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METHOD OF APPLYING AN INJECTABLE FILLER

Related Applications

[0001] This application claims priority to U.S. Provisional Application Ser. No.
60/953,661, filed August 2, 2007, hereby incorporated by reference in its entirety.

Field of the Invention

[0002] Methods and systems for using dermal fillers are disclosed.

BACKGROUND OF THE INVENTION
Description of the Related Art

[06003] A variety of methods and substances exist for adding volume or firmness
to a subject or subject’s face for cosmetic purposes. Despite the fact that such methods are
being used with ever increasing frequency, the art has seen little in the way of developments

in regard to certain aspects of these treatment methods.

SUMMARY OF THE INVENTION

[0004] In some aspects, the present disclosure provides a method for maintaining
and/or prolonging injectable filler composition efficacy. This can be especially relevant to
increase the aesthetic benefit of implanted materials.

[0005] In some aspects, the present disclosure provides a method of injecting an
injectable filler such as hyaluronic acid (HA) so that it provides longer lasting, superior, or
longer lasting and superior benefits. In some embodiments, these benefits can include
improved volume and/or firmness to a subject’s skin.

[0006] in some aspects, the invention comprises a method for providing an
injectable filler composition to a subject for cosmetic purposes. The method can comprise
performing an initial treatment session on a subject that comprises a first injection of a first
injectable filler composition into the subject at a target area, thereby providing an increase in
volume and/or firmness to the target area. The method can further comprise performing a re-

treatment session on the subject. The re-treatment session can comprise a second injection of
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a second injectable filler composition into the target area at a time subsequent to the initial
treatment session. The second injection extends the increase in volume and/or firmness of
the target area. The time subsequent to the initial treatment session is in the range of 1 month
to less than 9 months, and at least one of the first or second injectable filler compositions
comprises hyaluronic acid.

[0007] In some aspects, the invention comprises a method for providing a target
area of a subject with a continuing increase in firmness and/or volume following a re-
treatment session of an injectable filler composition. The method can comprise identifying a
subject that will benefit from a continuving increase in a volume and/or firmness of a target
area during a period following a re-treatment session and continuing for at least 13 months
after the re-treatment session. The volume and/or firmness can increase throughout this
period. The method can further comprise performing an initial treatment session on the
subject. The initial treatment session can comprise a first injection of a nonanimal stabilized
hyaluronic acid and thereby provide an increase in volume and/or firmness to the target area.
The method can further comprise performing a re-treatment session on the subject. The re-
treatment session can comprise a second injection of the nonanimal stabilized hyaluronic acid
into the target area at a time subsequent to the initial treatment session. The subject’s global
aesthetic improvement scale can continue to improve for at least 10.5 months following the
re-treatment session. The re-treatment session can occur 2 to 6 months after the initial
treatment session. The subject can maintain at least a 1 point improvement in a global
aesthetic improvement scale score and/or a wrinkle severity rating score for 18 months after
the initial treatment session. In some embodiments, the subject receives no additional
mjections of said nonanimal stabilized hyaluronic acid to the target area, except for the initial
treatment session and the re-treatment session.

In some aspects, the mvention comprises a kit for providing a continuing increase in
firmness and/or volume from an injectable filler composition. The kit can comprise a dermal
filler, a syringe, a needle, and instructions to 1) perform an initial treatment session on a
subject. The initial treatment session comprises a first injection of a first injectable filler
composition into the subject at a target area, which provides an increase in volume and/or

firmness to the target area. The instructions further instruct one to 2) perform a re-treatment
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session on the subject. The re-treatment session comprises a second injection of a second
injectable filler composition into the target area at a time subsequent to the initial treatment
session. The second injection extends the increase in volume and/or firmness of the target
area. The time subsequent to the initial treatment session is in the range of 1 month to less
than 9 months. At least one of the first or second injectable filler compositions comprises
hyaluronic acid.

[0008] These and other embodiments are described in greater detail below.

BRIEF DESCRIPTION OF THE DRAWINGS

[0009] FIG. 1 1s a schematic depicting a protocol for a study involving
comparison of a re-treatment session after 4.5 months with re-treatment session after 9
months.

[0010] FI1G. 2 1s a table outlining the schedule of procedures for a trial study
involving comparison of a re-treatment session after 4.5 months with re-treatment session
after 9 months.

{0011} FI1G. 3 is a bar graph summarizing results from a trial study. The bar
graph shows a comparison of the percent of responders that received a re-treatment session at
4.5 months to the percent of responders that recerved a re-treatment session after 9 months.

[0012] FIG. 4 is a Iine graph summarizing results from a trial study. The line
graph shows a comparison of the improvement resulting from re-treatment at 4.5 months with
re-treatment after 9 months at the indicated time points.

[0013] FIG. 5 is a line graph summarizing results from a trial study. The line
graph shows a comparison of wrinkle severity from re-treatment at 4.5 months with re-
treatment after 9 months at the mdicated time points.

[0014] FIG. 6 is a line graph summarizing results from a trial study. The line
graph shows a comparison of the improvement resulting from re-treatment at 4.5 months with
re-treatment after 9 months at the indicated time points. The data used to prepare the curves
represents the completers subset of the data.

[0015] FIG. 7 15 a line graph summarizing results from a trial study. The line

graph shows a comparison of the improvement resulting froim re-treatment at 4.5 months with
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re-treatment after 9 months at the indicated time points. The zero time in the graph
represents the time immediately following the re-treatment time.

10016] F1G. 8 is a graph depicting the percent of subjects with at least one grade
of improvement from baseline by visit for the 4.5 month re-treatment.

{0017} FIG. 9 is a graph depicting the percent of subjects with at least one grade
of improvement from baseline by visit for the 9 month re-treatment.

0018} FIG. 10 1s a graph depicting the mean improvement from baseline by visit
for the WSRS results for the re-treatment at 4.5 months.

[0019] FIG. 11 is a graph depicting the mean improvement from baseline by visit for
the WSRS results for the re-treatment at 9 months.

10020] While the subject matter of this application can now be described in detail
with reference to the figures, it is done so in connection with the iltustrative embodiments. K
is intended that changes and modifications can be made to the described embodiments
without departing from the true scope and spirit of the subject invention as defined in part by

the appended claims.

" DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENT

[0021] It has now been realized that the standard method of adding volume or
firmness to a subject by administering a dermal filler (for example, via a single treatment
session), while adequate for some purposes, has various shortcomings. The present
disclosure provides various methods for administering dermal fillers, and particularly
hyaluronic acid based dermal fillers, to subjects. It has now been discovered that a specific
manner of repeated administration of such dermal fillers (a “re-treatment™) can result in
numerous surprisingly superior results. At a first level, the repeated administration
techniques described herein can not only extend the effectiveness of the injectable filler, but
actually provide for effectiveness that lasts longer than what would be expected from two
independent applications of an injectable filler. Simply put, in some embodiments there is a
synergistic result when the described method is employed that provides for results that last
for a length of time that is surprisingly long. Furthermore, in some embodiments, the degree

or extent of the improvement itself, at various time points following the re-treatment, is also
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improved over what would ordinarily be expected from two unrelated administrations of a
dermal filler; thus, not only is the duration of the benefit extended, but the degree or extent of
the benefit itself is also improved. In addition, in some embodiments, the timing of the re-
treatment session can allow one to maintain more of the benefits from the injectable filler
throughout a continuous period, without losing some of the benefits of the initial treatment
session. Furthermore, in some embodiments, the actual amount of dermal filler required to
obtain the above surprising and superior results, 1s surprisingly less than the amount required
for two traditional treatment sessions. In some embodiments, not only does the method
provide a synergistically long lasting and unexpectedly high level of volume and/or firmness
throughout the longer period of time, but such results are achieved with substantially less
dermal filler than would be expected for two separate administrations. As described herein,
not atl of the embodiments will exhibit all of these superior and unexpected results; however,
many of the embodiments can exhibit more than one of the above noted surprising and
superior results.

[0022] In some embodiments, the methods described herein involve applying an
mjectable filler to correct areas or locations that appear to lack volume or are “under
volume,” and, at a subsequent time (as a separate treatment session), re-treating the area with
the injectable filler composition. As noted below, this retreatment session will occur within a
specific time period and/or before the subject might otherwise believe that they would benefit
from an additional administration of the injectable filler composition {(absent the information
provided in the present disclosure). In some embodiments, the re-treatment session is
provided within or less than 9 months from the imtial treatment session. In addition, in order
for the re-treatment session to provide some of the benefits described herein, at least one of
the sessions will involve an injectable filler composition that can induce or stimulate collagen
preduction (such as a hyaluronic acid-containing composition). In some embodiments,
further surprising and unexpected results can be obtained if the re-treatment session is
provided less than 6 months from the initial treatment date. In some embodiments, re-
treatment can slow the rate of resorbtion of the injectable filler after re-treatment. In some
embodiments, re-treatment can slow the rate of resorbtion of the injectable filler after re-

treatment by maintaining tissue expansile tension. Thus, in some embodiments, the re-
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treatment procedure can provide results lasting for at least 13.5 months if not longer. In some
embodiments, little or no loss of volume is observed after about 18 months after initial
treatment.

[06023] In some embodiments, re-treatment can be performed, for example, prior
to the occurrence of an unfavorable change in wrinkle severity in the treated area. One
advantage of such an embodiment 1s that a substantial increase to a subject’s baseline wrinkle
severity can be avoided throughout a longer duration of time. Thus, in some embodiments, it
has been appreciated that the timing of the re-treatment schedule can be such that one can
reduce decreases or losses in a first treatment’s effectiveness, while still providing for a
second treatment {the “re-treatment”) in a sufficient period of time to allow for the enhanced
duration of effectiveness of the treatment.

[0024] It has also been appreciated that many traditional techniques do not take
full advantage of the charactenistics of volumetric fillers. Thus, some of the disclosed
embodiments are useful in allowing one to improve the results of treatment with injectable
fillers. In some embodiments, re-treatment provides continued improvement of volume
and/or firmness. In some embodiments, the improvement is continuous over a period of time
up to about, for example, 13 or 14 months after re-treatment. In some embodiments, the
improvement is due at least in part to the stimulation of collagenesis. For example, re-
treatment can increase collagen production by fibroblasts. These, and additional aspects, are
discussed 1n greater detail below. However, these aspects are not to be interpreted as limiting
upon the claims, unless explicitly recited in the claims themselves.

[0025] The present description first describes various terms used in describing
various aspects described herein. A general description of various embodiments of the
administration methods is then provided and is followed by a more detailed description of
specific aspects of the methods and vanations. An additional section regarding additional

embodiments is then provided. Finally, examples of using the various methods are disclosed.

Definitions and Various Embodiments
[00206] The terms “injectable filler composition™ and “injectable filler” are used

n their ordinary sense as understood by those skilled in the art and thus include a

composition that can be admimstered through injection into or beneath the skin of a subject.
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The injectable filler composition should not be unduly problematic for the subject receiving
the composition. As can be appreciated by one of skill in the art, there are a large number of
compositions that can be used as a filler for various embodiments disclosed herein. In some
embodiments, the fillers are dermal fillers. In some embodiments, the filler is selected from
RESTYLANE® and PERLANE® dermal filiers. Examples of fillers inchude those disclosed
in U.S. Pat. Nos. 5,633,001, 5,007,940, 5,827,937, 5,128,326, 5,399,351, and 5,143,724, as
well as PCT Pub. No. WO 87/07898, all of which are herein incorporated by reference in
their entireties. In some embodiments, the compostiion i1s a cross-linked biocompatible
polysaccharide gel composition. In some embodiments, the composition is formed by
forming an aqueous solution of a water soluble, cross-linkable polysaccharide; initiating a
cross-linking of said polysaccharide in the presence of a polyfunctional cross-linking agent;
sterically hindering the cross-linking reaction from being terminating before gelation occurs,
an activated polysaccharide thereby being obtained; and reintroducing sterically unhindered
conditions for said activated polysacchanide so as to continue the cross-linking thereof up to a
viscoleastic gel.

[0027] In some embodiments, the injectable filler 1s characterized by its source.
In some embodiments, the source can be biologic and/or synthetic. Biologic injectable fillers
can be those that are derived from a living organism. Synthetic injectable fillers can further
be divided into two groups, a) man-made fillers for which there 1s no biologic counterpart
and b) man-made substances for which there is a counterpart biologic. In some
embodiments, the injectable filler can be characterized by the body’s ability to clear a product
without external intervention {e.g., these can be biodegradable or nonbiodegradable).

[0028] Examples of biologic, biodegradable fillers are those that include matenals
derived from organism, human, and/or animal tissues and/or products. Examples of such
fillers include the following: hyaluronic acid, (such as the following: avian HA, bovine HA,
and non-animal stabilized HA (*NASHA", e.g., RESTYLANE® injectable filier)), collagen
(such as collagen I, collagen II, collagen IIl, cross-linked and/or noncross-linked, bovine,
porcine, human, and autologous collagen). Additional examples of collagen based fillers
include ZYPLAST® (collagen derived from bovine tissue}, ZYDERM® 1 {collagen derived
from bovine tissue), ZYDERM® I, (collagen derived from bovine tissue), EVOLENCE™
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(porcine derived collagen), and FIBREL™ (porcine derived collagen). As can be appreciated
by one of skill in the art, in some embodiments, the injectable filler 1s self-rephcating, and
can mclude living cells (such as collagen-producing cells or fibroblasts). Thus, in some
embodiments there are injectable fillers that are biological and are relatively long lasting or
relatively “permanent.”

[0029] Synthetic, biodegradable, imjectable fillers include RADIANCE™ and
RADIESSE™ (microspheres of at least calcium and phosphate ions) injectable fillers,
polyacids and polyethers described in U.S. Pat. No. 7,192,984 (e.g., carboxymethyl cellulose
(CMC) and polyethylene oxide), and LARESSE® (polymer, polyacid, and /or polyether,
similar but not identical to HA type materials).

[0030] Synthetic, non-biodegradable, mjectable fillers include injectable fillers
that are not readily broken down in the body. Synthetic, non-biodegradable, injectable fillers
can include mnjectable fillers that mclude a biologic component {and vice versa). In some
embodiments, at least a portion of product cannot be significantly broken down by various
body processes. Additional examples of synthetic non-biodegradable fillers include the
following: ARTEFIL™ (polymethylmethacrylate (PMMA) microspheres suspended m
bovine collagen), ARTECOL™ {polymethylmethacrylate (PMMA) microspheres suspended
in bovine collagen), polymethylmethacrylate (Plexiglas) in bovine collagen -carrier,
denatured, silicone, and various polymers, polyacids, and polyethers. In some embodiments,
the carrier has rapid biodegradation. Of course, as can be appreciated by one of skill in the
art, in some embodiments, any one, combination, or ingredient of the above fillers can be
combined with the other fillers {or alternative fillers) in various embodiments and for
particular results.

[0031] As can be appreciated by one of skill n the art, inmjectable fillers need not
be categorized by both their source and their ability to stay or be cleared from the body. That
is, some fillers can simply be biological, synthetic, biodegradable, or nonbiodegradable.
Additionally, as can be appreciated by one of skill in the art, some injectable fillers can
include parts or aspects of various combinations of the above or following substances.

[0032] Examples of injectable fillers include a substance selected from the

following: collagen, fat, human or animal derived collagen, bovine collagen, type 1 collagen,
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type II collagen, type III collagen, 3.5% bovine dermal collagen cross-linked by
glutaraldehyde to form a latticework, natural human collagen, autologous collagen,
polymethylmethacrylate microspheres (optionally suspended in bovine collagen), suspension
of collagen fibers prepared from the subject’s tissue, human tissue collagen matrix derived
from cadaveric dermis, the polyacids and polyethers described in U.S. Pat. No. 7,192,984
(e.g., carboxymethyl cellulose (CMC) and polyethylene oxide), acellular human cadaveric
dermis that has been freeze-dried, micronized acellular human cadaveric dermis that has been
freeze-dried, cultured autologous fibroblasts, hyaluronic acid, non-animal-stabilized
hyaluronic acid derivative, microspheres of calcium hydroxyl appetite suspended in an
aqueous gel carrier, dextran beads suspended in hylan gel of nonanimal origin (e.g., 40- to
60-um in diameter), solubilized elastin peptides with bovine collagen, silicone, solubilized
elastin peptides with bovine collagen, poly-L-lactic acid, Gore-Tex (PTFE), glycosylated
collagen, PMMA, bone-forming calcium apatite, cultured human cells, expanded
polytetrafluoroethylene (e-PTFE), SOFTFORM® of ePTFE, and some combination thereof.
Further examples of injectable fillers include the following: AQUAMID® (comprising water
and cross-linked polymers), ARTEFIL® (polymethylmethacrylate (PMMA) microspheres
suspended in bovine collagen), LARESSE® Dermal Filler (synthetic, biocompatible
polymers, non-HA gel comprising absorbable medical polymers), ARTECOLL®
(polymethylmethacrylate (PMMA) microspheres suspended i bovine collagen),
BELOTERO®, BIO-ALCAMID™ (synthetic reticulate polymer (poly-alkyl-imide),
CAPTIQUE™ (non-animal hyaluronic acid), COSMODERM™ (human collagen skin filler),
COMOPLAST™,  CYMETRA®, autologen, DERMALOGEN®, FASCIAN™ (fascia),
fascia, fat, hylaform™ (avian hyaluronic acid), JUVEDERM® (biosynthesized, non-animal
hyaluronic acid), RADIESSE™ (microspheres of at least calcium and phosphate ions),
SCULPTRA® (poly-L-lactic acid (PLLA)), collagen, hyaluronic acid, RESTYLANE®,
PERLANE®, ZYDERM®, ZYPLAST® (collagen derived from bovine tissue),
DERMALIVE®, (hyaluronic acid and acrylic hydrogel particles), DERMADEEP®
(hyaluronic acid and acrylic hydrogel particles), HYDRAFILL®, ISOLAGEN® (cultured
autologous human fibroblasts), LARESSE® (carboxymethylcellulose (CMC) and
polyethylene oxide (PEQO) filler), PURAGEN™ (filler comprising double cross-linked
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hyaluron molecules), REVIDERM® INTRA (filler comprising flexible dextran micro-beads
suspended in super-coiled, stabilized hyaluronic acid), SCULPTRA™ (Formerly NEW-
FILL™_ filler from poly-L-lactic acid), Teosyal, SURGIDERM® (hyaluronic acid filler
mvolving 3D hyaluronic acid matrix technology), OUTLINE®, ANIKA®, Cosmetic tissue
augmentation (CTA, from Anika), and combinations thereof.

