATAR v 7 10 () AN I8 97 X 8k, J3 5
B 2064 SRR/ T4 Oml, B 412492 . OmL

43 ARAE BRI R 40~ 429 AT — TFTIR I 751, Hodh ek F A A I a6 7 A RERI b 78
BIT S TR LAY, SR AR N T 294 Ol

44 FRAE BRI R40-43H AT — TFTIR I 7515, oA (58 FH 22 U/ INHE R 5o 20 AT o 3 A T
RS A 2 RN S AT R R Rl R R R R R AR, i AL/
BN AT VA AT VRS s Sl B R AT BRIAT 3R B R N T X B R () A
JRHEAT ST




N 107223061 A W OB P 1/13 7

FT 2R A FT s M IE H BREHIE G AN TS E BV EA Y

[0001] AR BAMEFEHOPS S vl 3 S 214, F HLBE AR S K T i) TR S0A0 T 35 23 384 m
SERAIEC BRI AT S IR -

[0002] R BRIEFE T P VRS B AR AR A T AW, AFT B A AT LLAF IE (correct) 4L
R85 B3 b0t B4R AR 3 B PR (HA) 5988 VF 2 N\ e s 3 AR ) e IR IE e 5l 2 —
KA B A 51 I BUR SE URSE , FF LB A2 B I AT 30 1) o 248 K 22 B0 T 325 BH SRR 1) 12k
HARCWETITH R T IRIT R 88O #8 .~ 1 o] 158 % B AL (contour) Bl 5L
Ji B2 (volumize) , ¥INAEYIRI K (bulking) RUE (WHRN SR K& R o fF
AP TAE TS ) AL 2R A B ke AR BT 4T (shear) AHIE & A8 T2 1 Po vk B KA B2 A
1) o A8 3K 0 1 (1) G 580 1 AR P B 77) e KA ) ik g 2 — , o TT FIURAZE SX FE AN S 25 P00 kG
s 38 0 20 B AT THE DL ARV S O RE B

[0003] PRI, A 75 — FlvmT v 6 1 22 T-HA AR N0, 4 L ARr 0 T v DR e A R kb 184 Jom T 518 1)
S AR 0 0 B TR ERAG TR SR Y R 58 4, B W T3E 7S (augment) B IE N EL, 451 401 FH
T IS5 IE , 808 Bl T HE e 5 1IE &7 i R X ME AP RS B = R, H
58K 5 T P AT 33 51 R R A R .

[0004]  KHAVLSK, N EL BT ARBE N2 TS0 ) — AN BRI, B 5k 1 i T 5 AR
PR REAE AH SCIDE R 5 1) 5 25 B R o 388 5 g 5 /0 ot () A s B 1Y) R ER b o 55 TR L, T
AN EFRIE RN 98 T IX P E ARG N T AN 55 55

[0005] A JLIUAH 5E R B , HL AT~ 357 LU 45 A ThD 3B A R A2 e B W 51 0, I HoR B /1
N EINFFAERL N Lt A A 5] JTH TR BT BT AR %5 (expanded) f T EL AT &AL A
B AW G J70 T RSN B 51 I e R R, LR AT RS AN AN A2 O B
fg BRI o

[0006] 45 el o Rl I F AR K APERE AW E AL T a7 KT % F AR B AT
EEHERBILANEF 2 (American Society for Aesthetic Plastic Surgery) (ASAPS) fff
HATH TR ER IR FARZ —, H HE2010FELREIEIN 771%.

[0007] 4R ™ B2 AT BE A2 B T 76 B s A1 BT 58 % 22 BA A, T30 R i i) =0 2 — 2k
KA T AT B, e a2 (T 5E8) Dol 1 B TR (BOGR A M) 51 H) A2 T
BANKEFR o 1 A B R DR 52 M 6 35 T E2 RS0 o Bt o AR 358, 12 DX B B SCHE I s
AR ZE G AT (Gowl) BER kN FERH I HAE T ai4ME (jawline) HE5. T
E A T2 2 T 0 e 7 DAL P W TR v ) — b, JHG o o DAL ) AR A7 A TR 5 S B v BE A S
i E T KNG

[0008]  HH T~ T AIE AN LA R R & 25 B 0 B 48, R L HE RO SR R B H TR
WA R B S 4 AR B X S R SR AR A B R T /AN SR TR v M IE N E S 4R
TESE NIRRT, VR IT 1B TE N AN TR AR DA Sy S hek B8 e AN 7K AP S 7 7
o B L DY M TR P R ER A2 2K A1 85 (calcium hydroxyapatite) o 2R, T A X LR YT
J7 VA Wik o 5, R A ARSI AR BRI SRR i F AR REA S IE 1%
X3 T G S SR A - IX P 7 VAT e N RI& R SRR L , 3 375 R BRI . 3



N 107223061 A W OB P 2/13 T

2P AR ANEIRFE AR AL 5 2 K A TR IR R A S A RE TIAIAS R A B [ 3T 2

LZRAR

[0009]  [AIE, AR BHEEAE 7 —Fh ol S AU AY) H T 1Y (sculpting) , B0, T
FENI T B AN At [ SRR H SE 78V IE VB R B AR

[0010] A< % BHFRAE 1 87 INF () T 306 () L 5 T HAPKY &5 MUk e , ol 1 o)t She $i A3k 7 A T 4
AR B T 50 50 JB 1 22 A B BB 7 2 o AEDGE T L B T HAR 5 570, AR BH IR N W g it 1
U I I R FNEE T8, B R TEAIAR 2 1 B A ET v 5 160 TR s, 0 58 v e A e s 5 M
W IR PE RE I 4 A o A R BHAE NP ] T3 558 21 5 R A1/ Bf B 2S (8] (space) «fEVF 2
St 7 2=, BIR A N LETE S G A2 AT AR (moldable) fY, BRI 50 V5 5o BEANVE S X 48, (51 2
NEFT AR (Jaw) X380 24T RESE R ERAL AT .

[0011]  FrdtEAYIE T 5 S5A S5k A T IRTEGIZCERIE I BR (HA) A &4, rid
AT A 1, 4T 2B 467K H g (BDDE) 1, 4-X0 (2, 3-FR AL Tt 1, 4- X4 K
HMWAIET B 1, 2-X 2, 3-HENERL) Lm1- @, 3- AN -2, 3- ANt £ —
BB st 7 R, FTIR N0 H & & 4 5 BDDEAC BERIE I R (HA) I &9 . Frid &
WDIE G 9 a3k AR () BT Sk RS, IF HLRE RS TR TR I 78 B AE B AR AR AR B T, i dn
T 1T 4 B N 8 I N = A N1 < R T S O D A

[0012] 7 —2Esj 77 S+, HAW K T-20mg /g o 7 — 2L S0t 75 22+ , HAWK B2 9 2921mg /g
B Z)22mg/ g, B2 23mg/ g, 8% 24mg /g, B £ 25mg/ g , B £)26mg/ g, B #)2Tmg /g , 841 28mg /g ,
8 2929mg/ g, BL2)30mg /g B B K o 7 H B Skt 77 S, ik -5 ) KA HAMKR E 922 . 5mg /g
£27.5mg/g, {5125 0mg/g.