[0033] As can be appreciated by one of skill in the art, any of the above fillers or
components thereof can include other materials, for example, anesthetic materials, including,
without ltmitation, lidocaine, prilocaine, tetracaine, etc.

[0034] “Volumetric filler” is a type of injectable filler composition. Volumetric
fillers can be dermal fillers. In some embodiments, the volumetric filler is capable of
crosslinking and/or 1s cross-linked. Cross-linked compositions allow the filler to have
predictably no or minimal volume or substance loss on injection. In some embodiments they
also provide predictable expansion or “swelling” with re-hydration on injection: swelling to
no more than 10% volume increase; not “shrinking” or losing volume as some fillers that lose
water uncross-linked HA volumes; and/or have sufficient tensile compression resistance. In
some embodiments, the volumetric filler involves microbead technology (e.g., as disclosed in
U.S. Patent Numbers 5,633,001 and 5,007,040, herein incorporated by reference in their
entireties). In some embodiments, this allows compression resistance. In some embodiments
this allows for the composition to have the ability to resist displacement. Other fillers,
described as “slurries,” can be used but can be prone to displacement (e.g., disclosed in U.S.
Patent Nos. 5,143,724, 5,633,001, herein mcorporated by reference in their entireties). In
some embodiments, the filler has the biocompatibility and “feel” of tissue rather than boney
implants or sedimentary products that can feel hard. However, bony implant or sedimentary
fillers can also be used in some embodiments.

[0035] “Dermal filler” is a type of injectable filler composition. Dermal filler
denotes that the filler is compatible for use in or under the skin. Dermal fillers can be
volumetric fillers. In some embodiments, the dermal filler composition comprises, consists,
or consists essentially of a hyaluronic acid or hyaluronic acid derivative. The term
“hyaluronic acid” includes salts and bases thereof. In some embodiments, the hyaluronic acid

comprises a nonanimal stabilized hyaluronic acid, including gels thereof. 1In some
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embodiments, the hyaluronic acid comprises avian HA, bovine HA, or human HA (e.g.,
RESTYLANE® and PERLANE® injectable fillers)). In some embodiments, the hyaluronic
acid comprises at least one of CAPTIQUE™ (non-animal hyaluronic acid), HYLAFORM™
(avian hyaluronic acid), JUVEDERM® (biosynthesized, non-animal hyaluronic acid},
DERMALIVE®, (hyaluronic acid and acrylic hydrogel particles), DERMADEEP®
{hyaluronic acid and acrylic hydrogel particles), HYDRAFILL®, PURAGEN™ (filler
comprising double cross-linked hyaluron molecules), and/or REVIDERM® INTRA (filler
comprising flexible DEXTRAN micro-beads suspended in super-coiled, stabilized hyaluronic
acid).

[0036] The term “extend” in reference to an improvement of firmness and/or
volume denotes that the duration, degree, or duration and degree of the improvement has
been increased or “extended”. Thus, in this context the term “extend” can refer to an
extension in the amount of time that the improvement 1s present, and the term “extend” can
also denote that the size of the improvement, either overall or at a specific point in time, has
also increased.  Of course, the term can denote both of these aspects at once as well.

[0037} The term “improvement”™ in reference to firmness and/or volume denotes
that there has been an increase in the apparent firmness of a subject’s skin that has received
the injectable filler and/or that there has been an apparent increase in the volume of an under
volume area. One example of an increase in volume would include the removal or
diminution of lines, wrinkles, and/or undervolume areas in the subject’s skin. In some
embodiments, an improvement in firmness and/or volume can be described by using the
Wrinkle Seventy Rating Scale (“WSRS™). Values can be assigned as follows: 1-Absent, 2-
Mild, 3-Moderate, 4-Severe, and 5-Extreme. Thus, a decrease in the WSRS can denote an
improvement in volume and/or firmness. Of course, the larger the decrease, the larger the
improvement in volume and/or firmness. In some embodiments, an improvement in firmness
and/or volume can be described by the Global Aesthetic Improvement Scale (*GAIS”), which
can have values assigned as follows: 0 — Worse; 1 — No Change; 2 — Improved; 3 — Much
Improved; and 4 — Very Much Improved. In such a scale, the larger the increase, the larger
the improvement in volume and/or firmness. Of course, in some embodiments, changes in

volume and/or firmness can be characterized simply as a change in volume and/or firmness,
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without using either the WSRS or the GAIS. The skilled in the art will appreciate that the
determination of a WSRS or GAIS score is made by a trained evaluator.

[0038] In some embodiments, the methods described herein are used to alter the
appearance of a subject’s face. In some embodiments, this alteration is purely an aesthetic
alteration. In some embodiments, the alteration does not treat or adjust any deformity that the
subject may have. For example, in some embodiments, the subject may simply want added
volume to various areas of their face. As such, the application of filler will not necessarily be
considered a treatment of the subject’s face in all embodiments. Additionally, the term
“under volume™ does not imply or require that there is necessarily a deformity in the subject’s
face. Rather, it simply denotes that there appears to be less volume under the skin in one area
than m another. In some embodiments, the filler and technique is applied as a treatment of a
deformity 1n a patient. Such applications can be more specifically denoted by the recitation
of the fact that a “deformity” is being “treated,” or by the fact that the subject is called a
“patient.” Applications in which no deformity is being addressed can be more specifically

274

denoted by the use of the terms “non-treatment,” “subject-preference” or similar term. When
such terms are not explicitly used, the techniques and aspects are generic to both treatment
and non-treatment applications. As will be appreciated by one of skill in the art, the term
“subject” encompasses “patient.” In some embodiments, the method is used to reduce or
reverse the signs of aging.

[0039] “Target area™ as used herein refers to areas or locations to be treated with
injectable filler composition, and includes areas or locations that appear to lack volume or are
“under volume.” “Target areas” include locations of, for example, oral commissures,
marionette lines, mandibular hollows, raise jowls, frowning mouth, pouty lower lip, lateral
expression lines, mental creases, chin dimplings, zygomatic hollows, nasolabial folds, tear
troughs, malar area or prominence, and brow lifts.

[0040] As noted above, the term “treatment”™ can denote a purely cosmetic result
and one that can remove or reduce signs of aging.

[0041] In general, the term “initial treatment” or “initial treatment session”
denotes the application of an injectable filler to a location that does not currently retain a

significant amount of an exogenous injectable filler. As will be appreciated by one of skill in
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the art, an initial treatment can be performed to achieve a “full correction” of a location. In
some situations, this initial treatment can include a “touch-up™ application, approximately
one to two weeks after the initial injection session. As will be appreciated by one of skill in
the art, the touch-up application 1s a step that 1s done as part of the initial treatment session
and performed to bring the subject’s appearance into full correction. This is typically done
after the swelling in the subject’s face has gone down (due to the initial application of the
injectable filler) but before the benefits of the initial injections are lost. Generally, the term
“mitial treatment” will include both the initial injection(s) (or the “initial injection session™)
and, 1f needed, a subsequent injection (or set thereof) described as a “touch-up” application or
injection. As will be appreciated by one of skill in the art, the touch-up application is
designed to bring the treated area into full correction. Thus, in situations where the “initial
application” of the dermal filler brings the area into full correction, no touch-up application is
required. In addition, in some embodiments a touch-up application generally involves the
application of a smaller amount of a dermal filler compared to the initial injections of the
dermal filler. For example, tn some embodiments, the volume of dermal filler applied during
the initial injection session is more than 0.5 cc per side of a subject’s face, for example, 0.5-
0.6, 0.6-0.7, 0.7-0.8, 0.8-0.9, 0.9-1, 1-1.1, 1.1-1.2 cc or more (e.g., 1-2, 2-3, 3-4, 4-5 cc, or
more). The volume of dermal filler applied during the touch-up application is generally less,
e.g., approximately 0.2 t0 0.3, 0.3-0.4, 0.4-0.5, 0.5-0.6, 0.6-0.7 ¢cc (for each side of a subject’s
face). For the purposes of the timing of the initial treatment session (“1TS”) and subsequent
steps, the ITS will be described as occurring as of the initial injection session, even if there is
a touch-up application two weeks later. Thus, if a re-treatment occurs 4.5 months after an
ITS, 1t is the initial injection session that occurred 4.5 months before the re-treatment session,
and If any touch-up application occurred, it could have happened 4 months prior to the re-
treatment session (assuming the touch-up application occurred two weeks after the initial
injection session).

[0042] The term “re-treatment” or “second treatment” session denotes an
application of an mjectable filler that is distinct from the initial treatment session (e.g., the
initial injection session and, optionally, the touch-up application) and occurs following a full-

correction of the location that the injectable filler is applied to. The re-treatment occurs after
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the full correction has been achieved and is performed prior to the complete degradation of
the product from the initial treatment. In some embodiments, the re-treatment is applied two
months after the initial treatment. In some embodiments, the re-treatment occurs following
the degradation of the dermal filler from the initial treatment. In some embodiments, the re-
treatment occurs after any touch-up application and thus can be more than 0.5 months after
the initial injection session. In some embodiments, re-treatment session occurs 2-3, 3-4, 4-5,
5-6, 6-7, 7-8, 8-9, 9-10, 10-11, 11-12 or more months following the initial treatment. In
some embodiments, the re-treatment occurs following the initial treatment, but after the
volume of the dermal filler that was applied to the subject has decreased, thereby allowing
additional dermal filler to be added to the subject. While the volume can vary, the average
volume applied for the re-treatment can be 0.3 cc or greater, for example, 0.3-0.4, 0.4-0.5,
0.5-0.6, 0.6-0.7, 0.7-0.8, 0.9-1, 1-1.1 cc or greater, for each side of a subject’s face. As will
be appreciated by one of skill in the art, in some embodiments, the “re-treatment” can occur
after any number of previous initial treatments or re-treatments. Thus, in some embodiments,
a subject undergoes more than one re-treatment (each appropriately timed with respect to one
another). In some embodiments, the subject undergoes 2, 3, 4, 5, 6, 7, 8, 9, 10, or more re-
treatment sessions. In such embodiments, the previous “re-treatment” 1s considered to be an
“initial treatment session” as far as the timing of the applications is concerned. Thus, a
subject can receive an nitial treatment session at time zero, a first re-treatment at 4.5 months,
and then an additional retreatiment session at any point more than one month after the first re-
treatment session. Of course, as the results following the imtial retreatment session are
especially long lived and effective, in many cases subsequent re-treatment applications are
not required for at least 13.5 months. In some embodiments, the re-treatment only occurs
after the very first treatment session, and any subsequent application of the methods
described herein will commence after the subject’s appearance has returned to its initial (pre-
initial treatment session) volume and/or firmness.

[0043] As will be appreciated by one of skill in the art, the “touch-up” application
is distinct from a second or re-treatment session. The touch-up application is used in order to
first achieve a desired result and typically occurs within one or two weeks of the initial

injection.  The touch up application 1s not used to extend an effect of HA, nor do those
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skilled in the art characterize it as such, as a touch-up application is used to achieve the
desired result in the first place {(e.g., a full correction). In contrast, as noted herein, the re-
treatment session occurs after the time period that a touch-up application would occur and
results in an extended improvement of the effects of HA (which can be part of the initial
treatment session, the re-treatment session, or both sessions). In some embodiments, a re-
treatment session will occur after the subject has received a full correction.

[0044] In some embodiments, the volume of the demmal filler for the initial
injection session is greater than the volume used in the re-treatment session, which is greater
than the optional volume used in the touch-up application.

[0045] A “full comrection” denotes that the volume desired has been achieved in
the subject’s skin due to the presence of the dermal filler (e.g., excluding swelling from the

application of the dermal fillers).

Various Embodiments

00406} While the cwrrent use of hyaluronic acid dermal fillers can provide
effective and desirable increases in volume and/or firmness for many subjects, the results are
not permanent and eventually the increases in volume and/or firmness decline. Of course,
once the results of the treatment decline sufficiently, the subjects will frequently develop a
desire to undergo a new round of treatment.

0047} The present disclosure demonstrates that, rather than waiting to begin a
completely new round of treatment, there are significant advantages to using an appropriately
timed treatment regime. Such “re-treatment” methods can result in surprisingly effective
extended effects, with subjects retaining high levels of improvements in volume and/or
firmness for 9, 10, 11, 12, 13 months and longer. Furthermore, as described herein early re-
treatment can be superior as patients can reduce any increase in wrinkle severity before
receiving a second treatment. Furthermore, in some embodiments, to achieve the above
surprising and superior results, the amount of injectable filler employed in the re-treatment
session can be surprisingly low, in order to achieve the above noted surprising and superior

resulis.
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[0048] In some embodiments, the method includes an initial treatment session,
followed by a re-treatment session within less than 9 months of the initial treatment session.
In some embodiments, for even greater surprising and superior results, the re-treatment
session occurs within less than 6 months from the initial treatment session. While different
injectable fillers can be used for the two different sessions, in an embodiment at least one of
the sessions (and optimally both) will include hyaluronic acid (e.g., a NASHA) as the
injectable filler.

[0049] While the numerous surprising and unexpected results are discussed in
more detail below and in the examples, the results shown in FIG. 4 (as well as Tables 5.7 and
5.8) demonstrate one especially interesting difference between what occurs in a traditional
single session treatment and what occurs in some of the present re-treatment embodiments.
As will be appreciated by one of skill i the art, while the effectiveness of a single treatment
of a dermal filler will slowly decline after the administration of the injectable filler (see, e.g.,
FIG. 4), the effect of these embodiments results in a steady, long lasting effect, and by some
measures, actually results in a gradual and prolonged increase in the WSRS and/or GAIS
scores following the re-treatment session. As shown in FIG. 4, countenintuitively, the more
time that passes from the re-treatment event (either at 4.5 or 9 months), the greater the
improvement (shown as an increase in the improvement). Similarly, as shown in Tables 5.7
and 5.8, the GAIS scores continue to increase as time passes from the re-treatment session.
Thus, it appears that while a single treatment session may provide relatively short lived
results that operate by a mechanism that slowly dissipates over time, it appears that at least
some of the re-treatment embodiments operate by a different mechanism, one that maintains
and even gradually improves over time. Surprisingly, this dramatic reversal is achieved by
applying another application of the dermal filler, within a specified time period, as described
herein. Thus, the presently disclosed re-treatment method is not merely providing a second
round of a previous treatment, but in some embodiments, provides numerous surprising and
unexpected advantages by a mechanism that appears to be fundamentally different from the
mechanism underlying the current single treatment session.

[0050] Some of the disclosed embodiments are useful for maintaining,

prolonging, extending, and/or improving the results of treatment with injectable fillers. In
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some embodiments, methods involve, for example: treating, with injectable filler, areas that
appear to be “under volume” in a subject; optionally touching-up any areas as needed within,
for example, one to two weeks of the initial treatment; and re-treating the subject with
injectable filler at an appropnate interval following the initial treatment session. Such a
method can greatly extend the duration of benefit obtained from an injectable filler. For
example, In some embodiments, the use of a re-treatment step allows for the benefits to be
extended for more than 6, 7, §, 9, 10, 11, 12, 13 months or more. In some embodiments, at
least one of the treatment sessions will include an injectable filler that includes HA. In some
embodiments, both sessions will include HA.

[0051] In some embodiments, the re-treatment session can occur relatively close
in time to the initial treatment session so that subjects do not experience an increase in
wrinkle severity before receiving the re-treatment, which can still allow for the prolonged
benefits of the dual treatment method described herein. Without intending to be limited by
theory, the dual session treatment process is believed to maintain tissue expansile tension and
slow gel resorption so that benefits and duration of effectiveness of the injections can be
extended (and appear the same when comparing re-tfreatment durations of 4.5 months and 9
months, as described in the examples).

[0052] In some embodiments, a subject can be treated with injectable filler to
correct areas or locations that appear to lack volume or are “under volume,” and, at a
subsequent time, the same areas or Jocations can be re-treated with injectable filler. In some
embodiments, a third, fourth, fifth, or additional treatments with injectable filler can be
performed. In various embodiments, a time course of treatments can be determined, for
example, by evaluation of treatment outcome at various time points. The evaluation can be
performed during, for example, follow-up sessions.

j0053] The injectable fillers used can be any injectable filler suitable for
correcting areas or location that appear to lack volume. Examples of injectable fillers are
provided in the previous section and include, for example without limitation, volumetric
-ﬁl]ers and dermal fillers. In some embodiments, the injectable filler can be, for example,
RESTYLANE® dermal filler. In some embodiments, the injectable filler used for the initial

treatment can be the same as the injectable filler used for re-treatment. For at least one of the
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treatment sessions in some embodiments, at least one of the injectable fillers will stimulate
collagen synthesis. This filler can comprise, for example, HA.