[0013]  FE—HESji )7 R, R4 2 BE S 2B H I T BT SUMNE Z B9 A& 2
244 A B [RI B Z 5 VRN T B8 1) BBl R S AME & T AR R RIS T (Lift) o fr
IRZH A RT DA T ASEEE Y, 450 G 3 ek 76 3 59 J5 — BN 1] Y OGN B 30 () 2H 2 AT 1) B 4
E o BT iR 21 & W ity gt ] B 8] o] A8 N B3 5 J5 2024 22 2948/ Nk 5 G IS) BT il 2 &5 W0 AS Fi 2
AT 1) I HAEAE NI 18] Y AR TR IR

[0014] 7 —LLSTjiti 7 =9 , Bk 4 & 9038 B0 46 R IE 57, 51 4n 1) 22 R THCT o 5l 4, 2054 ]
PLEFEZ10.3 % w/wh| Z R KEHCI .

[0015]  FEARIER) ST =, Bk 0G0 & FERE IR Sh a2 il (pHT . 2) A (19325 BH IR ¢
IS, Mt ide i S 2 25mg s MERER A 2 R A, A idi b &0 2 3mg , A ik A4 R KM 2 21 T

[0016]  fE—LLSLyti 7 R, HA W2 RS T EIEH FIR A S 7 T =& R IR 54
il 8o 41, £E FHAZ R FAIAE R 2 BT, 28 B 1325 BH B RR 7T LA 72 HH 2950 % £ 49100 % WK &
175 B Jo I 11 B o E — LB STt 7 S, 78 HAC R FAIAS IE /I, AZ IR 32 BH IR 2 HH 4970 % 22 2
90 %6 HIR 3 B35 W T IR il Bl o £E — S8 St 7 S, 78 FHAC GRS Ik 2 1T, S BRI 325 P o I
72 HH 2790 %6 RIS 70 5378 B Jo IR ) i o

[0017]  FEAZHCHT 3 B AR 2> T FEHA (51 a1 2950 % 55K, 4 #4970 % 52990 % K 41
TEHA) , T A A2 32 B8 & T B HA, SR p= A B R[] | Hop SR () B8 A AR A 1 K s e ,
A PR A A G R & T R R B B RS AT ) T R S A AT
[0018]  7F Ui /7 Rk, HARIAZ B FE N 204 %6 2 2912 % o 1 U, HAR AZ Bk M 2404 % 8%
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296 % BL 28 % B LI 10% o 1E— e st /7 R H , HARI S B B N 206, 5% o FEHL B SE il 5 B
HAR)AE BEFE )T . 5% VB8 . 5% B Z19.5% B #110.5% .

[0019]  FEAKEAM 5 —J7 1, J24t 7 H T8 IE B T BSR40 77 4 ik 7 8 4
TEBE P T E A I i s T 2R AL BDDE RS BR 1K B IR (HA) 206400, HARY
SEHREENZI10% , H A BITHAWK R T-20mg /g o 1 4, 7800128 1 S it 77 28 v, HARK) IR B2 9 &4
25mg/g.

[0020] 7R HARSLE R, HEYE S 5H2910%BDDE (w/w) A2 B K 2 T 5 1% B R
(NaHA) , 7f HAEpH 7. 200 BEIR #h 2% il b, 4 FL T i) Ak BE 9 29 25mg /g (i 4503 % R
FIZ AR (w/w)) , 1 HAEImL COC GRS SLER W) V4T 2% th At .

[0021] P iR ZH &4l dd e 40 ARG B &1 =k 55 e, 9 andet Sk (1) A& 925G 126G 276G 286 296G
85306 7F EARS B, BTk &1 276G X 13mm/27G1/2 X 26mm.

[0022] 5 HH Ju N DA — g il Ze g Pl iR 20 G ) M L 5 2 R 8% B /5 10 g (BLARINTE) . 451
U, A FH T ER L1 Iml. COCYES 2L FITSK 276 X 13mm&} 3k , H4 A% %% B ) — L6 20 44 LA 291 3mm/
min# N, B5H IR N Z94AN R 2] 16N, IR B N 2 JEE AR o 1 an, £5 8 Il N 21 TN 2
12N, R ZI8N A £ 10N,

[0023]  FEAK B 53— J7 1, AR BHFR A 1 T8 B AL B IR AN B T SRR (140, J5
i) T ) BT R T BB a0 A R E R AR R HH BV B T 48 4] 2 B E IR TT
X S 2 3R, Bk A & & AN 291 . Oml1 858 22, a0 292 . Om1 55 22, il 23 . Om1 85 %2,
#1404 . OmL o 15 2035 B B0 AR ) 1T S50 4 A0 W T B2, 490 4n B8 8 1) JE 4 1 B2 o Ve 97 X 48 nT DA
FE 1%k H ZET 55 (mentum) A2 R ARETVA A R ARETVA LA X JE N #8JR (sublabial crease) [
X35 . BT IR 1697 v BLH BT IR 20 6 4025 T AN B 2 MR 97 X8

[0024]  ASTHEIR () BFANRFAE , LA S PRI BT 22 34 I RF AR I B — AP 4H & #R R B FE FE AR R
BHYE R, 250 2 B FE R IX P2 A v I RHIE A B 2 [ B A — 21

4 &35 B
[0025] & 175 H AT ob 5 835 G-Sn—Pog £ £ 1A THI 0 58 BE AR 11E 250 (landmark) o
[0026] &2/~ H ) N EL ) Burstone /% .

B A

[0027]  FEA LB 5 R A FELLRAE B AR R R W0 R SCHEARHEIR I LR 8 S AEARTE R E
A B ZARTE I S SO OL T, BRARRr A4E t, 75 WIS N AR R SO iR AR
o

[0028] G fE VG b IR VE “407 45 5 AU AR N B BRA , A0 % b R s R e B AT LA
+/=10% 2L o 5 TV R 26 550, A 1] “297 DLk 3 7 R o s (Lower endpoint) AJ PAJk /b
10% , b3 55 (upper endpoint) 38 N10% o A B2 , A HIE A A TF 19 8 B0 8030 Bl v
DA 4t 1, RO AT MIRR A& 1 1] “497

[0029]  FEATCH, RoRHAR) “Jr 187 B I A 207 BB i R s LUE 2K (Dal tons) Ky
A E 17 Mw) .

[0030]  HAM /35 A& h [ 5 4L FE Il & , £ FH A FMark Houwink>< ZFUiHHEH
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[0031]  [E[HHGE (L/g) =9.78 X 10-5XMw0.690

[0032]  ARFEERPNZH 3L (HAL i85 1472,01/2009) H#l 5 1 75 3 , I [ ARG

[0033]  BRAESA U, i FEIMW AR T8 Mw) o T Hil& A &% HA S Y IITHAR A
TS EHA AR FEHAR/80h S50 FEHAR &Y, Kb & o FEIAN A FE K T4
2,000,000Da (B&[H A KK F2.2L/g) , LA/ T EHAR 4 F & /N T 411,000, 000Da (5%
] ARG BN T 1. 4L/ ) N, A K B A ) 1) & 4 1 = HAR P35 0 F & A Z)2MDa & 4
4.0MDa, #4033 . 0MDa (2.9L/g) - 7£ 55— SE 5, =431 EHAR 3553 F & A 292 . 4AMDa
£ 2)3.6MDa, #4123 . OMDa . f=y 73~ EHARY [E ARG B2 v K T-292. 2L/ g, Bl 292 . 5L/g £ 4
3.3L/g.

[0034]  fiL4>T-EHANI 2r & 1] N #£)200,000Da (0. 2MDa) % /N T-1.0MDa, 44121300, 000Da
(0.3Ma) & £7750,000Da (1.1L/g) , &% of LAIE BEA L0, 99MDa (1.4L/g) K5 EHARY
[ G RGBT A /NT 2914010/ g, 51Un#50 . 6L/g = 291 . 2L/ g,

[0035]  ffRikhh , (K53 EHAM BRI = 4 7 EHAM R 20 T B0 i L BIAFAEE S .
[0036] g ikt , {4 T EHARI & 2 T R HARI IR &9 2 A WG 4 1800 A o AT IR IR &9
CIEESEA (iR

[0037]  FEARKWIRI—AT7TH , FTid A &Y & BA &0 T 245 AL s T 24 1IHA,
HHEDTEASNEY > TEEKS TEHASNE > TERRDFE.

[0038]  ASSCAT FM “SCEFE” F 10 A2 K S ANHATRE B0 50 3 H AR e 2 42 B K A M 4544 5 B
WIARSCHT AT A SRR AN H G YH 73 T NEEE AN, 3 T AR AT N F 5 S A
Bt — 2 8 ORAER: THAH G B S o0 W, SR SHA- SR B e B B b R I8
Tk A2 B 5T HA B AA T B LU 3R A T =

[0039] WA SCHT I “ARACHRIIHA” 38 12 AR S BRI B ANHASR S0 53 T o AR 3E BRI HATE 1
TRIE ARV o 75 BTk 2H A5 4 A AR AT AT 32 b 0 358 2R S8 BRIRTHAZEL 43, 49 P A/ S 3 751 A B )
TN T BB A 2 X A 4 A R R AT BRI HA LR 4, L rR BT VS 0 A R 5 BBk T HA LA £
0.1mg/g % %)3mg/ g FEAFAE Uik b , R ACERATHATT LLZ0 . 2mg /g B 291 . bmg/ g FE A7
Vi

[0040]  7E B s /7 R, BTl Bk I A AN A7 AE AR S BRATHA , B3 2 /0 AR ) i R i &R
AZIRITHALL FEAE T 771 o

[0041]  ASCHTR R A BRI S , R e & (G7) 8, %3 218
A FHHEAR RS N AE A0 . 8% MR AR 7 LA S AE — AR VG I I & 1Y) o 7 — HE ST
77 &, ESHZ AN T I & (1) 45 V) ) SRR B O 29500Pa 22 29900Pa . 71 % T-HAR B2 R IH 78
FIRIAE DL T S X B R B 1, 9 HLd st AR A\ % T 89 ) T 5 B A Ptk m A B T
PTHHR .

[0042]  Kh&VEFRM R AR OREFI G T B BB 1, Bilhn, EFaxr U EI ik, BLRAEA
g 73 B8 R IR B AR 0 AR B 44 8 s 1 B8 7 o BRI AR R B, BT IR S I RS & P T L
NEA4k (= WDerek Jones“Injectable Filers:Principles and Practice” ,Wiley,2011,
3T o NG/ INIIEE A S (40 LmL) JiCE LI AR ST b o i BT A i DAAS A3 LR il —
AN/INHE (heap) o B AT B Bl 1) B AUBCE ERE S b, (A FE g se 2 s, i, MDA B T
AR B 77 1) SR BT IAAR S, AN RETR BIFE i o N T BRI — 5, IR BELL AR R SF R

8



N 107223061 A W OB P 5/13 T

BRRST o B AR M, K AR 0 Lo JBCE A o 38R X T ImL g JRe A4 k), £ FH 25mm B A2 ) AR

[0043]  FERTARME T — B IR, W o] B S ARORN R TH 2 8] P 18] B R £ 212 . 5mm . 752743 8
W B TR R N AZ AT A6 A7 B 5% 4% 1 5 RS e H A% 2 21 (8] R 55 52 280 . 9mmbs] , 10 A% i £EVK ) 7
] (normal direction) LN /7 (Fn) o

[0044]  — HL[H] B 55 B IR 20 . 9mm, 1% R G0 0] LARAS 1270 Bh o 75 M HATE] , P4k 48 13047 TRk
D A T IR F303— 4k, B K T 46 B & 1 BT A 5 AN T UA P BCT ¥ 48 (RSP
18, 3 G HoAh B A rb s 25 BT 15 20 0 7 S48 o W5 76 2 0 ) R 4 3 0 485 R (2435 3]
R AN T 2 [E) B e 21N . Omm TR B FE B 4 B K IR R 4 77, 3F Bz R 46 718 T e
TR FE B RFAEAA

[0045]  EfAkth, 20gmf (0. 1962N) B TE K1) J1 R m A K B & X BIRS & AR 7248 K B
(1) N SR AN B BRI R 46 B I 8 i A B ARG S P o W= 0 R R 1
2)5gmf o FEAS KA bR ST, AT S AR R 2 D Z160gm , 41l 12160 28 29200 gme F) = Al
B, FE L St T F R R A N Z160 E £5100gmf , FHOR R TR\ 5T AR
MR R JJAE R J7 (normal force) B BT -

[0046] 75 {7 BRIF A AN P 25, an b5 SCHPRE A1 K A B 1 PR b Hh 3 R B AL 1 4 T
77 (W RFR G 25/ M 3R Je SLap MR B G o BB RN & PR I AT DL B HY R 7 1R B 285K
(0 B A AR AL AR R ARG A 1 BRSSO U SR IR AR B T R 77, 1K R
FEREAT T LR AERT , AR A 1 B kL 5 B B IR S MM R AL S B8 2 AE AR K
R R S0, BT 26 ) 2R 30 H R KT IR P AR B R 7 KT R R S P DU ARE NI R 2
AR E S TP