[0054] In some embodiments, the injectable fillers used for the mmital treatment
and re-treatment are different. In cases where the injectable fillters used to re-treat is different
from the injectable filler used for the initial treatment, the injectable fillers used to re-treat
can improve the cfficacy of the injectable filler used for the initial treatment. In some
embodiments, the injectable filler comprises a substance such as hyaluronic acid.

10055] In some embodiments, the initial treatment and the re-treatment employ a
same or similar susbstance as the injectable filler. In some embodiments, the initial treatment
employs a HA substance and the re-treatment employs any mjectable filler. In some
embodiments, the initial treatment employs any injectable filler and the re-treatment employs
an HA substance. In some embodiments, the HA is 100,000 gel particles/ml filler. In some
embodiments, the initial treatment and re-treatment employ injectable fillers that do not
include HA. In some embodiments the filler for the initial mjection session and the touch-up
application are the same type of injectable filler. In some embodiments the injectable filler
for the initial injection session and the touch-up application are different types of injectable
fillers. In some embodiments, the touch-up dermal filler is HA. In some embodiments, the
filler for the initial treatment allows for expansion of the tissue while also being capable of
being absorbed inito the skin or degraded.

[0056] In some embodiments, the hyaluronic acid is generated by a Streptococcus
species of bacteria. In some embodiments, the hyaluronic acid is stabilized , ¢.g., non-animal
stabilized. In some embodiments, the hyaluronic acid is chemically crosslinked with BDDE
(1,4 butanediol diglycidyl ether), stabilized (e.g., NASHA), and suspended in phosphate
buffered saline at a pH of 7 and a concentration of 20 mg/ml. In some embodiments, the
hyaluronic acid is free of animal protein. For example, in an embodiment, the hyaluronic
acid is a gel generated by a Streptococcus species of bacteria, chemically cross-linked with
BDDE, stabilized, and suspended in saline at pH 7 (e.g., as in RESTYLANE® dermal filler,
RESTYLANE TOUCH™ dermal filler, RESTYLANE FINE LINES™ dermal filler,
RESTYLANE VITAL™ dermal filler, and RESTYLANE LIPP™ dermal filler). Such

embodiment may be in a concentration of 20 mg/ml, phosphate buffered at pH 7, and/or free
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of animal protein. In some embodiments, the hyaluronic acid is one that is suitable for
injection into a dermal location where 1t acts to stimulate collagen synthesis.

[0057] In some embodiments, the hyaluronic acid is in the form of gel particles.
In some embodiments, the hyaluronic acid is in the form of gel particles having sizes in the
range of about 940 microns to about 1090 microns. In some embodiments, the largest
fraction of gel particles size is between 940 microns and 1090 microns (e.g., as in
PERLANE® dermal filler). In some embodiments, the hyaluronic acid gel particles have a
particle size that is less than 1200 microns. In some embodiments, the hyaluronic acid gel
particles have a particle size that is about 400 microns. In some embodiments, the hyaluronic
acid gel particles have a particle size that is less than 400 microns. In some embodiments,
the hyaluronic acid gel particles have a particle size that is more than 400 microns. In some
embodiments, the hyaluronic acid gel particles have a particle size that is in the range of
about 400 to about 1200 microns.

[0058] The concentration of hyaluronic acid gel particles in the dermal filler may
vary over a broad range, e.g., about 500-200,000 particles per mL, such as about 500-5000
particles per ml, about 5,000-50,000 particles per ml, about 50,000-150,000 particles per ml,
or about 150,000-200,000 particles per ml. For example, in some embodiments, the dermal
filler comprises about 200,000 hyaluronic acid gel particles per ml (e.g., as in RESTYLANE
FINE LINES™ dermal filler and RESTYLANE TOUCH™ dermal filler). In some
embodiments, the dermal filler comprises about 100,000 hyaluronic acid gel particles per ml
(e.g., as in RESTYLANE® dermal filler). In some embodiments, the dermal filler comprises
about 10,000 hyaluronic acid gel particles per ml {e.g., as in PERLANE® dermal fHiller). In
some embodiments, the dermal filler comprises about 1,000 hyaluronic acid gel particles per
ml (eg., as in RESTYLANE SUBQ™ dermal filler). The package inserts for
RESTYLANE® dermal filler and PERLANE® dermal filler are hereby incorporated by
reference in their entireties, and particularly for the purpose of describing those brands of
dermatl filler products.

[0059] In some embodiments, the hyaluronic acid composition comprises a cross-
linked biocompatible polysacchande gel composition, which 1s obtainable by cross-linking a

cross-linkable polysaccharide with a polyfunctional cross-linking agent in two steps, the first
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cross-linking step can be terminated before gelation occurs by a sterical hindrance of the
cross-linking reaction. The second cross-linking step can be initiated by reintroducing
sterically unhindered conditions for the cross-linking reaction. This reaction can continue up
to a viscoelastic gel, wherein the gel composition exhibits retained biocompatibility,
viscoelasticity and does not swell substantially when placed in contact with water. In some
embodiments, the stabilized hyaluronic acid composition is that disclosed in U.S. Pat. No.
5,827,937, hereby incorporated by reference in 1ts entirety and particularly for the purpose of
describing hyaluronic acid compositions and methods of making them.

[0060] In some embodiments, the stabilized hyaluronic acid can be prepared as
described in U.S. Pat. No. 5,827,937, In some embodiments, this process can include the
following steps: forming an aqueous solution of a water soluble, cross-linkable
polysaccharide; initiating a cross-linking of said polysaccharide in the presence of a
polyfunctional cross-linking agent therefor; sterically hindering the cross-linking reaction
from being terminated before gelation occurs (thereby obtaiming an activated poly-
saccharide); and reintroducing sterically unhindered conditions for said activated
polysaccharide so as to continue the cross-linking thereof. In some embodiments, the process
mvolves a cross-linking of a water-soluble, cross-linkable polysaccharide in at least two steps
or stages, where the cross-linking reaction is discontinued before the galation is initiated.
The discontinuance can be accomplished by sterically hindering the cross-linking reaction.
The cross-linking reaction can then be continued in a second step by reintroducing sterically
unthindered conditions. Any known cross-linking agent can be used, if it is useful in
connection with polysacchandes, consideration being taken to ensure that the
biocompatibility prerequisites are fulfilled. Preferably, however, the cross-linking agent is
selected from the group consisting of aldehydes, epoxides, polyaziridyl compounds, glycidyl
ethers and dividylsulfones. Of these glycidyl ethers represent an especially preferred group, of
which 1,4-butandiol digylcidylether can be referred to as a preferred example. The initial
cross-linking reaction in the presence of a polyfunctional cross-linking agent can be
performed at varying pH values, primarily depending on whether ether or ester reactions
should be promoted. Preferably this means that said cross-linking reaction is performed at an

alkaline pH, especially above pH 9, e.g. in the range of pH 9-12, when promoting ether
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formations. When promoting ester formations said cross-linking reaction is preferably
performed at an acidic pH, especially at pH 2-6. In some embodiments, the activation of the
polymer can occur under alkaline conditions and as follows: 10 g of hyaluronic acid from
Streptococcus can be dissolved in 100 ml of 1% NaOH pH > 9. Cross-linking agent in the
form of 1,4-butandiol diglycidylether can be added to a concentration of 0.2%. The solution
can be incubated at 40 degrees Celsius for 4 hours. In some embodiments, the activation of
the polymer can occur under acidic conditions and as follows: similar as above, but at an
acidic pH of about 2-6 by the addition of 1% of acetic acid to the solution nstead of NaOH.

[0061] Some of the indications which can be addressed by the systems and
methods disclosed herein include: oral commissure, marionette lines, mandibular hollow,
raise jowl, frowning mouth, pout lower lip, later expression lines, mental crease, chin
dimpling, zygomatic hollow, nasolabial folds, tear trough, and brow lift.

[0062] In various embodiments, the objective of the imitial treatment can be to
achieve a desired cosmetic result at the areas .of treatment. In some embodiments, defects
(i.c., arcas or locations that appear to lack volume or are “under volume™) can be fully
corrected during an initial treatment session. The amount of correction may be ascertained by
visual assessment of appearance of the defect. In some embodiments, the amount of
correction can be determined with the aid of, for example, a Severity Rating Scale, such as

that shown in Table 0.1.

Table 0.1

Severity Rating Scale

detrimental to facial

treme: Extremely deep and long folds;
5 appearance. 2-4 mm visible v-shaped fold when stretched. Unlikely to

have satisfactory correction with injectable implant alone.

Severe: Very long and deep folds; prominent facial feature. Less than 2
4 mm visible fold when stretched. Significant improvement 15 expected

from injectable implant

Moderate: Moderately deep folds; clear facial feature visible at normal
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3 appearance but not when stretched. Excellent correction is expected

from injectable implant.

Mild: Shallow but visible fold with a slight indentation; minor facial

2 feature. Implant is expected to produce a slight improvement in
appearance.
1 Absent: no visible fold; continuous skin line

[0063] For example, a seventy rating of 1 on the severity scale provided above
can indicate full comrection of a defect. In various embodiments, overcorrection can bhe
undesirable. In various embodiments, treatment and/or re-treatment can correct defects from
about 90% to about 100%. Preferably, a maximum of about 100% correction should be
administered, without overcorrection, at each treatment.

[0064]) In some embodiments, the injection site can be massaged to conform to
the contour of the surrounding tissues.

[0065] In some embodiments, the amount of filler composition administered at
cach session for any target area can be in the range of from about 0.01 cc to about 1 cc, for
example 0.01-0.05, 0.05-0.1, 0.1-0.15, 0.15-0.2, 0.2-0.3, 0.3-0.4, 0.4-0.5, 0.5-0.6, 0.6-0.7,
0.7-0.8, 0.8-0.9, or 0.9-1 cc. In some embodiments, each treatment site can be treated with,
for example, a maximum dosage of about 1-2, 2-3, 3-4, 4-5 cc per treatment session. If the
treated area is swollen directly after the injection, melting ice can be applied on the site for a
short period. The subject can be evaluated post treatment, which is described in more detail
below. In some embodiments, photographs can be taken prior to each treatment. In some
embodiments, the photography can be done in accordance with, for example, the standard
Canfield system.

[0066] In some embodiments, the amount of injectable filler administered during
the re-treatment session is equal to or less than the amount administered in the first treatment
session (which can optionally include a touch-up application). In some embodiments, the
amount of filler employed in the re-treatment session is less than 100% of the amount
employed for the initial treatment session, for example, 99, 98, 95, 90, 85, 80, 75, 70, 65, 60,
557, 50, 45, 40, 35, 30, 25, 20, 15, 10 percent of the amount employed in the initial treatment
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session, including any range below any of the preceding values and any amount defined
between any two of the preceding values. In some embodiments, the amount employed in the
re-treatment session is approximately 0.01-0.05, 0.05-0.1, 0.1-0.15, 0.15-0.2, (.2-0.3, 0.3-0.4,
or 0.4-0.5 cc for any given target area. In some embodiments, the total amount administered
for the re-treatment session i1s between 1 and 2.5 cc.

{0067] Re-treatment can be performed after the initial treatment. In some
embodiments, re-treatment can be performed prior to observation of an unfavourable change
in aesthetic improvement. In some embodiments, re-treatment can be performed before an
unfavourable change in severity rating according to the Seventy Rating Scale occurs. In
some embodiments, re-treatment is performed between 1 months and 9 months after the
initial treatment. In some embodiments, a re-treatment can be performed about 1 and about 6
months after an initial treatment. In some embodiments, a re-treatment can be scheduled for
about 1-2, 2-2.5, 2.5-3, 3-3.5, 3.5-4, 4-4.5, 4.5-5, 5-5.5, 5.5-6, 6-6.5, 6.5-7, 7-7.5, 7.5-8, 8-
8.5, 8.5-9 or more months after an nitial treatment. Subsequent re-treatments may be
performed at any time point subsequent to the previous freatment. In some embodiments, re-
treatment is performed, for example, about one month to about 9 months after a previous
treatment session, (either an imtial freatment or a subsequent re-treatment). In some
embodiments, this re-treatment session following any previous treatment session, is 1-9, 1-6,
2-9, 2-6, 2-5, 2-4, 3-5, 4-5, or about 4.5 months after the previous treatment.

[0068] As noted above and demonstrated in the examples below, in some
embodiments, the use of a re-treatment session allows for a surprisingly long duration of
effectiveness. In some embodiments, the duration of effectiveness of the dermal filler
increases by at least 5%, for example, 6, 7, 8, 9, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65,
70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140, 150 percent or more {including any range
above any of the preceding values and any amount defined between any two of the preceding
values). In some embodiments, the re-treatment session allows for a surprisingly long
duration of effectiveness that is at least 6 months, for example, 7, 8, 9, 10, 11, 12, 13, 14 or
more months of effectiveness.

{6069] In some embodiments, after an initial application of a HA filler and using

a re-treatment process, the duration of effectiveness will be 18 months from the initial
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treatment session. In some embodiments, using a RESTYLANE® dermal filler in one of the
present re-treatment embodiments results in an overall duration of effectiveness of 18 months
from the initial treatment session. In some embodiments, the duration of effectiveness will
be at least 6 months from the re-treatment session, for example at least 7, 8, 9, 10, 11, 12, 13,
14 or more months from the re-treatment session. In some embodiments, the effectiveness is
measured in terms of subject satisfaction with the results. In some embodiments, the
effectiveness is measured as at least one point or level of improvement for one of the two
scales described herein (WSRS and GAIS).

[06070] In some embodiments, administering a re-treatment session less than 6
months from the initial treatment session allows for the above advantage to occur and further
allows one to maintain a relatively high level of improvement throughout the duration
following the retreatment session. As will be appreciated by one of skill in the art, prior to
the present disclosure, it would have been counterintuitive to apply an additional
administration of an injectable filler when there was no apparent need to supply such an
additional amount of an injectable filler. However, by performing the re-treatment session
well before 9 months, preferably 2 to 6 months after the initial treatment session, one not
only still obtains the superior long lasting effects identified above, but does so without the dip
in WSRS that would have otherwise been present, had one waited for 9 months. Thus, not
only is applying the re-treatment session within this time zone (1 to less than 6 months)
counterintuitive (as there is no reason to apply it), it is also superior, even over the above
noted advantages, as it avoids or lessens any decrease in results of the injectable filler
composition.

[0063] In some embodiments, providing the re-treatment session between 1 and
less than 6 months, allows one to maintain at least 1 grade of improvement in the subject’s
WSRS. In some embodiments, at least 1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, or 1.8 points of
improvement are maintained throughout an 18 month period. In some embodiments, the
above technique allows for the subject to maintain the improvement for a longer part or
duration of the time following the re-treatment session. As will be appreciated by one of skill
in the art, the present fractional mean values are most applicable in describing a population of

(e.g., two or more) subjects. Thus, in some embodiments, these mean values can be
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measured across a population of subjects that is being treated. One example of the treatment
of a population includes performing an initial treatment session on a population of subjects,
where the initial treatment session comprises a first injection of a first injectable filler
composition into each of the subjects of the population at a target area in each of the subjects,
thereby providing an increase in volume and/or firmness to the target areas. The method can
further include performing a re-treatment session on the population of subjects. The re-
ireatment session comprises a second injection of a second injectable filler composition into
the target areas at a time subsequent to the initial treatment session.

[0071] In some embodiments, for at least 10% of a 13.5 month period following
the re-treatment, the subject (or population) will have mean improvement score of at least 1,
1.1, 1.2, 1.3, 1.4, 1.5, 1.55, or 1.6 to the subject’s WSRS, or will have a mean WSRS of no
more than 1.9 (e.g., no more than 2.2, 1.9, 1.8, or 1.7).

[0072] In some embodiments, for at least 25% of a 13.5 month period following
the re-treatment, the subject (or population) will have mean improvement score of at least 1,
1.1, 1.2, 1.3, 1.4, 1.5, or 1.6 to the subject’s WSRS, or will have a mean WSRS of no more
than 2 (e.g., no more than 1.9, 1.8, or 1.7).

[0073] In some embodiments, for at least 33% of a 13.5 month pertod following
the re-treatment, the subject (or population) will have mean improvement score of at least 1,
1.1, 1.2, 1.3, 1.4, 1.5, or 1.6 to the subject’s (or population’s) WSRS, or will have a mean
WSRS of no more than 2.05 (e.g., no more than 2, 1.9, 1.8, or 1.7).

[0074] In some embodiments, for at least 50% of a 13.5 month period following
the re-treatment, the subject (or population) will have mean improvement score of at least
1.3, 1.4, 1.5, or 1.6 to the subject’s (or population’s) WSRS or will have a mean WSRS of no
more than 2.1 {e.g., no more than 2, 1.9, 1.8, or 1.7).

[0075} In some embodiments, for at least 75% of a 13.5 month period following
the re-treatment, the subject (or population} will have mean improvement score of at least
1.3, 1.4, 1.5, or 1.6 to the subject’s (or population’s) WSRS, or will have a mean WSRS of
no more than 2.1 (e.g., no more than 2, 1.9, 1.8, or 1.7).