[0047] 7 FEECAG T L 7~ 451 STt 7 S b, A BH B R N P BCHE e 70 B R S PR )
T AAY, HnT Lt 7 BeE i AR N B 5 E A B 0 R B X BT BT AR
w5 R B G I T RS BB BRI FE M B TR EEE RS 51 ,4-T S E
47K H % (BDDE) A2 [ A2 9632 BH J R (HA) ; I ELAT IR 2H & T HAR B K T-20mg /g o 51l
7E—BEs i 7 S rp  HAVR N 2022 . 5mg /g, 8L £925mg /g , B 2127 . 5mg /g « F T 22 BAFHAT] LA
FH A 431 230 B R R i 43 1 2230 W JR IR PR VR 5 W il o 78— BE S T R b, FITiR 2 &9
7E5Hz R i g R B A £9500Pa 2 £1900Pa , 7 R &1 K T 2160gmf o A FlHb , 75— Le 52 /5
I ImL COCYE S 28 FN27G X 13mmET Sk, ik 4G5 tH 376 13mm/min T A 24N
£ 215N,

[0048] R KB —ANJ5 T, ABXS T 1 & 10 2 THAR BB IH 7SI &, $e 4t 7 B olcE
(42 T B8 7700 R R S A 2 T HARI R N o TE AR A TF 9 25 1) R e 524, AR B TR\ ) 4
AT ARAE B2 IR 78 70 AN B 3B T8 o AR & BH AR\ ) FI3E 78 7702 286 T3 BH SRR (HA) FIHARY 24
2 TRz R (5 4nidE BE SRR BN (NaHA) ) o tHFR 4L T il 51X Se 4 S Wi J5 1k DL SO Se 2]
VI %

[0049]  WdEASCH S AT, 1 B R (HA) o] D4R AT 2 10 iE I R £, JF B AR (EA R
T 3% B IR (NaHA) 325 BH ot R 441 328 TR B+ 375 BH IR 45 S L2 & JHA R L 2455 bn 4%
IR T AR

[0050]  whAb, 75 HL A BRI 0% S it 5 8 R, — Pl 22 bR 7] () 9k B R FE 3 3 T i 21 &
VI SR AR BT T B P I 1 o 22 /0 — ol ey SRR I 711 ] e 208 R [A] (ambucaine) i 32

9
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Fill (amolanone) B KA (amylocaine) . J A& KK (benoxinate) KAk F K
(benzocaine) « W £ A (betoxycaine) . KXMWIZHEE (biphenamine) « A btk & [
(bupivacaine) Afifih &K (butacaine) <& 7 | Bg (butamben) Ai3H KA (butanilicaine) «
T & (butethamine) « T FEPH R X (butoxycaine) « £ F[X (carticaine) (5 & [
(chloroprocaine) . A& %Z BE A (cocaethylene) . A] £ [X (cocaine) «FF £ KA
(cyclomethycaine) #iffi KA (dibucaine) & JEFK (dimethisoquin) « — H KA
(dimethocaine) ‘HIWR % (diperodon) XU Z4EMK (dicyclomine) « 2% 7K 2 T3
(ecgonidine) «ZF 7B (ecgonine) & L% K& KA (etidocaine) B—fL KK (beta-
eucaine) Ji ¥ ¥ (euprocin) AEIB A B (fenalcomine) .formocaine . ¥ 7 & [
(hexylcaine) J2 ] KRl (hydroxytetracaine) - X & JE 7 F R 57 T HiE - ~o & R A FF s R 5
EVW IR (levoxadrol) FlZ £ K (1idocaine) s IR KA (mepivacaine) 3K
(meprylcaine) \FEAM K (metabutoxycaine) ‘& H ki & & K& (myrtecaine) gk <A
(naepaine) «F]Z KA (octocaine) - & KA (orthocaine) « B EH £ [K (oxethazaine) X
LR (parethoxycaine) VAEHR-R Al (phenacaine) KW} Ik &R [ (piperocaine) L%
KA (piridocaine) I 4 —EE .+ —Mf (polidocanol) « E4i &K (pramoxine) N iZ A
(prilocaine) & K[ (procaine) \INE KK (propanocaine) . X &K
(proparacaine) - AWK KA (propipocaine) A& F X (propoxycaine) & A KA
(pseudococaine) ML KX (pyrrocaine) - #UR-K X (ropivacaine) JK#EE. T KA
(tetracaine) FEF]FR K (tolycaine) s =H A (trimecaine) WEFif (zolamine) & 'EA]
() £ o AE— N STt JT S, BITad 22 20— M RR I 51 4 DA R 22 R RTHC LR B R 2 R R o A
SCHTR A ST B R 2 R~ RIR A TR -G YR 290 1 B 5 % R 4558 5 % , Bl un
BHAN 0.2 E X BL . 0 & % AE— Lt 7 B, Frid & R A1 F 2 R
WRENFTRH SV 290 . 38 % (w/w%) o ARSIk -& ) R 2 RIS AT L2 VR T
BT, X IR AR AR YT 28 A0 T A X B35 1 i

[0051] A BAZH & Wy n]iE it DL T 20 B & - 3R 4L anNaHAZF 4 T8 = 1 2i AL RO HARA R 5 45
HARTRK G S BT IRHART R A BT 75 10 4+ &, a0 B 75 EL B A 7+ 2 A s 43 1 R HAR VR
W s FEAT BT 5 LG AR 7K A T HARE BE S G ) S BRFRIAS IR LA RS B (1Y) 225 T HA RS B Jie « SR
Ja A DR e AT LI - 2R 75 22, mT LI &8 R 2 R IR (DRI 1) 2 - DR ER R £6 1 1R
PR ER) BV, LA BCHA/ ) 22 R [RIEE IR o BT A9 Gnid ast R BY 1) 04T 2% R & 18 Bt e 234k . R
Ja B SIS YN E S8 R SRR SO A TR ¥ S g s s R K
o, 8 3 v K b 0 A YD HEAT KB Bl AE 22 /0 49 120°C 22 29130 °C B TR EE AT/ B 2 20 2
12155 /~FJ5 g~ (PST) 2 ZJ20PSTH e 3, 85 /020157 b 28 25 1553 B IS 1A] B o 4 K B
(RS 5 S amt Sk — R fu e, DLt R A H .

[0052] B EAAHh, B IR HA AL RE AT DL AL & NaHA ) 25 48 80 A, 451 01 20 7 >R I i NaHA 2
Y B HARDRE AT DA SRR , 1 0=k 5 A XS 5et o 3 2 AR 2 2 , HARPRL AT A A HA R S5
PRI A D — R e 22 B (4 53— PR i 8B (GAG)) AL o

[0053]  fE—Ffiifil| it BTk 2 -G W00) J7 v, K 4 B T J B NaHAZF 4 AE B P v v 7K & LA™
PR SE IR AINaHAE L o 76 2 PR e AR 53 B BB YA 2 P T /K ErNaHA , Bl An{E AN R T
A AN (NaOH) E AL (KOH) (BRS04 (NaHCOs) S B (L10H) S5 ) K PV o

10



N 107223061 A W OB P 7/13 |

FIT 15 B Bl 2 B P pEOKE KT 7. 5.0 BT 15 AR i 4 I P pH T B EL A K F- 91 pH, B K F- 10/ pH,
KT 12/ pHE K T 13/ pHo

[0054] iy idk i3 it A Hh 1) R — 22 R AT LS F G ) S BRI SR S B 7K B () Bl PENaHA B IR
()25 B8 o S BRI AT DA 8 ) i FH A 22 0 A AT AR e ek 2 i i AT S8 BRI AT AR )
— P A& A BRI N L, 4T I 4K H ik (BDDE) .