[0076] In some embodiments, for at least 90% of a 13.5 month period following

the re-treatment, the subject {or population) will have mean improvement score of at least 1.1
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or 1.2 to the subject’s (or population’s) WSRS, or will have a mean WSRS of no more than
2.3 (eg,nomorethan 2.2, 2.1, 2, 1.9, 1.8, or 1.7).

[0077] In some embodiments, for 100% of a 13.5 month period following the re-
treatment, the subject (or population) will have a mean improvement score of at least 1.2 to
the subject’s WSRS, or will have a mean WSRS of no more than 2.3 (e.g., no more than 2.2,
2.1,2,1.9, 1.8, or 1.7). As will be appreciated by one of skill in the art, while the above
parameters are described in regard to a 13.5 month period, the improvement can last for
longer periods as well. The above discussion simply denotes that for at least the 13.5 months
following the re-treatment session, the above aspects will apply. In some embodiments, the
subject’'s {(or population’s) WSRS will be improved by at least 1.1 for the 13.5 months
following the re-treatment session. In some embodiments, the subject’s (or population’s)
WSRS will be at least 1.3, 4.5 months after the re-treatment session. In some embodiments,
the subject’s (or population’s) WSRS will be at least 1.3, 7.5 month after the retreatment
session. In some embodiments, the subject’s (or population’s) WSRS will be at least 1.5,
10.5 months after the re-treatment session. In some embodiments, the subject’s (or
population’s) WSRS will be at least 1.7, 13.5 months after the re-treatment session.

[0078] As will be appreciated by one of skill in the art, while the above values
and parameters are explicitly described herein in regard to WSRS, corresponding or
equivalent values regarding other scales (such as global aesthetic improvement) are also
contemplated. For example, in some embodiments, the subject (or population) will have at
least a 3.4 mean GAIS throughout the process. In some embodiments, for at least 4.5 of 13.5
months following the re-treatment, the subject (or population) will have at mean GAIS of no
lIess than 3.6, 3.5, 3.4, 3.3, 3.2, 3.1, 3.0, or 2.9. In some embodiments, for at least 3 of 3.5
months following the re-treatment, the subject (or population} will have at mean GAIS of no
fess than 3.7, 3.6, 3.5, 3.4, 3.3, 3.2, 3.1, 3.0, or 2.9. In some embodiments, for at least 6 of
13.5 months following the re-treatment, the subject (or population) will have at mean GAIS
of no less than 3.5, 3.4, 3.3, 3.2, 3.1, 3.0, or 2.9. In some embodiments, for at least 9 of 13.5
months following the retreatment, the subject (or population) will have at mean GAIS of no
less than 3.5, 3.4, 3.3, 3.2, 3.1, 3.0, or 2.9. In some embodiments, for 13.5 months following

the retreatment, the subject {or population) will have at mean GAIS of no less than 3.4, 3.3,
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3.2, 3.1, 3.0, or 2.9. Further optional results and ranges can be found in the examples and
tables below. In addition, these values can be generated by the subject and/or the
administrator, or a third party, separate from the method. In some embodiments, the
magnitude of the result or improvement can be measured at various time points after the re-
treatment. In some embodiments, at 4.5 months after the re-treatment, the subject’s (or
population’s) mean WSRS is no more than 2.2 {e.g., less than 2.1, 2, 1.9, 1.8, or 1.7). In
some embodiments, at 7.5 months after the re-treatment, the subject’s (or population’s) mean
WSRS is no more than 2.1 (e.g., less than 2, 1.9, 1.8, or 1.7). In some embodiments, at 10.5
months after the re-treatment, the subject’s (or population’s) mean WSRS is no more than 2
(e.g., less than 1.9, 1.8, or 1.7). In some embodiments, at 13.5 months afier the re-treatment,
the subject’s (or population’s) mean WSRS is no more than 1.8 (e.g., less than 1.7).

[0079] In some embodiments, at 4.5 months after the re-treatment, the subject’s
(or population’s) mean GAIS is at least 3.5 (e.g., at least 3.5, 3.6, or 3.7). In some
embodiments, at 7.5 months after the re-treatment, the subject’s (or population’s) mean GAIS
is at least 3.5 (e.g., at least 3.5, 3.6, or 3.7). In some embodiments, at 10.5 months after the
re-treatment, the subject’s (or population’s) mean GAIS 1s at least 3.7 {(e.g., at least 3.7, 3.8,
or 3.9). In some embodiments, at 13.5 months after the re-treatment, the subject’s (or
population’s) mean GAIS is at least 3.7 (e.g., at least 3.7, 3.8, or 3.9).

[0080] In some embodiments, the re-treatment method described heremn provides
surprising and unexpected results by employing less dermal filler for at least the same results
as would be expected from two separate, traditional, forms of dermal filler applications. In
some embodiments, the re-treatment method described herein provides even more surprising
and unexpected results by employing less dermal filler for longer lasting and/or a higher level
of improvement to the subject.

{0081] In some embodiments, an nitial treatment injection (of a single side of a
subject) receives 1.140.61 mL of a dermal filler, and {optionally) have a touch-up application
of 0.5+0.22, within two weeks, bringing the total initial treatment session to 1.6 ml {per half
of a subject’s face), the amount used in the subsequent session is substantially less than 1.6
ml. In some embodiments, the amount in a re-treatment visit is 0.740.33 or 0.7+0.36 (per

half of a subject’s face), less than half of the 1.6 m! required for the initial treatment. The
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fact that a second administration of a filler can result in 18 months of total improvement is
clearly unexpected, as one would expect that 3.2 ml would be required for 18 months (twice
the amount of a single dose). Moreover, prior to the present disclosure, one would have
expected that, even if one did administer twice the amount needed for a typtcal single
injection, that at the end of 18 months, the effectiveness of both injections would be
substantially diminished or depleted. In contrast, the presently disclosed method can,
employing signmificantly less filler (1.6+0.7 = 2.3 ml), provide a high level of improvement,
even at the very end of the 18 months.

[0082] In some embodiments, the amount administered to a subject is twice that
disclosed above (as the above numbers are only representative of one-half of a subject’s
face). In some embodiments, the amount administered in the initial treatment session is
between about 0.8 ml and about 2.4 m] (per half of a subject’s face). In some embodiments,
the amount given in the first injection of the initial treatment session is between about 0.5 ml
and about 1.7 ml , for example, 0.5-1.7, 0.6-1.6, 0.7-1.5, 0.8-1.4, 0.9-1.3, 1-1.2, or 1 ml (per
half of a subject’s face). In some embodiments, the amount provided in an optional touch-up
application is between about 0.28 m! and 0.72 ml , for example, 0.28-0.72, 0.3-0.7, 0.4-0.6,
or 0.5 ml (per half of a subject’s face). In some embodiments, the amount provided for the
entire initial treatment session is between about 0.8 ml and 2.4 ml, for example 0.8-2.4, 0.9-
2.3,1-22, 1.1-2.1, 1.2-2, 1.3-1.9, 1.4-1.8, 1.5-1.7, or 1.6 ml (for half a subject’s face). In
some embodiments, the amount of filler provided in the re-treatment sesston is less than 7(0%
of the amount used in the initial treatment session. For example, in some embodiments, the
amount used in the re-treatment session is less than 65, 60, 55, 50, 45, 40, 35, 30, 25, or 20%
of the amount used in the mnitial treatment session, including any range defined between any
of the two previous values. In some embodiments, the amount used 1s between 40% and 50%
of the amount used in the initial treatment session, for example 43% or 44%.

[0083] In some embodiments, the amount of filler provided in the re-treatment
session is less than 90% of the amount used in the first injection of the initial treatment
session. For example, in some embodiments, the amount used in the re-treatment session is
less than 85, 80, 75, 70, 65, 60, 55, 50, 45, 40, or 35% of the amount used in the first

injection of the initial treatment session, including any range defined between any of the two

D8



WO 2009/018546 PCT/US2008/072016

previous values. In some embodiments, the amount used is between 60% and 70% of the
amount used in the imtial treatment session, for example 63% or 64%.

[0084] In some embodiments, the amount of filler provided in the re-treatment
session is less than 90% of the amount used in a traditional single injection treatment session.
For example, in some embodiments, the amount used in the re-treatment session is less than
85, 80, 75, 70, 05, 60, 55, 50, 45, 40, or 35% of the amount used in a traditional single
injection treatment session, including any range defined between any of the two previous
values. In some embodiments, the amount used is between 60% and 70% of the amount used
in a traditional single injection treatment session, for example 63% or 64%.

[0085] In some embodiments, after the initial treatment, the subject can be
evaluated during a follow-up session. The follow-up session can be, for example, between
one day and two weeks after the initial treatment. In some embodiments, the follow-up
session can be two weeks after the initial treatment. In some embodiments, the subject can
be evaluated during a series of follow-up sessions ranging from about one day to about 30
months after the initial treatment. In some embodiments, the subject can be evaluated at, for
example, about 2 weeks, about 4.5 months, about 9 months, about 12 months, about 15
months, about 18 months, about 24 months, about 27 months and about 30 months aftter
initial treatment.

[0086] At each follow-up session, the subject can be evaluated for, for example,
acsthetic improvement. Assessment can aid in determining a course of future treatment. In
some embodiments, assessment can be done at, for example, the initial treatment visit, two
weeks after treatment, and at each subsequent follow-up visit. During vistts where treatment
is administered, the severity can be rated prior to injection. Aesthetic improvement can be
assessed in a variety of ways, including for example, by using a Seventy Rating Scale. For
example, in some embodiments, a Seventy Rating Scale such as the one depicted above can
be used to assess the visual appearance of, for example, nasolabial folds.

[0087] In some embodiments, each score in the Severity Rating Scale above can
be exemplified by, for example, sets of photographs of the area of interest (e.g., nasolabial
folds). The above chart provides guidelines for an assessment of wrinkle severity at a certain

time-point and is not based on a comparison to the pre-treatment appearance. Similar
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categorical scales can be developed and used for evaluation of a variety different features and
arcas of mterest.

[0088] In some embodiments, the methods disclosed provide a favorable change
of at least one score in a Severity Rating Scale. In some embodiments, the methods disclosed
provide a favorable change of at least two scores in a Severity Rating Scale.

[0089] In various embodiments, aesthetic improvement can also be evaluated for
global aesthetic improvement, i.e. improvement from pre-treatment appearance. In some
embodiments, the following exemplary categorical scale (in Table 0.2} can be used to

measure global aesthetic improvement:

Table 0.2
Global Aesthetic Improvement Scale
Rating Definition

Very Much Improved  Optimal cosmetic result for the implant in this subject.
Much Improved Marked improvement in appearance from the initial

condition, but not completely optimal for this subject.

Improved Obvious improvement in appearance from the mitial
condition.

No Change The appearance is essentially the same as baseline.

Worse The appearance is worse than the original condition.

[0090] In some embodiments, point values, scores, or grades can be assigned to
the above groups. In some embodiments, the point values, scores, or grades are as follows: ¢
—Worse; 1 — No Change; 2 — Improved; 3 — Much Improved; and 4 — Very Much Improved.

[0091] In some embodiments, evaluation can be made in view of the overall
cosmetic result for each area of interest. The ratings can be correlated with the actions that
would generally be considered in the normal course of practice. Review of a pre-treatment
archival photograph {obtained prior to initial treatment} at each follow-up session can aid in
the assessment. In some embodiments, the methods disclosed provide a favorable change of

at least one step in a Global Aesthetic Improvement Scale. In some embodiments, the
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methods disclosed provide a favorable change of at least two steps in a Global Aesthetic
Improvement Scale. In some embodiments, the methods disclosed provide a favorable
change of at least three steps in a Global Aesthetic Improvement Scale.

[0092] In some embodiments, the assessment is performed at, for example, about
two weeks after treatments and at each subsequent visit.

[0093] In various embodiments, photography can be used to aid in evaluation of
treatment. Photographs can be taken prior to initial treatment. Such photographs can serve
as reference for post-treatment assessment of Global Aesthetic Improvement. In some
embodiments, the set of photographs can include at least one direct frontal view centered on
the subject’s face (i.c., both nasolabial folds are clearly visible). In various embodiments,
archival photographs can be taken at follow-up sessions to, for example, document treatment
result. In some embodiments, the photography can be done in accordance with, for example,
the standard Canfield system.

[0094} In some embodiments, touch-up of a treatment can be performed. Areas
of treatment can be touched-up during, for example, a follow-up session. In various
embodiments, the touch-up of a previous treatment is performed. Touch-up can be
performed, for example, afler an initial treatment or after re-treatment. In some
embodiments, touch-up can be distinguished from a treatment or re-trecatment because a
touch-up occurs within two weeks of a treatment or re-treatment.  In some embodiments, a
“touch-up” follows an initial treatment session to build upon the adjustments in the previous
session in order to obtain a full correction. In some embodiments, a “touch-up” 1s defined as
involving less than 0.5 ml of dermal filler. In some embodiments, the touch-up is defined as
a combination or all of the above.

[0095] In some embodiments, scheduling of a subsequent freatment can be
arranged based on the timing of a touch-up application. In some embodiments, a re-treatment
can be scheduled between about 4 and about 10 months after a touch-up application. In some
embodiments, a re-treatment can be scheduled for about 1-2, 2-2.5, 2.5-3, 3-3.5, 3.5-4, 4-4.5,
4.5-5, 5-5.5, 5.5-6, 6-6.5, 6.5-7, 7-1.5, 7.5-8, 8-8.5, 8.5-9, 9-9.5, 9.5-10, 10-10.5, 10.5-11, 11-

11.5, 11.5-12, or more months after a touch-up application.
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[0696] In some embodiments, the disclosed methods can result in a prolonging of
treatment results for more than 18 months after initial treatment. In some embodiments,
earlier re-treatment, such as, for example, re-treatment at between about 2 months and about
9 months after an initial treatment session, can provide increased maintenance of treatment
results. The increased maintenance of treatment results can be without significant decrease in
volume during the treatment period. For example, little or no loss of volume can be observed
for up to about 18 months after initial treatment. In some embodiments in which a subject 15
re-treated within five months of an initial treatment, no significant decrease in volume is
experienced for a period of at least about 18 months after initial treatment. In some
embodiments, re-treatment results in maintenance of treatment results at a severity rating
without an increase in the severity rating for at least about 18 months after initial treatment.
In some embodiments, the severity rating is maintained at mild for at least about 12 months
after initial treatment.

[0097] In some embodiments, the use of an initial treatment and correctly timed
re-treatment can be used to extend the effective lifetime of the mitial full correction. In some
embodiments, the improvement score that is obtained from the initial treatment can be
maintained for at least a year following the re-treatment session (see, e.g., FiG. 4).

[0098] In some embodiments, as can be observed in FIG. 4, a relatively early re-
treatment session provides the benefit of the earlier re-treatment (maintaining a higher level
of improvement score throughout a treatment period), while also providing for the extended
duration of effectiveness of the re-treatment (e¢.g., over a year of maintained improvement).
Thus, some embodiments are especially advantageous as they not only provide for an
extended duration of maintained improvement, but the method can also help maintain a
heightened level of improvement during that period. Thus, in some embodiments, the re-
treatment session is administered before 9 months (following the initial treatment) and can
be, for example 8-7, 7-6, 6-5, 5-4, 4-3, 3-2 months or less following the re-treatment. As will
be appreciated by one of skill in the art, in light of the present disclosure, enough time should
pass after the initial treatment to allow for some of the filler from the initial treatment 1o be

absorbed, allowing space for additional injectable filler to be added.

-32-



WO 2009/018546 PCT/US2008/072016

[0099] In some embodiments, the application of an initial treatment followed by a
re-treatment can be used to stimulate an increase in collagen production. In particular, in
some embodiments, timely administered re-treatments will provide for an increase in
improvement score over several months after the re-treatment session, without requining the
additional injection of the injectable filler.

[0100] In various embodiments, the disclosed methods can provide improvement
in volume and/or firmness. The improvement in volume and/or firmness can occur, for
example, gradually over a period of time. In some embodiments, the improvement can occur
over a period of about one day to about 18 months.

(0101} In some embodiments, the improvement can be, for example, a favorable
change of at least one score on a seventy rating scale. In some embodiments, the
improvement can be, for example, a change in severity rating from moderate to mild. In
some embodiments, the improvement can be, for example, a change in severity rating from
mild to absent. In some embodiments, the improvement can be measured by a favorable
change in global aesthetic rating. For example, the improvement can be a favorable change
of at least one step on a global acsthetic rating scale. In some embodiments, the
improvement can be, for example, a change in rating from improved to much improved. In
some embodiments, the improvement can be, for example, a change in rating from much
improved to very much improved. In some embodiments, the improvement can be, for
example, a change in rating from improved to very much improved.

[0102] In some embodiments, screening evaluations can be conducted prior to
treatment. The screening evaluations can include, for example, medical history (including
any prior dermatological procedures or implants), physical examination, including vital signs,
medication history, pregnancy test, and obtaining informed consent. In some embodiments,
women of childbearing potential can have a urine pregnancy test before treatment. Before the
treatment, the subject’s need for pain relief can be assessed. Local or topical anaesthetics or a
dental block can be used, if needed.

[0103] In some embodiments, the injectable filler can be, for example, stenle,

viscoelastic and, free from products of animal origin. In various embodiments, the injectable
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filler can be packaged in, for example, sterile syringes and supplied with a sterilized needle.
The product can be dispersed in, for example, a physiological saline solution about pH 7.