[0055]  7E 55— NSt 7 2, FEHAZT 4 /K& A TA] L 38 3 78 27 28 B 771 (151 4nBDDE) [ s 14
WP A 1 = o E AR EA4E R A KSR 58 HAR A B .

[0056]  FEAKBHZH G WIHIHAZ 73 b, SC R FE R 22 /0 294 % , IF Hofp =i i 2912 % BDDE/HA , w/
w, BN Z£110% , Bl U218 % , B U216 % , B U1 214 % o 7F — A B AR SLHE 77 R, B E A 2
6.5% o £ — LS 77 FEH  HARI ST BRFE N 2065 % o 78 B il 5 =vb L HARI AZ BR FE R 24
7.5% 8 218.5% 8 £19.5% \5{£710.5% .

[0057]  WIHE7K & () A8 BRI HAGE I K LA SRAS e 75 FTHAWR B2 o 28 B m ad i vh AISE BRI 7K
ErHAEE S S B, 451 4 3@ 5 n N &5 76 TR AHC 1K) 7K 18 TR o SR I 140 1 J A 1l TR 2k 22 o 26 K
(PBS) ¥ H TARIR N IK 2 B B (1]

[0058]  H i AT LAE Ik 5 R 7 v R At A Bt Je , 4] Tar PR gk TR ks % v o5 A U e R DA [l
BRI RTRL , LLES € A4 BE B pHIF F2 R AT ART A SN F A2 B 7 o BT BAIIN B304 R 7K B il 14 7K
VSV DA P 38 1 5 W e HA ) R B2 381 B 7 WS BE o AE — S8 St 7 2, K Bk 2 & ) T HAVR
P 2K T20mg/ g, B U 22 2)25mg /g o £ B L7 S8, AFHARFAT W FE B2 LA1R 21 2
21mg/g,#122mg/ g, #)23mg/ g, #)24mg /g, £126mg /g, £12Tmg /g, £128mg /g, #129mg /g B 4]
30mg/gPJHAV ¥

[0059]  fEH R s 440 G B HE A R A (19 an ) 22 R ERD 59 S8t 77 28, T DL T 44k
(1) A2 IEHASE R 1T pH LA ASE T 38 5% P 1 R i B 1 5 DA 75 BT it v F 1) pHAEL A K T 2407 . 2, 1 i 2
7.58#18.0. %5 Bn] LU AT A A38 1 73RS B, 45 3 ok 1 458 J12 in N 3@ 22 P #sNa.OH
KOHNaHCO35%,LiOH , BRAT AT He e i 7 1 TR/ 5 v L &40

[0060] SR J5 ¥ 5 B 1 BRI 711) (91 G ) 22 R AT, i) 22 R RTHC L) I N 21 464K 1Y 58 B NaHA
B A o N, 75— RSl 75 R rh 8 R 22 R RIHCT A W] {6 9 5 FH 7K (WRT) T 85 A (1) 6 oK T
AR A T A HA/ P Z R G W) E A B (1) A bR () pH L SR 22 i el it
K R R INaOHHEAT A1 , (6 BT IR BB AR e v B & R 2 R IR e A & vl B 1 A
Z R NFTR A SV EDL0. 1 8 % ELASER Y%, FlunZ)2E & % , BiE 5 — sz
210, 3E 8 %,

[0061]  FEINIAFIZ RFHCL 5 , B FE AR Z R ERHCTHATE], AFHA/ F 2 R R EE AL B2 &
WAk, LA B Pl — 80 (consistency) AR & M) 1 FE 5 50 HA/ R 2 R RIEEIR .
Hidetth, 51400 BRAUHE FSZ 4 I BT ) TR G IR BT RS , CLSR AR AR IR A -
[0062]  FEMFHAZH AW SIZ Ja, Pl — 8 B AR A B FTHATS W BB I I\ 2 BT iR 54
H DL 1

[0063] 7S g S, FE SIS , AR BRHAR IE B IIA B iR H &P

[0064] SR JE ¥4 BT IR 2 G40 51 N3 88 5 KRR o BR A0 AR U8 B 15, w4 FH (1) 3 S 2% 60, 46 A 40
S R D B8 0% 3 328 R P 7 R LTS TR A A W AT ART v S 4 o VR S AR 1 U S AR B LE o 2
0.4mLZE Z13mL, LR Z10. 5mLZE 291 . 5mLELZ10. 8mLZE 292, 5mL o 1% P S AR AR 593 5 2 1)
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AR FHOCER , BT IR PN AR E 3 S0 R 1 B o S 78 R4 G- W0 B 75 I 55 1 0 R R 3 SR BEVEAE
BT iR 94218 5 O 2 4mm 22 299mm , FEALIE A 294 . 5mm % 296 . 5mm, B 204 . 5mm % 28 . 8mm., Itk
b, INVE S 2% 8 16 HAZH & W B 75 1 5t DR B e Sk AR o T 168 R 4D 6T Sk RS 8 o B 36
Z18GE L1406, 5k #th 21256 % £933GEL L1256 % 430G FLKS » 1 4n , 78— Be ST 77 =
W BT IR 2H A W28 N ImLy 5 2% A8 2764 Skt 5

[0065]  —Fi ik (1) Ty i 28 (Filled syringe) F 7K B J5 2 i3 v B K B 28 . i B 2K
B A IR R SIS (o sture) YR A HE N2 75 2 K B B FE T BRI 4 2 A
I 14D KT L P T R PRI (8] o] B b0 B b o 1 , TE VRS 8 v AE 2 /0 29120 C &
£4130°C B B R P T KB o AT B8R B EXCRT REAS I FHIE o 78 — L8 STt 7 = H , BTt
JE IHOR T R B R A F IR RE o KB R T R 22 /D 291 0 B B 2920 73 B ECE 4K

[0066] KB I 55 — 75 v B 6 A FH 0 2601900 AT 2R FE 57 ok v A e R 0SSP i AL i
IR L J5e FIE K B AU, I BRI R0 H T T I B 7 S8 R ™ i o

[0067] KR} ) 55— Fh 5 vE A48 A T AR A3k A 0 0 %) FH T 25 SR BT Bk ) A% G IR e S VR
IR R L& A HALL S RS 28008 H bR, 9 ELBE S 0 K R SE B B AN 75 B0 w4 Je . A
b, AT A g RS E AR TR ANk (UV) Ol v BRE a] Y Ao sl AT A e i K Bk
BB LR BEB I R AR B AT AL Judf) , Pt s I AR B A AR sl B4 fRHAZH 590