10104] In various embodiments, the treatment site can be cleaned with a suitable
antiseptic solution. The injectable filler can be administered using, for example, a thin gauge
needle by injecting the material into, for example, the deep dermis and/or the surface layer of
subcutis. In some embodiments, it the injectable filler is inmjected too deep or
intramuscularly, the duration of the implant may be shorter because of a higher filler turnover
rate. In some embodiments, too superficial an injection may give blanching effects and
bumps on the treatment site. Before injecting, the air may be removed from the syringe up to
the point where a droplet is visible on top of the needle.

{0105] The injection technique with regard to the depth of injection and the
administered quantity can vary. A variety of injection techniques are known in the art and
can be used in conjunction with the embodiments described herein. In various embodiments,
the linear threading technique can be used to carefully lift up a wrinkle or fold. In other
embodiments, a series of punctual injections or a combination of the two techniques can be
used. In some embodiments, the eye of the needle preferable faces upwards during injection.
In some embodiments, the contour of the needle can preferably be visible. In some
embodiments, the injectable filler is injected while pulling the needle slowly backwards.
Injection can stop just before the needle is pulled out from the skin to prevent material from
leaking out from the injection site.

{0106] In some embodiments, concomitant medications or other treatments may
be utilized when medically necessary. Concomitant medications, may include, for example,
over-the-counter (OTC) medications, and procedures such as, for example, surgery/biopsy or
diagnostic evaluations.

[0107] In some embodiments, the methods and systems disclosed herein allow for
improved efficacy of injectable filler compositions. More particularly, some of the
embodiments disclosed herein provide methods and systems that prolong the efficacy of
injectable fillers for periods of at least about 18 months after initial treatment. Some of the
embodiments herein provide methods and systems that provide continuous improvement in

volume and/or firmness in a subject. Thus, in some of the embodiments, the methods and
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systems disclosed herein provide increased aesthetic benefit by prolonging the results of
injectable fillers and providing for a continued decrease in wrinkle severity.

j0108] While not intending to be limited by theory, it is believed that, in some
embodiments, by performing a first and then a second treatment session, with the correct
interval between the two, one can enhance the effectiveness of the later dermal filler injection
session (the re-treatment). Without intending to be limited by theory, it is hypothesized that
the initial treatment, can aid by maintaining expansile tension and slow the rate of resorbtion
following the re-treatment. In some embodiments, the long lasting effect reported here can
be amplified by injection-stimulated collagen production and collagen breakdown inhibition
that outlasts the filling of space by the injected gel

[0109] As will be appreciated by one of skill in the art, in light of the present
disclosure, there are a number of issues or effects that are common in prior administration
techniques. Various embodiments described herein can address some or all of these issues.
Previous techniques had a tendency to be limited to short-term results. For example,
traditional techniques may result in loss of volume and/or firmness over time. Loss of
volume and/or firmness may be caused by, for example, resorbtion of injectable filler
composition. With traditional techniques, product volume in superficial tissues may be over
filled to obtain longer lasting results, which may not be aesthetically pleasing. In addition,
traditional techniques tended to show an increase in severity rating over time. Additionally,
traditional techniques did not provide for continued improvement. As will be appreciated by
one of skill in the art, not all of the disclosed embodiments need address any, some, or all of
the above noted issues.

[0110] In some embodiments, the methods described herein can further include a
step of identifying a subject to apply the method to. In some embodiments, this involves
identifying a subject that should or would benefit from receiving at least 10 months of
improved volume and/or firmness (which can be measured on the WSRS or GAIS in some
embodiments). In some embodiments, the step involves identifying a subject that should or
would benefit from a continuing increase in volume and/or firmness (which can be measured
on the WSRS or GAIS in some embodiments) over a period following a re-treatment and

continuing for at least 9, 10, 11, 12, 13, or more months.
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[0111] In some embodiments, methods and systems disclosed herein provide for
ease of training or instruction for improving the efficacy of an injectable filler. As is
appreciated by one of skill in the art, in some situations, 1t can be difficuit to obtain long-term
results using conventional administration methods. Additionally, as will be appreciated by
one of skill in the art, to some extent, the application of dermal fillers in the cosmetics
industry can be characterized as more of an “art” than a science. In other words, training'
people in this process can often be a trial and error experience rather than involving a clear
set of instructions and signposts to follow.

[0112] Thus, in some embodiments, provided herein are systems and methods that
can be, relatively speaking, readily and/or clearly taught. In some embodiments, this involves
teaching others how to perform the treatment methods described herein.  In some
embodiments, the re-treatment method lends itself to ready communication to others and
discussion of how and why the techmique works. Additionally, in some embodiments, the
technique can be readily applied by numerous and different people with different
backgrounds. That is, in some embodiments, the teaching of the above treatment methods
provides for increased reproducibility of the results described herein with the relevant
products. In some of the embeodiments, providing users with the knowledge of these methods
provides quality control for improving the efficacy of a filler composition. Thus, in some
embodiments, a method for teaching a technique that is especially amenable to teaching
(and/or the other aspects noted above) is provided. In some embodiments, the teaching of the
method itself also provides the above noted advantages of providing users with a basic
technique in common, reproducibility and predictability of results, and allowing a broader
range of people to apply the filler. Of course, the application of the technique itself can have
the specific advantages noted herein as well.

[0113] In some embodiments, a kit for improving the efficacy of an injectable
filler is provided. The kit can include a dermal filler, a syringe, a needle, and instructions or
guidance for performing parts of or all of some or all of the above techniques. In some
embodiments, the dermal filler is RESTYLANE® or PERLANE® dermal filler. The
instructions can be provided on a variety of formats, such as electronic (data file, DVD,

downloadable, etc) or pamphlets. The syringe can be a 2 ml or smaller syringe. In some
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embodiments, the syringe is prefilled with the dermal filler. In some embodiments, the kit
comprises a first plurality of syringes, wherein each of the first plurality of syringes has a first
volume. In some embodiments, the first volume is between 1 and 5 ml, e.g., 1,2, 3, 4, or 5.
In some embodiments, the kit comprises a second plurality of syringes, wherein each of the
second plurality of syringes has a second volume and wherein the second volume is
approximately one half of the first volume. In some embodiments, the second volume 1s
between 0.5 and 2.5 m], e.g., 0.5, 1, 1.5, 2, or 2.5. In some embodiments, the second volume
is approximately 70% of the first volume.

[0114] In some embodiments, the kit includes gloves. In some embodiments, the
kit includes sterilizing material. In some embodiments the kit includes a cloth or other
absorbent material.

[0115] In some embodiments, the kit includes software for assisting in capturing
images of the subject’s face. In some embodiments, the software compares two facial
images of the subject and determines where one should inject and/or re-inject the dermal
filler by identifying the areas that appear to Jack volume or appear to have lost volume. In
some embodiments, the software compares two facial images of the subject and assesses
improvement or worsening of wrinkle severnty.

[0116] In some embodiments, a traimng kit 1s provided. The kit can include
instructions or guidance for performing parts of or all of some or all of the above techniques.
The instructions can be provided on a variety of formats, such as electronic (data file, DVD,
downloadable, etc) or pamphlets. The instructions can generally provide one with any of the
steps outlined herein. For example, the instructions can include information regarding how
much to inject, how to touch-up after an injection, the amount of time to wait before re-
treatment, the amount of time it may take for a procedure and for patient recovery after the
procedure, the amount of pain that occurs during the procedure, advantages of the re-
treatment technique over standard techniques, the results that can be expected, and how the
injections should be made in particular situations. In some embodiments, the training kit
includes before and after depictions of subjects that have received the treatment.

[0117] As will be appreciated by one of skill in the art, in some embodiments, the

training kit not only provides training for the user of the technique, but can also provide
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additional information to help the user sell the technmique to potential clients. In some

embodiments, the kit includes information to help the user order additional dermal filler.

EXAMPLES
EXAMPLE 1
METHODS FOR PROLONGING DERMAL FILLER EFFECT

[0118] This example illustrates a treatment protocol for maintaining injectable
filler efficacy at least as long as one year after re-treatment.

[0119] In this example, a subject that desires added volume or firmness 1s treated
with injectable filler. Touch-up with injectable filler can optionally be done within one to
two weeks of the initial treatment. At 4 V2 months afier the initial treatment, the subject is re-
treated with injectable filler. One can assess differences in visual severity of the treatment
area, for example, utilizing the 5-point scale WrinkJe Severity Rating Score (WSRS), at, for
example, the initial visit, week two, 4 %4 months (before re-ireatment), 9 months, 12 months,
15 months and 18 months. Re-treatment provides prolonged maintenance of treatment

results. Aesthetic improvement can also be observed.

EXAMPLE 2
PERSISTENCE OF RESTYLANE® DERMAL FILLER EFFECT

[0120] This example illustrates generally a study involving a treatment protocol to
.prolong RESTYLANE® dermal filler efficacy at least as long as one year after re-treatment.

[0121] The objective of the study outhined in this example was to evaluate the
efficacy of RESTYLANE® dermal filler for the correction of nasolabial folds (NLF) and the
effect of different re-treatment schedules to affect the persistence of a cosmetic improvement.
Study findings demonstrated a duration of effect with RESTYLANE® dermal filler resulting
from 4 1/2 and 9 month re-treatment sessions (85 percent and 88 percent, respectively).
Furthermore, with a re-treatment at 9 months, 97 percent of subjects maintained response at
18 months.
| [0122] 75 subjects were evaluated to test the effect of two different re-treatment
schedules, in a split-face design. Each subject had both nasolabial folds corrected with

RESTYLANE® dermal filler, one side of the face was randomly selected to be. corrected
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with RESTYLANE® dermal filler and then re-treated at 4 %4 months, and the opposite side
was re-treated at 9 months. Subjects were followed in the interim, and both NLFs were re-
treated at 18 months.

[0323] Blinding was accomplished by utilizing one medically qualified individual
to administer the treatments and an ecvaluating investigator (who was blinded to the
randomization) to conduct the NLF evaluations. The study measured differences in visual
severity of the nasolabial folds, utilizing the S-point scale Wrinkle Seventy Rating Score
(WSRS), as assessed by the evaluating investigator at initial visit, week two, 4 2 months
(before re-treatment), 9 months (before re-treatment), 12 months, 15 months and 18 months.
A responder was defined as anyone who had achieved at least a one grade improvement in
WSRS at any time point.

[0124} This study enrolled a total of 75 subjects with a mean population age of
53.8 years (range 26-73). Subjects were excluded from the study if they had undergone
procedures based on active dermal response (e.g., laser and chemical peeling procedure)
within 6 months prior to study start or if they had any facial tissue angmenting therapy or
aesthetic facial surgery within 9 months prior to study start. Study participants were
predominantly Caucasian female, and only 8 percent of those enrolled had undergone prior
augmentation therapy. Mean baseline WSRS was 3.2 (0-4 scale} in the NLF, and there was
no statistical difference in WSRS between the side re-treated at 4 %2 months and the side re-
treated at 9 months.

[0125] After the imtial and touch-up injections, 93 percent of subjects had
treatment success. At the 4 2 month visit, 85 percent of subjects still maintained treatment
success prior to the re-treatment of that NLF. At the 9 month visit, 88 percent of subjects
maintained treatment success prior to re-treatment of the other NLF. At the last 18 months
evaluation point, 97 percent of subjects had maintained treatment success prior to receiving
their last injection of RESTYLANE® dermal filler.

[0126] An Area Under the Curve analysis reveals that subjects maintained a better

appearance overall in the earlier re-treatment schedule compared to the later re-treatment

schedule.
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[0127] Subjects in this study received an average 3.92 ml (total) of
RESTYLANE® dermal filler during the 18 month study period (not including any 18 month
re-treatment). There is no statistical difference in volume due to these two re-treatment

schedules.

EXAMPLE 3
STUDY DESIGN FOR COMPARING RE-TREATMENT AT DIFFERENT TIMEPOINTS

[0128] This example illustrates one possible design of a study for comparing re-
treatment at different time points. As will be appreciated by one of skill in the art, the study
can be repeated to examine various durations, injectable fillers, and other vanables.

[0129] The objective of this example is to evaluate the efficacy of injectable
fillers for the correction of nasolabial folds and the effect of the re-treatment schedule on the
overall persistence of the implant. The primary objective is to evaluate the duration of
efficacy of injectable fillers, after multiple treatments and at different time points, in regards
to differences in visual severity of the nasolabial folds, as assessed by, for example, the
Evaluating Investigator at different time points. The primary endpoint can be, for example,
the scores in the Severity Rating Scale, obtained at visits. A secondary objective of the study
in this example can include, for example: severity of the wrinkles at other time-points during
the study and as assessed by the subject, and Global Aesthetic Improvement as judged by the
Evaluating Investigator and the subject.

[0130] Subjects frequently seck correction of facial contour deformities (age- or
disease-related). Wrinkles, folds, scars, and other depressed lesions are often treated with
surgery or implantation. In these cases, correction of the depression can be the goal of
therapy.

[0131] In the conduct of a controlled clinical tnial, it is important to assure that
both treatment groups have the same degree of abnormality at baseline. While a wide variety
of contour deformities could potentially be corrected using a biodegradable implant (e.g.,
traumatic scars, acne scars, glabellar lines, nasolabal folds), 1t can be difficult to match two
parallel treatment groups for the size and location of acne scars. As a result, it is desirable to
choose a bilateral (and approximately symmetrical) lesion for study in a randomized,

controlled trial. In the case of a biodegradable implant, an additional selection criterion for
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the target lesion is the ability of the model to demonstrate the initial treatment effect and to
monitor the duration of the effect. Since there are a variety of agents which can obtain a
satisfactory initial degree of correction, the key issue with a biodegradable mmplant is its
duration of effect.

[0132] Nasolabial folds are fairly large, bilateral {issures that can be angmented
and assessed with relative ease. Augmentation to fill the groove is the clear goal of
treatment. Each subject can serve as their own control by randomly assigning the test and
control {reatment to contralateral sides of the face (although these lesions can not be the
exactly same size, they can be close and the randomization procedure can reasonably be
expected to balance size across the study population). This type of tral can also balance the
randomization for skin type or other factors that might affect the outcome. In addition, it has
been demonstrated that trials of reasonable duration {6-12 months) can reliably detect the loss
of augmentation (or degree of correction) associated with biodegradable implants. Gormley
et al., J Dermatol Surg Oncol 1990;16(12):1147-1151, incorporated herein in 1ts entirety.

[0133] The administration of injectable filler using similar mjection techniques
and volumes but different re-treatment schedules is planned. Tt is desirable to use a volume
enough to give 100% correction of the folds at each treatment. The results of this
comparison, with respect to the efficacy profiles as well as the persistence of treatment and
re-treatment, would be beneficial to both the end user and the subject. The purpose of adding
a third re-treatment at month 18 is to test if multiple treatments of injectable filler can give
longer longevity of the cosmetic result for subjects.

[0134] The evaluation of biodegradable implants involves the assessment of
“short-term” and “long-term™ responses. Short-term responses can include the initial degree
of correction, adverse events associated with the injection of the implant (e.g., pain, swelling,
erythema, bruising, or itching), and the time course for resolution of any injection-related
adverse events. Based on clinical experience, the majority of short-term injection-related
adverse events would be expected to develop quickly and resolve within a few days of the
implantation procedure. Long-term responses can include any late-developing adverse events
and persistence of the implant. With respect to the overall efficacy of a biodegradable

implant it would appear that the most important issue is the duration of effect. This 1s
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dependent on the product’s inherent rate of bio-degradation, individual subject differences,
and the location of the implant. The current study design (randomization of nasolabial folds
within individual study participants to the test and control implant) should help control for
differences related to subject variability and location of the implant while testing for the
effect of re-treatment schedule.

[0135] The study can employ a randomized, evaluator-blind design and follow the
protocol outlined in FIG. 1. One of the nasolabial folds can be randomly assigned to be
corrected with injectable filler and then re-treated at 4 2 months. The opposite side can be
treated with injectable filler and not re-treated until 9 months. Both nasolabial folds can then
be re-treated at 18 months. Each subject can serve as their own control, allowing comparison
of the outcome between the contralateral sides. Blinding can be accomplished by utilizing
one qualified individual to administer the treatments and a second medically qualified
individual (who is blinded to the randomization) to conduct the direct evaluations. The

subjects can be aware that they are receiving both treatment schedules.

EXAMPLE 4
MULTI-CENTER U.S. TRIAL

[0136] The present example was carried out (regardless of the tense used in the
example) in a clinical setting (and thus some natural variation from the general description of
the example 1s to be expected as a practical matter). In order to evaluate nonanimal stabilized
hyaluronic acid 100,000 gel particles/ml filler's efficacy and persistence for correcting
nasolabial folds using 2 re-treatment schedules, a randomized, evaluator-blind design study
compared a nasolabial fold corrected with NASHA gel filler (as an initial treatment) and 1)
re-treated at 4.5 months with 2) the contralateral fold retreated at 9 months. Participants (n =
75) served as their own controls. Touch-up treatments were given to 44 participants 2 weeks
post-initial treatment. Folds were rated from 2 weeks to 18 months after the first treatment.
The details of this study are provided below and are followed by a summary of the results.

Detailed Description of Study

[0137] This example illustrates the results of a multi-center U.S. trial for
comparing re-treatment at different time powmnts. The trial involved enrolment of

approximately 75 subjects at three centers. Study results are provided, in the following
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Tables 4.1-4.4 below. In regard to Tables 4.1-4.4, Treatment Schedule A mnvolved the right
side being re-trcated with Restylane at 4% months (left side untreated at 4’2 months) and the
left side being re-treated with Restylane at 9 months (right side untreated at 9 months).
Treatment Schedule B involved the left side re-treated with Restylane at 4% months (nght
side untreated at 4% months) and the right side being re-treated with Restylane at 9 months
(left side untreated at 9 months). The P-value was from a nonparametric Wilcoxon signed

rank sum test.

Table 4.1

Restylane Resorbption Rate Over Time
Evaluator’s Wrinkle Severity Rating Score (WSRS)
(Intent to Treat Population)

Screening (Day 0)  Evaluator WSRS n{%)

Absent 0 0
Mild 1{1) 0
Moderate 45 ( 60) 4G (61)
Severe 25(33) 25(33)
Extreme 4 (5) 4 (5)
WSRS at re-tx 9 months side - 1.000
re-tx 4% months side n(%)
-1 6(8)
0 62 (83)
1 7(9)

Visit T (Touch-up) - Evaluator WSRS n{%)
Absent 1(2) 2 (5)
Mitd 18 ( 36) 13 (30)
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Moderate 21(48) 23(52)

Severe 6(14) 6(14)

Extreme 0 0

WSRS at re-tx 9 months side - 1.000
re-tx 4% months side n(%;)

-1 2(5)

0 39 (89}

1 3N

Visit 2 {2 weeks) Evaluator WSRS n(%)

Absent 35 (49) 30(42)

Mild 23(32) 30(42)

Moderate 13(18) 11(15)

Severe 1{1) 0

Extreme 0 0

WSRS at retx 9 months side - 1.000
re-tx 4% months side n{%)

-1 9(13)

0 53(75)

1 9(13)

Visit 3 (42 months)

{before re- Evaluator WSRS n(%)

treatment)
Absent 11 ( 16) 14 ( 21)
Mild 32(47) 25(37)
Moderate 21(31) 23(34)
Severe 4{ 6) ' 6(9)
Extreme 0 ]
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WSRS at re-tx 9 months side -
re-tx 4% months side n{%)

g 9{13) 0526
0 47 (89)
1 12(18)

Visit4 (9 months)  Evaluator WSRS n{%)

{before re- Absent 16 ( 25) 8(12)
treatment)
Mild 26 { 40) 33(51)
Moderate 21(32) 20(31)
Severe 2(3) 2( 3
Extreme 0 2( 3

WSRS at re-tx 9 months side -
re-tx 4%2 months side n{%)

g 8(12) 0.013
0 36 ( 55)
1 21(32)

Visit 5 (12 months)  Evaluator WSRS n(%)

Absent 10 { 16) 10 ( 16)

Mild 39(62) 39(62)

Moderate 13(21) 9(14)

Severe 1( 2) 5( 8)

Extremne 0 0

WSRS at re-tx @ months side -

re-tx 44 months side n{%)

-1 7{11) 0.481
0 45 (71)

1 11{17)

_45.-



WO 2009/018546

PCT/US2008/072016

Visit 6 (15 months)

Visit 7 {18 months)

{before re-
treatment)

Evaluater WSRS n(%)
Absent

Mild

Moderate

Severe

Extreme

WSRS at re-tx 9 months side -

re-tx 4%2 months side n{%)

Evaluator WSRS n{%)
Absent

Mild
Moderate
Severe

Extreme

- WSRS at re-tx 9 months side -

re-tx 4% months side n(%)
-1
0
1

_46-

18 ( 28)
31(48)
15(23)

8(13)
44 (70)
11(17)

14(22
36 ( 56
12 (19

fan

0.386

0.648



WO 2009/018546 PCT/US2008/072016

Table 4.2

Restylane Resorbption Rate Over Time
Subject’s Wrinkle Severity Rating Score (WSRS)
(Intent to Treat Population)

Screening {Day 0)  Evaluator WSRS n{%})

Absent 0 0
Mild 5(7) 1{ 1)
Moderate 47 (63) 52 ( 69)
Severe 21(28) 18 ( 24)
Extreme 2(3) 4{5)

WSRS at re-tx 9 months side -
re-tx 442 months side n{%})

. 5(7) 0.302
0 60 ( 80)
1 10 ( 13)

Visit T (Touch-up)  Subject WSRS n(%)

Absent 1{ 2) 3N
Mild 13 ( 30) 9(20)
Moderate 30 (68) 32(73)
Severe 0 0
Extreme 0 0

WSRS at re-tx 9 months side -
re-tx 4% months side n{%)

-1 5(11) 1.000
0 34 (77)
1 5(11)

Visit 2 (2 weeks) Subject WSRS n(%)
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Absent 14 ( 19) 15 (21)

1
Mild 39 (54) 37(52)
Moderate 19 ( 26) 17 { 24)
Severe 0 2{3)
Extreme 0 0

WSRS at re-tx 9 months side -
re-tx 4'% months side n(%)

1 7(10) 1.000
0 56 ( 79)
1 8(11)

Visit 3 (4% months) Subject WSRS n(%])

{before re- Absent 7( 10) 9(13)
treatment)
Mild 27 (40} 21(31)
Moderate 32 (47) 35(51)
Severe 2{ 3 3( 4
Extreme 0 0

WSRS at re-tx 9 months side -
re-tx 4% months side n{%)

1 9 { 13) 0.680
0 48 (71)
1 10 ( 15)
2 1(1)

Visit 4 (3 months)  Subject WSRS n{%)

'(before re- Absent 11 (17} 6{9)
treatment)

S Mid 34 (52) 26 ( 40)

Moderate 18 { 28) 32 (49)

Severe 23 1(2)
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Visit & (12 months)

Visit 6 (15 months)

Exirame

WSRS at re-tx 9 months side -
re-tx 424 months side n{%)

-1
0
1

2

Subject WSRS n(%)
Absent

Mild

Moderate

Severe

Extreme

WSRS at re-tx 9 months side -
re-tx 412 months side n{%)

-1
0
1

Subject WSRS n{%)
Absent

Mild

Moderate

Severe

Extreme

WSRS at re-x 9 months side -
re-tx 4% months side n{%)

-1
0

_49.

12( 19)
38 ( 59)
12(19)
2( 3)
0

0.001

0.167

0.824
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Visit 7 (18 months)

{before re-
treatment)

] 1(17)

Subject WSRS n(%})

Absent 5( 8)
Mild 39(62)
Moderate 17 {27}
Severe 1(2)
Extreme 1(2)
WSRS at re-tx 9 months side -

re-tx 4% months side n(%)

-2 1{ 2
-1 10 { 16)
0 40 (63)
1 12{19)

Table 4.3

Restylane Resorbption Rate Over Time
Evaluator’s Global Aesthetic Improvement (GAI)
(Intent to Treat Population)

8(13)

31 ( 49)
23(37)
1( 2)
0

1.000

Visit T (Touch-up)

Evaluator GAl n{%)

Worse 0
No Change 1{ 2)
improved 25 (57)
Much improved 17 (39)

2)

Very Much Improved

GAl at 9 months - 42 months
n{%)
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Visit 2 (2 weeks)

Evaluator GAIl n{%})
Worse

No Change
improved

Much Improved

Very Much Improved

GAl at 9 months - 4% months

n(%)
-1
0

Visit 3 (4% months) Evaluator GAl n(%})

(before re- Worse
treatment)

No Change
Improved
Much improved

Very Much Improved

GAl at 9 months - 45 months

n(%)
2

1

0

1

Visit 4 (9 months)  Evaluator GAI n{%)

(before re- Worse
treatment)

-51-

2( 3)
24 (33)
46 (64)

6(9)
29 ( 43)
33 (49)

1)
2(3)
62 (91)
3( 4)

1.000

1.000
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Visit 5 (12 months)

Visit 6 (15 months)

No Change 1(2)
Improved 4{ B)
Much Improved 22 (34)
Very Much Improved 38 ( 58)

GAl at 9 months - 44 months

n(%)

X 5( 8)
0 58 ( 89)
1 2( 3)

Evaluator GAI n(%)

Worse 0
No Change 0
Improved 4( 6
Much Improved 24 ( 38)
Very Much Improved 36 ( 56)

GAl at 9 months - 4% months

(%)

A 3( 5)
0 55 { 86)
1 6(9)

Evaluator GAl n{%)

Worse 0
No Change 0
improved 1(2)
Much Improved 17 { 27)
Very Much improved 46 (72)

GAIl at 9 months - 4% months
n(%)

-52-

4( 8)
21(33)
39 (61)
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Visit 7 {18 months)  Evaluator GAl n(%)

(before re- Worse 0 0
treatment)
No Change 0 1{ 2)
improved 2{3) 1(2)
Much improved 17 (27) 11{17)
Very Much Improved 44 (70) 50(79)

GAIl at 9 months - 4'2 months

n(%)

1 2( 3) 0.180
0 : . 54 ( 86)

1 7(11)

Table 4.4

Restylane Resorbption Rate Over Time
Subject’s Global Aesthetic Improvement (GAI)
(Intent to Treat Population)

Visit T (Touch-up)  Subject GAl n{%)

Worse 0 0
No Change 2({5) 2({5)
“improved 2557 26 (59)
Much Improved 13 (30) 12(27)

) 409

Very Much improved 4(9
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GAl at 9 months - 4% months

n(%)

1 4(9) 1.000
0 37 (84)

1 3(7)

Visit 2 (2 weeks) Subject GAl n{%)

Worse 0 0
No Change 0 0
Improved 17 24) 16 ( 23)
Much tmproved 26 (37) 26 (37)
Very Much Improved 28 (39 28 (40)
GAl at 9 months - 4'% months
(%)
-1 6(9) 1.000
0 57 {81)
1 7(10)
Visit 3 (42 months) Subject GAl n(%})

(before re- Worse 0 0

treatment)
No Change ] (1)
improved 24 ( 35) 21(31)
Much Improved 27 (40) 29(43)
Very Much Improved 17 (25} 17 ( 25)

GAl at 9 months - 4%4 months

n(%)

2 1(1) 0.960
1 5(7)

0 55 ( 81)

1 | 6(9)
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2 1(1)

Visit4 (9 months)  Subject GAl n{%)

{before re- Worse 1( 2) 1(2)
treatment)
No Change 0 3( 5
tmproved 16(25) 16 ( 25)
Much Improved 29 ( 45) 30 ( 46)
Very Much Improved 19 (29) 15 (23)

GAl at 9 months - 4% months

n{%)
-3 1{ 2) 0.082
-1 14 (22)
0 44 { 68)
1 5( 8)
2 1(2)
Visit 5 (12 months)  Subject GAI n{%)
Worse 0 0
No Change 1(2) 1{2)
improved 11 (17) 10(16)
Much Improved 30 (40 26 (41)
Very Much improved 22 (34) 27 (42)
GAl at 9 months - 4'2 months
n{%)
-1 7{11) 0.263
0 44 (69)
1 13 ( 20)

Visit 6 (15 months)  Evaluator GAI n(%)
Worse : 1( 2) 1{ 2)
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No Change 1(2) 0
Improved 10 (16) 11(17)
Much improved 33(52) 31(48)
Very Much Improved 19 ( 30) 21(33)

GAl at 9 months - 4% months

(%)

1 5(8) 0.581
0 51 (80)

1 8 (13)

Visit 7 (18 months)  Evaluator GAl n(%])

(before re- Worse 1(2) 1(2)
treatment)
No Change 1 2) 2(3)
Improved 10 { 16) 9(14)
Much improved 23(37) 20 (32
Very Much Improved 28 (44) 31(49)

GAl at 9 months - 42 months

n(%)

-1 6 (10) 0.807
0 50 ( 79)

1 6( 10)

2 1(2)

[0138] A general summary of an analysis of all of the data for the entire
population are depicted in FIGs. 3-7.

[0139] Study participants underwent a screening evaluation and initial treatment
(FIG. 1, Visit 1). The two nasolabial folds were randomized for treatment so that one side is
designated for re-treated with injectable filler at 4 2 months the other at @ months. At month

18 (FIG. 1, Visit 7) both nasolabial folds could be re-treated (if required).
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[0140] At least two qualified personnel participated in the trial at each study
center, for example: a Treating Investigator and an Evaluator. The Evaluator is blinded to
treatment assignment and can only make the efficacy assessments in the study, which
included also making the pre-treatment assessment of Wrinkle Severity, and deciding on
when an optimal cosmetic result has been achieved. While not truly a double-blind study, the
sides of the face assigned to the test and control treatments were masked from the Evaluator
(“evaluator-blinded™). Due to the injection schedules, the treatment could not be masked
from the study participant.

[0141) For each study participant, one nasolabial fold was randomly assigned fo
re-treatment at 4 2 months with the test agent (injectable filler) and the oppostte side was re-
treated with the control treatment schedule at 9 months. The randomization was balanced
within each treatment center, and was prepared by the study statistician.

[0142] A table outlining the schedule of procedures for the trial illustrated in this
example is mchuded in FI1G. 2.

[0143] Screening evaluations were conducted prior to randomization and
treatment (FIG. 1, Visit 1).

[0144] The objective of the initial treatment was to achieve an “optimal cosmetic
result” on each side of the face. An “optimal result” 1s defined as the best possible cosmetic
result that was obtained for an individual study participant with the two injectable implants
(as determined by the Evaluating Investigator). After the initial implant session, the subject
is evaluated after post trcatment. Photography with standard Canfield system is done at all
visits prior to treatments.

[0145] Following Visit 1 (Baseline/Screening), study participants returned for
Visit 2 (week 2), Visit 3 (month 4'4), Visit 4 (month 9), Visit 5 {month 12), Visit 6 (month
15), Visit 7 {(month 18), Visit 8 (month 24), Visit 9 (month 27} and Visit 10 (month 30). If
touch-ups were given at 2 weeks, a Follow-Up visit {Visit T), and another 2 Week Follow-Up
visit (Visit 2) was scheduled 2 weeks after the touch-up treatment visit. Visit 3 1s calculated
" from the last touch-up visit. At visit 3, one side of the nasolabial fold was re-treated to
optimal cosmetic correction. At visit 4, the contralateral side was re-treated to optimal

cosmetic correction. At visit 7, both nasolabial folds were re-treated to optimal cosmetic
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correction. At each follow-up visit, (T, 2, 3, 4, 5, 6, 7 §, 9 and 10), the subjects were assessed
for the presence or absence of adverse events and the Evaluating Investigator and the Subject
can make their evaluations based on the Seventy Rating Scale and Global Aesthetic
Improvement Scale. Photography with standard Canfield system was done at all visits prior
1o treatment.

[0146] The total duration of a subject’s participation in the trial was
approximately 29-30 months from the time of mitial screening until the final follow-up.

10147] Individuals eligible for inclusion in the study include the following: males
or non-pregnant, non-breast feeding females aged 18 years or older, subjects seeking
augmentation therapy for correction of bilateral nasolabial folds, subjects with a score of 3 or
4 on the Severity Rating Scale, subjects with the ability to understand and comply with the
requirements of the trial, subjects willing to abstain from exclusionary procedures (e.g.,
further augmentation therapy, laser or chemical resurfacing; and BOTOX® injections below
eye level; facelift) for the duration of the study.

10148] The presence of any of the following could have excluded the potential
study participant from entry into the trial: active or chronic skin disease, inflammation or
related conditions, such as infection, psoriasis and herpes zoster near or on the nasolabial
folds; subjects that have undergone procedures based on active dermal response (e.g. laser
and chemical peeling procedures) within 6 months prior to study entry; use of any facial
tissue augmenting therapy or aesthetic facial surgical therapy within mine (9) months prior to
study entry, e.g. injection or other form of implantation of tissue angmenting substances,
BOTOX® injections below the level of the eye-brows, and facelift; concomitant
anticoagulant therapy, antiplatelet therapy, or a history of bleeding disorders; subjects who
have previously experienced unanticipated adverse reactions when treated with hyaluronic
acid based products; any condition which in the opinion of the investigator makes the subject
unsuitable for inclusion (e.g., subjects not likely to avoid other treatments, subjects not likely
to stay in the study for six months, or subjects anticipated to be unrchable; subjects with
cancerous or pre-cancerous lesions in the area to be treated; and use of any investigational

drugs or devices within 30 days prior to randomization.
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[0149] The injectable filler used in this example was RESTYLANE® dermal
filler. RESTYLANE® dermal filler 1s manufactured, packed and labelled by Q-Med AB,
Uppsala, Sweden. RESTYLANE® dermal filler is a clear, colourless and transparent gel
which includes 20 mg/ml of stabilized hyaluronic acid. The gel is sterile, viscoelastic and,
free from products of animal origin. Pre-testing for hypersensitivity is not required. It is
packaged in sterile 1.0 mL syringes and supplied with a sterilized 27G x V2 inch needle. The
product is dispersed in a physiological saline solution pH 7.