[0068] ikl , 7R A U B 4H A WK B TE) i A7, AR AR e fe e o ol i, 7E7E 292 8 2584 IR
FERTIRE N AEAFIT , VF 2 AR A S P e A7 ABR v 296> A 20124 . 2918/ AsliZ24
A AEGE K R — AN BAR S 7 Z2rh, 2 B 25 1R IR E IR T, iRk H-& e 2 /0184 A
[ R ) B P A e 1Y) o 75 55— AN ELAR STt 7 R, fE2 B 25 8% IR FE IR, BT i 24 & 4 15
F2 /0244 F B ] B A2 R g 1

[0069]  FHT-y3 49 A2 K PR ZH A W0 BOR o] DLAR B AU AR} £ B R EX ) DA B2 265 245 1 A2 Ak« I8
WA B S LA RS VRS R/ B A S DS I BT TR B PR s X ST A
ZCFER R  NAATE CEFA) W LAKJE R G #EIR MG IT LAIK 2 5 AR 1 1E e
NI T ELFRBR o G 1y S R R UR Eh A AL 2, (R T RIRR AR e BT AL & — A
254 . OmL I f K BARFR X6 T R IRTT » o VR 1294 . OmL o FEARAR[ Y6 97 WHE] (treatment
session) , FUVFH AL L2 . OmLyF 3 BB AN VE T X 38, oAy 7 X 3ot 2 SORZET A 20
NEATA CEERA) JBAKE TR G FEIR .

[0070]  FEVESS A K B G 1, 097 X33 AU IS W 5 , DAB AR il v S S 78 A 2 4
Y B B (ot i B B AR 15 4%

[0071] ARG, MAZK PR AL 276 1/27 /276 X 13mmi) 4 Sk % 432 2% 5 2% R 9518 H 48
F) o TEVES AR B G W 2 1T, AU AEZEF (plunger rod) i~ B 20 LLUA UL A= & i
HAF LIt HAE T AR BT AT & 7= dh

[0072]  ARBAMAH G Wi T 77 GRS S I A R B A&, 1 I8 57 Bk K Bt
Ak B AR I 5 o W 82 52 R O IR BN - LT AR A & ) O s S A R B &40
B N S B 7 B R R S AL 1) S 0 I A A ) 45 4 o FhI (aspirate) DABAORBEA MK [F1 A
HAR ISR S v 7E 1L N I

[0073]  mJ DA FH 22 IR /INHEVAE X Z00HTT e 330 AT B B e 558 o o] LIS FH 22 /N, 0 it AT
BB AT RS IR Z B2 T Y (deep subcutaneous fanning) $AK, %f F Al AT (2
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A BEAT VRS o nT DA B 2R 1 L 100 AT BRI AT (M3 R % N & JE (superficial
subcutaneous threading) %, %) F (i) FIR AT IEST .

[0074]  FEJGRYT SE R , PT AR AR 4% BE VA T T AL, AR OR 7= i 38 50 00 A1 IS & A B L 2 6
J38 o QSR R AR T FE I IE , Vi AR e i BE A 2 (R B T B X3k, DASR T B R R

[0075] NN AR B A A e NI A (LS ) o 4502 B 5 R 51N I T e 34 ZE 1
B, I AT R T EORE S B 2E o S 1A ZE RIS ZEMDREIR B HE , SR AEAS B L 5] 1 BIAZE 15 3 5 35
AL PEIRG » JE AR H v S DX 3k L ] 52 B0 M A0 S A (W S BPVE & 1 (blanching) , BA R
e gt I 2EL 23 (451 Gt Bl A P A/ I B X R A W) 1) AR A

[0076]  7E/INTH AR b3k v 3 dh B K B Bb v S BT 3 7= T S B0eT IR HLRE A &5 B
(Tump) F1/BAE 5,

[0077] {5 RIS AT PR BRI, S A R B A 2 A 0, ¥ e 38 21 it in 8+ 2 4F &, 5]
I 208 MR Sk k) S5 s o B B S, ISR AR Sk 5L B R/ R IR TR 2 A4S 1k S, BAR 1k
505 H BLE B R IR TR SR A 45 o o A A8 FIAT PR BRI, PEVE S T 46 2 /T, W R4 SR Ar
TR FHL .

[0078] R4Skl b 8 , AN BN AT ZEAT L1077, 12 A5 1R VRS I E s kT 2k

[0079]  Gn SR AEVESS JE Va7 DX 3 B Jif I, DU R 465 K S 0 F [ b e FH 3% 350 67 o W 2R 52 3
FE RS AL, B0 SR RN, B AR T AT AR A IR S R AR RSREUE MR TT
[0080]  FEARIEISEHE /7 b , A K I 20 A 0 2 FE B R R 22 P (pHT . 2) w1 3% B Ji
PR JC , P e L B o 29 25mg s R ER TR A 2 R 1A, fI i b L B2 204 Smg , L% B A AR 4D A2 2]
LImL, 4 e 49 dnn L — IR P S 2% v, G R 3 B O IR ¥ A 55 BDDEAZ B o TS5 ot P 255 1)
B0 mL— R PRV S 8 DL S S — R PR Sk (B14an27G 1/27 /276 X 13mmE} k) 40T — ANk
I G AEE) b SRR N B B B HGE (moist heat) BT KB . — IR PEER kAT
T IR KA

[0081] A BAIIA EGWN S 76 F T8 58 F0 7 AR T R AR AR (9] dnn e T B0 1 ALK 38 ) 7
AIVESHEAY) R 2 R B BIAEE RN T IR TT Bk 52 335 (1) 0 o

[oo82]  sijiifsl1

[0083] AR & A% K WA S i 451 1 AT v S AR\ 20 1) 1) 2%

[0084]  FRELTHSG TR 4> T &N Z10. OMDal) i B R4 (NaHA) 2745 (0.9g) 35— 72 5%
H,

[0085]  WREUTZE T4 T 5 N L3 . OMDafINaHAZT 4 (0. 1g) 34 s,

[0086]  #E20°CZE50°C N, K5 M Rl AN [H] & e INaHA & 9 , I HAE1 % A B AL BN VA T 31T
B IR G 1Z 2/, LLSRAS HE AR IS ST B P HARE A

[0087]  FEERAM[ AR K Tk BRI AS R, 4T B 457K H il (BDDE) 7E1 % &5
AR HR R R 22 44K 10 % BDDE (wt/wt) o

[0088]  [m) B MHAKERR I 10% (wt/wt) BDDE (1g i 4% il % HIBDDEVAR) & T3 iR &4
BEAT WL 24k

[0089]  SRJ5 AT IR G HIAESOC R IRKF3 A 4.5/,

[0090]  Fifi J5 K T A3 I A BRI HASR B WNR N & SRR (1 W R 2R 22 73k (PB) Hh LAF& 2 pH.
[0091] 7 JEbs an e SRAS I AS BR T HA SR & W03 N B R £k 2 B v v » DARR 25 % I M2
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AZWRFATHA , AT FR AR i /K B A, He P RS R N 24065 %

[0092]  fRikih, 7E 1 FHBA PR Eh 22 il b, 1 B & 0 1 E B THARPELK & DAIRAS ARSI
HAE R o 1% Tl oA 22 B (T HASE I o] 4 N B A2 BRITHAZH &9+, A s HAYR B B = 185 %
w/w) »

[0093] AR5 BT 18 A /K S BEAT MU S0k LA R B X I 3 21 R N 2 e Ik
K K IS AR

[0094] P 7HC Bk Je g ] LA Jd It A RA Sk (91 an 27 80 A%) BEAT B2 R Bl B b 45 24 11 AT
S-S ZH SR T8 5 VB (contour) B A2 TH# AR (1 n7E AN R E R A
X3 E &1, AR S BT ic 81 .