[0150] The treatment site was cleaned with a suitable antiseptic solution.
RESTYLANE® dermal filler was administered using a thin gauge needle by injecting the
material into the deep denmis and/or the surface layer of subcutis. If RESTYLANE® dermal
filler was injected too deep or intramuscularly, the duration of the implant was shorter
because of a higher hyaluronic acid turnover rate. Too superficial an injection can give
blanching effects and bumps on the treatment site,

[0151] The injection technique with regard to the depth of injection and the
administered quantity can vary. The linear threading technique was used to carefully lift up
the wrrnkle or fold, but some operators preferred a series of punctual injections or a
combination of the two. During injection it was recommended that the eye of the needle face
upwards. The contour of the needle should be visible but not the colour of it. One can inject
RESTYLANE® dermal filler while pulling the needle slowly backwards. The injection
stopped just before the needle was pulled out from the skin to prevent material from leaking
out from the injection site. Defects were fully corrected, but not overcorrected. The injection
site were massaged to conform to the contour of the surrounding tissues. For each treatment
site a maxtmum dosage of about 1.5 ml per treatment session was recommended. If the
treated area was swollen directly after the injection, melting ice was applied on the site for a
short period. Dosage amounts used in the study are provided, inter alia, in Tables 4.5 and 4.6
below. In regard to Table 4.5, Completers were subjects with blinded evaluator scores
‘available at all visits and with no missing data for injection volume. Treatment Schedule A
involved the right side being re-treated with Restylane at 4%, months (left side untreated at
44 months) and the left side being re-treated with Restylane at 9 months (right side untreated

at 9 months). Treatment Schedule B involved the left side being re-treated with Restylane at
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42 months (right side untreated at 4/2 months) and the right side being re-treated with
Restylane at 9 months (left side untreated at 9 months). For Tables 4.5 and 4.6, the P-value
was from a paired Student’s t-test.

Table 4.5
Administration of Implant (mi) Over Time
(Completers)

Visit 1 (Treatment)

Visit T (Touch-up)

Visit 3 (414 months)

{before re-treatment)

Visit 3 (42 months)

{before re-treatment)

Total Volume Injected

N

Mean
Std Dev
Median
Min, Max

N

Mean
Std Dev
Median
Min, Max

N

Mean
Std Dev
Median
Min, Max

N
Mean
Std Dev

Median
Min, Max

N

60

1.09
0.567
1.00
0.1,25

36
0.49
0.230
0.50
02, 10

60

0.71
0.305
0.80
02,14

60

60

1.10
0.522
1.00
02 25

36
0.50
0.216
0.50
0.2,1.0

60

0.67
0.359
0.60
0.1, 20

60

60 0.609
0.01

0.176

0.00

0.5, 0.4

36 0.661
0.01

0.113

0.00

0.2, 03

60 0.657
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2.09 0.02

Mean

Std Dev (.863 0.836 0.376

Median 2.00 2.10 0.00

Min, Max 0.7, 40 09, 47 08, 12
Table 4.6

Administration of Implant (ml} Over Time
(Intent to Treat Population)

Std Dev

61-

75 0.353

Visit 1 (Treatment) N 75 75
Mean 1.08 1.09 0.02
Std Dev 0.603 0.559 0.161
Median 1.00 1.00 0.00
Min, Max 01, 25 0.2, 25 05 04
Visit T {Touch-up) N 44 44 44 0.660
Mean 0.47 (.48 0.
Std Dev 0.220 0.208 0.102
Median 0.50 0.50 .00
Min, Max 02,10 0.2, 10 0.2, 0.3
Visit 3 (4%% months) N 67 0 0
{before re-treatment) . Mean 0.71
Std Dev 0.330
Median 0.80
Min, Max 02, 18
Visit 4 (9 months) N 0 63 0
(before re-treatment)  Mean 0.67
0.356
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Median 0.60

Min, Max 0.1, 20
Total Volume Injected N 75 75 75 0.206
Mean 1.99 1.93 -0.06
Std Dev 0.902 0.863 0.389
Median 2.00 200 0.00
Min, Max 02,40 04, 47 -1.0, 1.2

[0152] In this study in this example, a maximum of }00% correction was
administered. It was noted as important not to overcorrect.

10153} The trial in this example included two administrations of the implants by
the Treating Investigator. As a result, compliance did not require further assessment.

[0154] Before the treatment, the subject’s need for pain relief can optionally be
assessed. Local or topical anaesthetics or a dental block can be used, 1f needed. Any such use
should be recorded in the CRF.

[0155] Except as noted below, concomitant medications or other treatments can
be utilized when medically necessary. Any concomitant medication, including over-the-
counter (OTC) medications administered, or any concomitant procedures such as
surgery/biopsy or diagnostic evaluations performed during the study were recorded on the
case report form (CRF). The generic name of the concomitant medication (or a description
of the procedure) and the reason for its use can also be provided on the CRF. Administration
of anticoagulants (e.g., warfarin) or inhibitors of platelet aggregation (e.g., aspirin or other
nonsteroidal anti-inflammatory drugs) are excluded beginning three weeks prior to the
treatment visit and extending until the injection sites are completely healed (unless medically
necessary, this excluston should extend for at least four weeks after treatment).

[0156] At least one independent Evaluating Investigator is designated at each

study site. This investigator is blinded to treatment assignment and can perform ail of the
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efficacy evaluations. The Evaluating Investigator can make the efficacy assessments in the
study, and may take part in the care of the subject after the injection.

[0157}] A Severity Rating Scale was used to assess the visual appearance of the
nasolabial folds. It is an assessment of wrinkle severity at a certain time-point and is not
based on a comparison to the pre-treatment appearance. The assessments were made by the
blinded, independent Evaluating Investigator and used as the primary efficacy measurement
in the study. The Evaluating Investigator rated each nasolabial fold separately (right and left)
for severity using the following categorical scale (Table 4.7).

Table 4.7

Severity Rating Scale

treme: Extremely deep and long folds; detrimental to facial
5 appearance. 2-4 mm visible v-shaped fold when stretched. Unlikely to

have satisfactory correction with injectable implant alone.

Severe: Very long and deep folds; prominent facial feature. Less than 2 |
4 mm visible fold when stretched. Significant improvement is expected

trom injectable implant

Moderate: Moderately deep folds; clear facial feature visible at normal
3 appearance but not when stretched. Excellent correction is expected

from injectable implant.

Mild: Shallow but visible fold with a slight indentation; minor facial

2 feature. Implant is expected to produce a slight improvement in
appearance.
1 Absent: no visible fold; continuous skin line

[0158] Each score in the Severity Rating Scale was exemplified by a set of three
photographs of nasolabial folds. A favorable change of at least one score in the Severity

Rating Scale is defined as a clinical significant improvement.
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[0159] The assessment was performed at the treatment visit (Visit 1), two weeks
after treatment (Visit 2) and at each subsequent FoHow-Up Visit. During visits where
treatment is administered, the severity 1s rated prior to injection.

10160] The Severity Rating Scale was also used by the Treating Investigator at
study entry to assess the inclusion critena.

[0161] The subjects can assess the visual appearance of each nasolabial fold

separately (right and left) using the following categorical severity scale (Table 4.8).

Table 4.8
Severity Rating Scale

Extreme: Extremely deep and long folds; detrimental to facial appearance.
> 2-4 mm visible v-shaped fold when stretched.

Severe: Very long and deep folds; prominent facial feature. Less than2 mm
4 visible fold when stretched.

Moderate: Moderately deep folds; clear facial feature visible at normal
: appearance but not when stretched.
2 Mild: Shallow but visible fold with a slight indentation; minor facial feature.
1 Absent: no visible fold; continuous skin line

[0162] The assessment can represent wrinkle severity at a certain time-point and
not be based on a comparison to the pre-treatment defect level. Each score in the Seventy
Rating Scale is exemplificd by a set of three photographs of nasolabial folds. A favourable
change of at least one score in the Severity Rating Scale is defined as a clinically significant
improvement.

[0163] The assessments were performed at the treatment visit (Visit 1), after
optimal cosmetic results had been obtained (Visit 2) and at each subsequent visit. During
visits where treatment was administered, the severity was rated prior to injection.

[0164] The Evaluating Investigator rated cach nasolabial fold for global aesthetic
improvement, i.e. improvement from pre-treatment appearance, using the following

categorical scale (Table 4.9).
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Table 4.9
Rating Definition

Very Much Improved  Optimal cosmetic result for the implant in this subject.
Much Improved Marked improvement in appearance from the imtial

condition, but not completely optimal for this subject.

Improved Obvious improvement in appearance from the imtial
condition.

No Change The appearance is essentially the same as bascline.

Worse The appearance is worse than the original condition.

[0165] The Evaluating Investigator made this assessment in view of the overall
cosmetic result for each contra lateral fold. The ratings were correlated with the actions that
would generally be considered in the normal course of practice. The Evaluating Investigator
could optionally review the pre-treatment archival photograph (obtained prior to injection of
the implants at Visit 1) at each visit to aid in the assessment.

[0166] The assessment was performed two weeks after treatments (Visit 2) and at
each subsequent visit.

[0167] The subjects also rated the global aesthetic improvement of ecach
nasolabial fold, relative to pre-treatment appearance, using the above categorical scale.

[0168] The subject was asked to evaluate the overall improvement in the
appearance of each nasolabial fold. The subject was instructed to select the one rating which
best describes the degree to which the appearance of nasolabial fold has been improved by
the implant relative to pre-treatment. The subject could have reviewed the pre-treatment
archival photograph (obtained prior to injection of the implants at Visit 1) at each visit to aid
in the assessment.

[0169] The assessment is performed after optimal cosmetic result has been
obtained (Visit 2) and at each subsequent visit.

[0170] Photographs taken at the “Screening and Treatment Visit” (Visit 1} served
as reference for the Evaluator’s and Subject’s post-treatment assessment of Global Aesthetic

~Improvement. The photographs were obtained in an as standardized manner as possible, n
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accordance with the practice of the study facility. The set of photographs could have included
at least one direct frontal view centered on the study participant’s face (both nasolabial folds
should be clearly visible). Each photograph should have been labeled with the study
participant’s randomization number, initials and date of photograph. Archival photographs
are taken at scheduled visits during the study (to document treatment result).

[0171] Statistical analyses were performed using the SAS® system. Summary
tables and data listings were prepared using SAS®. Subjects were randomized to
RESTYLANE® dermal filler on one stde of the face with re-treatment at 44 months and re-
treatment at 9 months on the other side. One side of the face 1s Jabeled the right side and the
other side is labeled the left side.

[0172} Visits occurred at pre-treatment, initial treatment (Visit 1), two weeks
(Visit 2) and at four and one-half months (visit 3), nine months (visit 4) and twelve months
(visit 5), fifteen months (Visit 6), eighteen months (Visit 7), twenty-four months (Visit 8),
twenty-seven months (Visit 9) and thirty months (Visit 10). Effort was made to have all
visits occur on time. For the subsequent visits, a window of +/- one week can be allowed.

[0173] The Severity Rating Scale and the Global Aesthetic Improvement Scale
arc ordered categorical measures. The primary efficacy evaluation was based on a responder
criterion. A subject was defined as a responder for the treatment (wrinkle) if there was an
improvement of at least one step in the Seventy Rating Scale (assessed by the investigator)
from the value prior to treatment (visit 1) to the value at 4 1/2, 9 and 12 month respectively
(visit 3, 4, and 5).

[0174] Three analysis populations were defined for this trial: The safety
population included all subjects who received an implant with either the test or control
device. The Intent-to-treat (ITT) population included all subjects, who were randomized and
treated. The Per-protocol (PP) population included all subjects in the intent-to-treat
population who had all efficacy evaluations at all time points and who had no major protocol
deviations.

“Summary of the Results for the Above Lxample
[0175] NASHA's effective correction of nasolabial folds persisted for at least 18

months post-initial treatment and at least 9 to 13.5 months post-retreatment, regardless of re-
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treatment schedule. Almost all patients (97%) had at least 1 grade improvement at 18 months
(13.5 or 9 months post-re-treatment) and many had 2 grades improvement. Early re-
treatment can be superior as patients do not experience an increase in wrinkle severity before
receiving a second treatment and the response is maintained for at least 1 year. The earlier
Te-ireatment appears to maintain tissue expansile tension and slow gel resorption so that
results are the same regardless of re-treatment schedule. The long lasting effect reported here
can be amplified by injection-stimulated collagen production and collagen breakdown
inhibition that outlasts the filling of space by the injected gel.

10176} An additional summary of these results is presented in FIGs. 3-7. FIG. 3
sumunarizes the results for Responder analysis of the wrinkle seventy rating score between
the 4% and 9 month re-treatment schedule over time. FIG. 4 summarizes the mean
improvement score results for the wrinkle severity rating score between the 472 and 9 month
re-treatment schedule over time. FIG. 5 summarizes the results for the wrinkle severity rating
score between the 4% and 9 month re-treatment schedule over time. FIG. 6 summanzes the
mean improvement score results for the completers for the wrinkle severity rating score
between the 4% and 9 month re-treatment schedule over time. FIG. 7 summarizes the mean
improvement score results for the wrnkle severity rating score between the 44 and 9 month
re-treatment schedule over time. The “0” time period is the time period starting after the re-
freatment step.

[0177] In some embodiments, some of the above embodiments can be employed
10 provide Evaluator and participant mean Wrinkle Severity Rating Scale score improvement
of 0.7 grades at 2 weeks and of 1.6 grades at 18 months and of 0.7 to 1.0 grades across 7
visits, respectively. In some embodiments, Evaluator and participant Global Aesthetic
Improvement Scale ratings can provide improvement from 2.4 points at 2 weeks to 3.7 points
at 18 months and from 2.4 to 3.2 points across the 7 visits, respectively. In some
embodiments, any improvements or results demonstrated in FIGs. 3-7 can be achieved

through the use of various embodiments disclosed herem.
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EXAMPLE 5

MODERATE TO EXTREME BASELINE POPULATION OF EXAMPLE 4

[0178] The data presented in the Examples above included the results from all
subjects included in the population where data were available for the relevant endpoints and
follow-up visits under evaluation. However, such an analysis can overly simplify the actual
résults, missing the true effectiveness of the method on subjects that can receive larger
benefits from the method. Thus, to more accurately review the results in the subjects with
more extensive wrinkles (e.g., a higher WSRS starting score), a subset of the data, which
only included subjects who had moderate to severe WSRS scores at baseline, was examined.
This example, therefore, excluded one subject with mild WSRS at baseline in the analysis of
the Blinded Evaluator’s assessment of WSRS and five subjects in the analysis of the subject’s
assessment of WSRS at the 4% month re-treatment side. One subject with a mild WSRS
score at baseline was excluded from the analysis of the subject’s assessment of WSRS at the
9 month re-treatment side.

[0179] The proportion of subjects with at least one grade improvement in WSRS
scores as assessed by the Blinded Evaluator and subject at each visit is summarized in Table
5.1 for the Blinded Evaluator and in Table 5.2 for the subject. At 18 months, the mean
improvement from baseline in WSRS score was > 1 grade for both re-treated sides by
Blinded Evaluator and subject assessments. Subject assessment of their nasolabial folds at
18 months showed at least one grade improvement on the WSRS in 85% of subjects on the
4% month re-treated side and 78% on the 9 month re-treated side. The mean change from
bascline was statistically significant (p<0.001) mn both re-treated sides for both Blinded

Evaluator and subject assessments.

Table 5.1;

Blinded Evaluator’'s Assessment - Proportion of Subjects with at Least One Grade
Improvement in WSRS from Baseline
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Table 5.1:

Blinded Evaluator’'s Assessment - Proportion of Subjects with at Least One Grade
Improvement in WSRS from Baseline

Side Assigned to Re-treatment at | Side Assigned to Re-treatment at

Visit 4, Months ‘ 9 Months
N |ptse*% | 95%Cl N | ptse % 95% C1
2 Weeks 66/71 93.0+3.0 | 843-97.7% | 69/71 | 97.2:42.0 | 90.2-99.7%

4% Months | 56/66 | 84.9+4.4 | 73.9-92.5% | 54/67 | 80.6£4.8 | 69.1-89.2%
9 Months 56/64 | 87.5+4.1 | 76.9-94.5% | 53/65 | 81.5+48 | 70.0-90.1%
12 Months 60/62 | 96.8+2.2 | 88.8-99.6% | 57/63 | 90.5+£3.7 | 80.4-96.4%
15 Months 58/63 | 92.1+34 | 82.4-974% | 58/64 | 90.6+3.6 | 80.7-96.5%
18 Months 61/63 | 96.8+2.2 | 89.0-99.6% | 61/64 | 953+2.6 | 86.9-99.0%

*Standard error; ' Exact 95% confidence interval (Cl).
Note: At visits where subjects were re-treated, grading was performed prior to re-treatment.

0180} As assessed by the Blinded Evaluator, a large majority of subjects had at
- least one grade improvement in WSRS score at every follow-up visit, ranging from about
88% to 97% for every visit after re-treatment (i.e., WSRS scores at 9, 12, 15, and 18 month
visits for the 44 months re-treatment side and WSRS scores at 12, 15, and 18 month visits
for the 9 months re-treatment side). The lower limits of the confidence intervals at every
time point after re-treatment was >76%. At 18 months (more than one year after re-treatment
at 4% months and 9 months after re-treatment of the other side at 9 months), the proportion of
subjects with at least one grade improvement in WSRS was similar between the two sides
(97% of the 4% month re-treated side and 95% of the 9-month re-treated side).

[0181}) A large majority of subjects also assessed the WSRS scores as at least one
grade improvement; ¢.g., for NLFs re-treated at 42 months, about 80-85% of subjects rated
those NLFs as having at least one grade improvement at every visit after re-treatment. The
lower limits of the confidence intervals at every time point after re-treatment was >62%. At
18 months, the proportion of subjects with at least one grade improvement in WSRS was
similar between the two sides (85% of the 4% month re-treated side and 78% of the 9-month

re-treated side).