[0095]  FEAKBHI)—NJ5 T, $& At 7 AT o8 58 35 TH e 3R (1) 7 V2 o 9 G, 75— LE S i
Zr AL T T N G-Sn—Pog il ¥ A £ 9 51, 451 FH T 38 50 A B G—Sn—Pog [ 1 £
JE o N, 45— st 5 2R SR T R TR IE B I R S 4EIETT ik EAR K —
e S 7 Ze VAT I R W) UE 1A 9T 1 G-Sn—Pog [ #6 A1 FE AN/ T£1165° 3697 Ja » BT
IR S35 1 G—Sn—Pog I &0 £ FE 14 I, BT H0 Af BE K TR 46 36 97 15 B°) T 0 A B8 o AE — > S it
TR RGP R G, il B 1 G-Sn—Pog [ 7 £ & N £169° 84 5 K . G-Sn—Pog ff & 7] i
FH o B0 8 A5 HE AT I, 5, AT 48 FCanfie l dBMA B ¥ &, 3 T th B 1 B
KIS 2 R T AR B U T BT H 5 B 38 10 G-Sn—Pog £ FE 14 THI 35 56 56 14 1iE
A B R0 77 I TR 2 W slRf 8 T B 4RI A7 AR R BRE B

[0096] R id J5 vo il i L4 ) £B3 THI AR 1) &2 /b — /MR T X3, 28 T A AR IR B — R &
Y, Bk 204 40602 BDDEAS Bk 1) 3% B 72 (HA) , HARI S BR B2 N 206.5 % B 24110 % , I H ik
HEYEA KT 20mg/ g HFIHAKK FE .

[0097]  7E—uesijii 7 b, 34 TR T i, BTiR O VR A A (B an AR SRR T8
B AT 2 B A D — AR YT X I, o BB ) G-Sn-Pog [T A FE R145° &
165 o [HI 0 A1 FEAEL W] 2 5% 1 A 10 £ B85 2 T3 A B2 () o E B sl 4 Al BoR 75
B P THT 30 A8 P A B o AR — S S L MG TR T RT (BINAE IR 25 24555 BB 2 R BRI
G—Sn—PogHl ¥ M 5 , 45 25 1 20 BR 24 B i 78 25 (1) G—Sn—Pog TH1 45 A B 39 o 75— Le St 77 58
W IR 2P IR G B — B[R], /02934 F BUE ARG 2 D 2164 H L 12594 A &= 49244
A, Bk % B S8 N8I G-Sn—Pog [ FE . B 40, 7E45 24520 B Ja 1 22 /b 2964 H , 8L & /b 24194
A, 8 E DA 124 Hal B /D418 AT E D 22440 B, firidk B3 B A5 80K G-Sn—Pog £ J¥
[0098]  7E—LLSTit Jy 29, VAT IX ek 3k B DA 9 X 3« R0 £ W20 A2 AR VA A T A
HIVA S LS N R R 97 T LA A S04 T P N8R 2907 X k. AT b 25 245 L 4
E T AEIT X IRZ0. 5mL 2 293 . OmL I AT B I b BO% R VRS o 7R — sl R
NG EIRTT XA AT 2 . OmL o 75— L85t 7 B Hh , £ AR IT B —— P AR I7 X
Wb ——E S B R E N2, 0mL A 296 0mL, B 41292 5mL, £93.0mL, £J3.5mL, £4 . OmL , £
4.5mL,25.0mL, 295 . 5mLEL 26 . OmL . /£ — $E 52 it /7 B, 78 AR T HHIE 4R 2 2 N 2
4.0mLEYFE /D,

[0099]  "REEANFa AR FIE R B AR

[0100] 7 —ANJTIH, A B4R AL 778 S A0 R AR 48 & B AR AR R O 1k, 49tk A
TH] F8 AR T VR 7 X 3 M L SR TR RN e B AL o 697 X 3 ] DAL S — N B2 AN R s CREE AR
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I E e R ) 2 CF A B KR e T aa VA A T & aG VA CAe (5830 6 A R ) 1]
f# (left antigonion notch) A MEENT N Al A S I Y #8 (right antigonion notch)) PA
KJET GE) F8IR CF 8 A2 B IR

[0101] "R EEHITRARAN S A B TR AW 5 77 AR 350 1) e EU 4511~ 7 o 368 5 b 52D 7 1y
PN EARIE R 55 N E, W H B R B ERIE R R R B HEE R T AN RS . A L
TR FE 2R BH 5 FL A~ B B 5 B 5B 45 A N = g A W 51 ), IF B B 5 /N R ) D KRR
R 2P A G 51 380, Tk s i T EL RN R S A 55 e I 5| 0 T L AU RN
W 51 3 de g R 2, I HL AT e sz A~ A A 20 2R A Btk .

[0102] P51t 1] o 36 sk %o B A A (1) T B 4E R ) /s B e dr R e 1, HE A &7 8
ERFNZ ] ) B AN A T o ARSI B A i D8 T LA S SRR AT A3 DA = A2 W
Y-S SHAALE B FERT SR (protrusion) A5 4a B o X3 58 34 50 AT S RT R 356
A AT JETE] 55 A bR T S AT 5 (G-Sn—Pog) 1 f T T B M EE AT 2 1
B, BT ABE R LB R E S I R E I Burs tone M FE (B2) & XN KR Z)
169°, 3¢ LAl A1 5 (168° 22169°) EL7EJ LIFUF 7T Hh 73 E A A o

[0103] 5P 35571 2L f1%) i 22 B84 ok = A= T 358 AN B A R 51 7 SR o 43 i T 50 58 )38 5 511 g
A A 8 R, N E SO AR U A R E H LR O 7 3E T R ERE
g 51 S 18I 58 &, — FR 1 S BRARSS B EGAH B B8 9 2 22K DA () 35 i 46 R S
B —H IR YT I I B I IREE AR A 4 ZR 2R E 1L BT/ Liker t B8R4
BRI BV, WARFAS B 5] B H B AW 5] J1 06 T 822 K0 T8 548, 78
Likerts R FEAEIW 51 71 1Fr 2P R0, 15, 3 HAEAZ KRB0 5 , BN 51 J1 094y
WA SR iy ILE o T B A PRIR AR 1T 5 5 77 AT SRR N B S 46 A% FE 9 1 lmm, 17
X AET LN 39 10mm. s AW 51 J100 S 9 Re s Bos H BRAR I IR A B R, R
V& 1E (resting on) HIEMHEH 45 b A Z%0HT 2

[0104]  SiZjsti {2

[0105]  HTEERA TEE4aEEs TR H 8 mS GN POGIHIHS A FE /) 77 %

[0106]  JEISFE32 % 5P 52l 35 1 T B2 RN /BT G X 38R R AT B BRI B VEGT KA K
B2 S RN AT S A4 T T IR S 48 At A — A “55 T SR AR D& 1 524k
IR AR S, R0 2 G-Sn-Pog A £9°150° , 3% K KUK T-F3) T E 4 #Burs tone /i
FE (£9169°) o i 15 /& 3 T M FCanf'ie 1 d 5 ¥ £ AR AF 3845 1 2 = UG T 45 1 %) T 08
AR5

[0107]  ERAE N NSZIAE B N E/ T a0E 4 T X PR I, B G T H AR 7K Pt
NERH (ER TR ) A FER KR .

[0108]  [PEA= N\ NIEIEAE FH A STk a2 S 90, 4t i) DLA SR S A 5 2L 51 771
T 8 J R B B 1) T AT

[0109]  4n'F Prik , 521838 & 7 =G I I B, AR WIAR 697 kb 78 (top—up) 097 MIE R G
JTo

[0110] S T RGBT , VAT DI AL S 22— A ERZ AN L V67 X 48 200 s (R AR
[ b R ) 2 CF ) KA A2 R A ET Ve e MEET R A3 AR s IR A5 T s
1 CEMEEIT T AT A AR A A/ B8 N AR (R s Az 2 T8 i F89R) o
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[0111]  FEATART G T Hila], B AR AR BN VR T X 3N AN AN R I 2 . OmL 6

[0112] X2 AT IR R 7T a0 R o I AR A6 B JE B8 % Bk AR B (preparation) , JF4% Mt
(AR HESAE AT ORI o it FH /K 0 Ja5 38 PR B P 9By S AN 3 o VR S RIS PR T30 97 X 38k, 9 L
Fiff 2 VR SR BRI P 2 25 AN 2 A BT LRI ¥ 7 X 38R T

[0113]  fi FH R A B3R L i 4 Q7308 X 13mm/27G1/27) , & AR il fz T A /8 i b vE
AR SCHTIR I A P UL BN Bt (FE ST AL o KT, DL R AT 3625 E ) 2R
e ERALRIIBTE , [RI PR M T XA s A R ATV B R GBI FEIR IR TT - A S
FARCACEAE L 3097 B AR AR B (RS5O KT ) RS BRTF A 36 27
() B FE R o 25 A= i 5 F T 41 & I WI GG VA TT AT RE I RN TS 3697 10 A 38 T AR N B i ik )
4.0mL .

[0114] = 2B ff I 78 S A1 2300 N L ERAE RIR 38 (mold) Y97 X 38K, LA S B 75 O T
HRECER o

[0115] 4 SR a2 ik 3 75 B, o dn 4o R 5 A6 0 s, B W AR TR 7 AR BB IR B B A/
B SERC BRI B R (524 390, WIZERI AR YR TT Ja 230 KRBT HN 78 ¥ 97 - W SR BHAT#h TR IR YT
BT s T B SR AR FR DL & i & (W16 TR TT AR TR I697) 1H 292 0mL & 294 . OmL 2 7] . 7E
AR HATE] 5 2= AL VPAk V6 7 DX S AT AR J3 50 s B2, HE 1T VAT AT ik 35 HDEIR o i 3R 3D I 35 45
K& (ETANEE BREME) , T T S48 A R TT 5 an SR A= 70 b FE i B 15 o 2 4]
BIGIT G ARBEAR B N LY B3 2R R BRI B A (5 4%) BN, T B i 32 33 T A2 4h 7
1BIT -

[0116] a5 SR 4 W 2 2B () W A A 75 A/ sl 32 i 3 A T R IR T, WIAE 18 %24
A HHAIE B € i R 45 F R E R IGIT A FEERTT, FEESERAEL4 . omLE
JSELN AN

[0117]  REFCLE—CREE MR UL 1T A K B, {552 NS BAR , AN TF N 1Y
FT 286135080 , ¢ B ARSI H RN AR AR 2 5 SCH BRI EL R AR 72 1 A 5 B Y L ) 4%
N, BEBEIRAS X AN 2 A F0 AR B IV 2 481k

[0118]  BRAE S Ui A , 75 ) S B i 78 Uk B 15 AUBSUR 2R b i G ATl R s R I &
PRI (9 23 ¥ 5 R S5 AR8) I BUELTE BT B 1B 0L T #BE ARAE “40” 184 . IR B A A A
a7, 75 T8 B 15 0 BT B BOR 22 3Rk w4 1 ) B8l 2 BN IR AME , 1230 AU E T AR 4 A5 i A
R RAS 0 30 B8 M O SR o B G BR AN 2 1K el PR it St AR R 2 e 91 R 1740 45 ) DU 4] I
8N BUE 2508 /D BOZ AR B i 25 10 250800 1) 2008 Fd o B FH 385 38 5 N AR K
o

(01191 LA Je8) BH AR i B 1A 20 o i TRl 11 0 Y Tl AN S 50 I AU, (LR LA S it 9] H 71 1
(1 KB S ] B RS B IR 38 1D o SR T, AT i 500 0 o] A b 0, 5 70 3 &% B R0 0 s Hh A7 7E 1Y)
WA IR B 1 e 22 7 A ) i e i 22 o R I B A R B R 2 B L ) B i R N S R AR
1B, LR ARSI e 451 o 51 HE 14 B AR R AT BB RS R 1) SR T, A A B50{EL 40 [ A 25 72
25 H R E6 W 52 P A7 TR 28R EH FR i (22 7= 2B 1) Bt iR 22

[0120]  ZEAUR)E SR o] LAl R IR - AL e e A By AR HE— 25 IR ) A S
N TFFH BARSZ it 5 58 o 24 EBURI B R AR I, o8 2 SR AR F A 13 R AR s el s s, i
PEARAE “Hy -+ LB I EFEAUR B SR o AR F8 5 AT A ZE R P IREUR Ay o ok P AR “HE A
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Eb L R ORI SR I R RE AR AR ORI BLR A 2 SE B 2 S A AN
HTIRS AL R S LA R A5 B o A ST SR ORI (K A 5 B 110 SE it 7 5 A S FP A0 2] 4 e B
bt 1 R A S o

(01211 222, B 4B, AN S T (0 A5 W 10 SI it 5 52 06 AR i W F D 82 10 28 491 P
AR B TR A AT BRI A T TR, 38 3 7 451 v = BRE 1 30 75 3, T AR A SR 0  F
AR I %k 3K (configuration) o R, A A BT AR T Br#E A th A FER AL
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L G-Sn-Pog

K1

G*="JH[E 5 Sn ="RF T, Pas™=" iniE g
&2
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