-69-



WO 2009/018546 PCT/US2008/072016

Table 5.2

Subject’s Assessment - Proportion of Subjects with at Least One Grade Improvement in
WSRS from Baseline

Side Assigned to Re-treatment at | Side Assigned to Re-treatment at 9

Visit 4% Months . Months
/N pEs.e* % 95% CI’ n/N pEs.e % 95% CI
2 Weeks 58/68 | 853443 | 74.6-92.7% | 60/70 | 85.7+4.2 i 75.3-929%

4, Months | 42/62 | 67.7+59 | 54.7-79.1% | 41/66 | 62.1£6.0 | 493-73.8%

9 Months 48/60 | 80.0£5.2 | 67.7-89.2% | 44/64 | 68.8+58 | 559-79.8%

12 Months | 49/59 | 83.1£49 | 71.0-91.6% | 56/63 | 88.93+4.0 | 78.4-954%

15 Months | 47/59 | 79.7+£52 | 67.2-89.0% | 47/63 | 74655 | 62.1 -84.7%

18 Months 50/59 | 84.8+4.7 | 73.0-92.8% | 49/63 | 77.8+52 | 65.5-87.3%

*Standard error; "Exact 95% confidence interval (CD).
Note: At visits where subjects were re-treated, grading was performed prior to re-treatment.

[0182] The proportion of subjects with at least one grade improvement in WSRS
scores as assessed by the Blinded Evaluator, the IPR, and subject at each visit is
demonstrated graphically in FIG. 8 for the side of the face re-treated at 42 months and FIG. 9
for the side of the face re-treated at 9 months.

Mean WSRS and Mean Improvement in WSRS from Baseline by Visit

[0183] The mean WSRS scores and mean improvement from baseline as assessed
by the Blinded Evaluator and subject at each visit are summarized in Table 5.3 for the
Blinded Evaluator and in Table 5.4 for the subject.

[0184] For the Blinded Evaluator assessment, the mean improvement from
baseline in WSRS score was more than 1 grade for each side at all time points. At 18 months
(13.5 months after the 42 month re-treatment, and 9 months after the 9 month re-treatment),
the mean change from baseline in WSRS for both re-treated sides was similar to the change
from baseline noted at 2 weeks after re-treatment (1.6 to 1.7 at 18 months; 1.7 at 2 weeks
after re-treatment).

[0185] For the subject assessment, the mean improvement from baseline in
WSRS score ranged from about 0.9 to 1.3 for the 4% month re-treated side and about 0.8 to
1.3 for the 9 month re-treated side. At 18 months, the mean change from baseline in WSRS
for both re-treated sides was similar to the change from baseline noted at 2 weeks after re-

treatment (1.1 at 18 months; 1.2 to 1.3 at 2 weeks after re-treatment).
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[0186] The mean change from baseline at all visits was statistically significant

(p<0.001) for all follow-up Blinded Evaluator and subject assessments.

Table 5.3

Blinded Evaluator’s Assessment - Mean WSRS and Mean Improvement in WSRS
from Baseline

Side Assigned to Re- Side Assigned to Re-treatment at
treatment at 4% Months 9 Months
Change

WSRS from WSRS Change from

Visit N Mean - Baseline | N Mean + Baseline '
P Mean = SD Mean + SD*
SD*
Screening | 74 | 3.4+ 0.60 - 75| 3.4x0.60 -
2 Weeks 710 1.7+£081 | 1.7£081 {71 1.7+0.72 1.7+ 0.71
4% 66 23+£078 | 1.1+0.72 67| 2.320.89 1.1+0.83
Months
9Months |64 22+082 | 13073 [65] 234085 1.1 £0.84
12 Months [ 62 | 21065 | 13065 |63 | 2.1 +£0.78 1.3+ 0.80
15Months [ 63| 20072 | 1.5+£0.74 |64 | 2.0£0.73 1.4+ 0.75
18 Months | 63| 1.82065 | 1.7£0.74 (641 1.8+0.70 1.6+ 077
*Mean changes from baseline are significantly different from O at all follow-up visits {paired t-test
p <0.001).
[0187] In regard to the present WSRS tables, WSRS of 1=Absent; 2=Mild;

3=Moderate; 4=Severe; and 5=Extreme. At visits where subjects were re-treated, grading

was performed prior to re-treatment.

Table 5.4

Subject’s Assessment - Mean WSRS and Mean Improvement in WSRS from Baseline
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Table 5.4

Subject’'s Assessment - Mean WSRS and Mean improvement in WSRS from Baseline

Side Assigned to Re- Side Assigned to Re-treatment at
treatment at 4% Months 9 Months
Change
WSRS from WSRS Change from
Visit N Mean Baseline N Baseline
Mean £ Mean + SD Mean & SD*
SD .
SD*
Screening | 70 | 3.4+ 0.54 74 3.4:+0.58
2Weeks |68 (2.1+£0.69, 13078 | 70 21075 1.24+0.75
Az 62125+074| 09+£0.79 | 66 2.5+0.79 0.8+ 0.87
Months
9Months | 60122+0.73| 1.2+0.76 | 64 2.5+ 0.66 0.9+0.75
12 5912240711 1.2+£0.77 | 63 2.1+0.70 1.3£0.76
Months
15 59 124+£061 ) 1.0£072 | 63 24+0.73 0.9+ 0.83
Months
18 50123+070| 1.1+£067 | 63 2.3+0.68 1.1+£0.76
Months

*Mean changes from baseline are significantly different from O at all follow-up
visits (paired t-test p <0.001).

[0188] The mean improvement from baseline as assessed by the Blinded
Evaluator, IPR, and subject at each visit is graphically presented in FIG. 10 for the side of the
face re-treated at 4'2 months and FIG. 11 for the side of the face re-treated at 9 months.

[0189} Improvement from Baseline was also assessed using the Global Aesthetic
Improvement Scale (GAIS) for Treating Investigator and subject. The GAIS can be
converted into numerical values as follows: 0 — Worse; 1 — No Change; 2 - Improved; 3 —
Much Improved; 4 — Very Much Improved. At 18 months for the Treating Investigator
assessment, the mean GAIS was the same (3.7) for both re-treated sides. Similarly, at 18
months for the subject assessment, the mean GAIS was the same (3.2) for both re-treated
sides. These scores both indicate “Much Improved™ on the mean GAIS score, confirming the
_ improvement in wrinkle severity evaluated by the WSRS. Tables 5.5 and 5.6 below provide
‘the proportion of subjects with at least on grade improvement in Global Aesthetic
Improvement Scale (GAIS) from baseline by visit. Table 5.5 shows the treating

- investigator’s assessment, and Table 5.6 shows the subject’s assessment.
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[0190] Improvement from baseline was consistently affirmed by both Treating
Investigator and subject. Most subjects assessed by the Treating Investigator (98% to 100%)
and subjects (94% to 100%) had at least a one grade improvement from baseline on the GAIS
at all follow-up visits. The mean GAIS scores as assessed by the Treating Investigators and

subjects ranged from 3.0 to 3.7 (Much Improved) for both treated sides at all visits after re-

treatment.
Table 5.5
Treating Investigator’s assessment

Side Assigned to Side Assigned to

Visit N Re-treatment at Re-treatment at
4 Months 9 Months
2 Weeks 72 72 (100%) 71 (100%)
4 Months 67 67 (100%) 66 (98.5%)
9 Months 65 64 (98.5%) 64 (98.5%)
12 Months 64 64 (100%) 64 (100%)
15 Months 64 64 (100%) 64 (100%)
18 Months 63 63 (100%) 62 (98.4%)

*Based on data from 71 subjects.
Table 5.6
Subject’s Assessment

Side Assigned to Side Assigned to

Visit N Re-treatment at Re-treatment at
4% Months 9 Months
2 Weeks 71 71 (100%) 70 (100%)
4% Months 67 67 (100%) 66 (98.5%)
9 Months 65 64 (98.5%) 61 (93.9%)
12 Months 64 63 (98.4%) 63 (98.4%)
15 Months 64 62 {96.9%) 63 (98.4%)
18 Months 64 62 {(96.9%) 61 {95.3%)

*Based on data from 70 subjects

[0191] Tables 5.7 and 5.8 below provide the mean GAIS by visit. Table 5.7
shows the treating investigator’s assessment, and Table 5.8 shows the subject’s assessment.

‘Table 5.7
Treating Investigator’s Assessment
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Side Assigned to Side Assigned to
Visit N Re-treatment at Re-treatment at
4% Months 9 Months
Mean £ SD" Mean + SD”
2 Weeks 72 3.6+ 0.55 3.6+ 0.55
4% Months 67 3.4+0.65 3.4+0.71
9 Months 65 3.5+0.69 34071
12 Months 64 3.5+£062 3.5+£062
15 Months 64 3.7+£0.49 3612052
18 Months 63 3.7+0.54 3.7+0.57

*Mean improvements are significantly different from 1 (“no change™) at all follow-up visits (paired t-test p

<0.001).

**Based on data from 71 subjects.

Table 5.8
Subject’s Assessment
Side Assigned to Side Assigned to
Visit N Re-treatment at Re-treatment at
4v» Months 9 Months
Mean + SD Mean = SD”
2 Weeks 71 3.2+0.79 324078
41, Months 67 2.9+077 2.9+ 079
9 Months 65 3.0+ 0.83 2.8+0.89
12 Months 64 3.1 +0.75 32+0.77
15 Months 64 3.1+0.81 3.1+ 0.80
18 Months 64 3.2+0.88 3.2+0.92

*Mean improvements are significantly different from 1 (“no change™} at all follow-up visits (paired t-test p
<0.001}.
**Based on data from 70 subjects.

[0192] A panel of three Independent Photographic Reviewers (IPR) evaluated
WSRS scores of photographs taken at all study visits. FEach reviewer reviewed the
photographs independently and assigned a WSRS to each photograph. This analysis resulted
in about 76% to 87% of subjects achieving at least a one grade improvement from baseline in
WSRS scores and a mean change from baseline in WSRS score that was greater than one
grade improvement at 18 months. Table 5.9 below provides the results from the independent
photographic review.

[0193] For analysis of mean WSRS, the median WSRS of each of the 3
independent reviews was calculated and used in the analysis. For apalysis of the mean

change in WSRS, the change in WSRS from baseline was. first calculated for each subject
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within each reviewer, then the median of the change scores was calculated and used in the
analysis. NLFs with mild WSRS at baseline were excluded from the analysis.

[0194] The proportion of subjects achieving at least a one grade improvement
from baseline after re-treatment as assessed by IPR was from 76% to 87% for the 42 month
re-treated side and 82% to 85% for the 9 month side. At 18 months, the mean change from
baseline in WSRS for both re-treated sides was > 1 grade improvement from baseline, simmlar

to the change from baseline noted at 2 weeks after re-treatment.

Table 5.9
Baseline Assessment
Side assigned to Side assigned to
Wrinkle Severity Rating Scale re-treatment at re-treatment at
(IPR) 4", months 9 months
Number of Subjects 73 73
I — Absent 0 0
2 — Mild 12 (16.4%) 12 (16.4%)
3 — Moderate 40 (54.8%) 39 (53.4%)
4 — Severe 16 (21.9%) 16 (21.9%)
5 — Extreme 5 (6.8%) 6 (8.2%)
Mean + SD 3.2+ 079 3.2 0.82
Median 3 3

[0195] Table 5.10 below depicts the proportion of subjects with at least one grade

improvement in WSRS from baseline by visit (independent reviewers’ assessment).
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Table 5.10
Independent Reviewers’ Assessment
Side Assigned to Re-treatment | Side Assigned to Re-treatment at
Visit at 4» Months ¢ 9 Months
/N | pxse?* 95% CI' /N | ptse. 95% Cl1
% %
2 Weeks | 44/60 | 73.3+£5.7 | 60.3 - 83.9% | 49/60 | 81.7+ 69.6 - 90.5%
5.0
4% 38/54 1 704+£62 | 56.2-82.0% | 38/53 | 71.7+ 57.7-83.2%
Months 6.2
9 42/53 1 79.3+£ 5.6 65.9-89.2% | 35/53 | 66.0+ 50.7-78.5%
Months 6.5
12 40/51 | 784+ 5.8 | 64.7-88.7% | 42/50 | 84.0= 70.9 - 92.8%
Months 5.2
15 46/53 | 86.8+4.7 | 74.4-94.5% | 44/52 | 84.6+ 71.9-93.1%
Months 5.0
18 40/53 | 75.5+59 ] 63.9-87.1% | 42/51 { 824= 69.1 - 91.6%
Months 5.3

’r“Standard error.
'Exact 95% confidence interval (C1).

[0196] Table 6.11 below depicts the mean WSRS and mean improvement in

WSRS from baseline by visit (independent reviewers’ assessment).

Table 5.11
Independent Reviewers’ Assessment
Side Assigned to Re- Side Assigned to Re-
treatment at treatment at
44 Months 9 Months
wsrs | Chanse WSRS Change
- frmfl from
Visit N Mean =+ ?&Z;ﬁie N Mean + Baseline .
SD * SD Mean + SD
SD
Screening | 61 | 3.4+ 0.64 - 61 ] 3.5+0.67 -

2 Weeks 60 | 2.6+£082 | 1.0+£0.74 |60} 2.5+082 | 1.0+0.71
44 Months | 54 | 27095 | 09+0.63 153 2.7+£085 | 0.9+0.75
9 Months 53 124+080 | 1.0£0.69 [53]27+£074 | 0.8+0.67
12Months | 51 { 2.5+0.80 | 0.94+0.64 1 50| 25+087 | 1.2+0.75
15Months | 53 | 24+086 | 1.1£067 |52] 2.6+=093 ; 1.1+087
18 Months | 53 | 2.5+082 | 1.1 £0.68 | 51| 2.5+£077 } 1.1+£0.70

*Mean changes from baseline are significantly different from @ at all follow-up visits (paired t-test p <0.001).

16197] In summary, at 18 months, the proportion of subjects maintaining at least

one grade improvement was 97% (Blinded Evaluator) for the 42 month re-treated side,
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which was similar to the response rate of the 9-month re-treatment side at 18 months (95%).
Although subject scoring was slightly lower than by Blinded Evaluator assessment, the large
majority of subjects self-assessed their WSRS at least one grade improvement. The trend for
subjects to evaluate themselves more pessimistically than medical professionals is commonly
observed in other studies. Nonetheless, at 18 months, about 85% of subjects indicated at
least one grade improvement on the WSRS on the 4%, month re-treated side and about 78%
on the 9 month re-treated side.

[0198] For the Blinded Evaluator assessment, the mean change from baseline in
WSRS score was more than 1 grade for each side at all time points. For both Blinded
Evaluator and subject assessments at 18 months, the mean improvement from baseline in
WSRS score was more than 1 grade and was similar to the change from baseline observed at
2 weeks after re-treatment for each side. The mean change from baseline at all visits was
statistically significant (p<0.001) for all follow-up Blinded Evaluator and subject
assessments.

[0199] The mean volume injected (in mL) at each treatment is summarized in
Table 5.12. The mean volume of Restylane injected into each nasolabial fold during the
initial treatment was similar between sides. The 4% month re-treatment side and the 9-month
re-treatment side received virtually identical mean volume of RESTYLANE™ dermal filler,
1.1 mL at baseline and 0.5 mL at the touch-up visit. The mean volume injected at re-
treatment (0.7 mL for re-treatment at either 4% or 9 months) was less than at the initial
treatment and was only slightly more than the amount required at the touch-up visit (0.5 mL
for each re-treatment side). This shows that, even for subjects with a more extreme WSRS,

the subjects required less product to achieve optimal correction at re-treatment.

Table 5,12
Volume (mL) of Restylane Treatment Used by Visit

Side Assigned to Side Assigned to
Visit Re-treatment at Re-treatment at
4% Months 9 Months
Baseline
N 75 75
Mean = SD 1.1 £0.61 1.1+ 0.56
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Table 5.12
Volume (mL) of Restylane Treatment Used by Visit

Median 1.0 1.0
Minimum 0.1 0.2
Maximum 2.5 2.5
Touch-up Visit
N 44 44
Mean + SD 0.5+022 0.5+ 021
Median 0.5 0.5
Minimum 0.2 0.2
Maximum 1.0 1.0
Re-treatment Visit
(4 Months/9 months)
N 67 63
Mean £+ SD 0.7+0.33 0.7+0.36
Median 0.8 0.6
Minimum 0.2 0.1
Maximum 1.8 2.0

Note: At visits where subjects were re-treated, grading was performed prior to re-treatment.

[02060] As can be seen from the above, even for the this more select population of
individuals, the amount of the injectable filler composition used in the re-treatment session
was only around 0.7 cc, compared to the 1.1 and 0.5 injections in the initial treatment session

(per half of a subject’s face).

[0201] Further dicussion of various embodiments of a re-freatment method can be
found in Narins, et al., “Persistence and Improvement of Nasolabial Fold Correction with
Nonanimal-Stabilized Hyaluronic Acid 100,000 Gel Particles/ml. Filler on Two Retreatment
Schedules: Resuits up to 18 Months on Two Retreatment Schedules,” Dermatologic Surgery,
Volume 34 Issue Page S2-S8, June 2008, the entirety of which is incorporated herein by
reference.

[0202] In this disclosure, the use of the singular can include the plural unless
specifically stated otherwise or unless, as will be understood by one of skill in the art in light
of the present disclosure, the singular is the only functional embodiment. Thus, for example,

“a™ can mean more than one, and “one embodiment™” can mean that the description applies to
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multiple embodiments. The phrase “and/or” denotes a shorthand way of indicating that the
specific combination is contemplated in combination and, separately, in the alternative.

10203) The section headings used herein are for organizational purposes only and
are not to be construed as limiting the described subject matter in any way.

[0204] It will be appreciated that there is an implied “about™ prior to the amounts,
concentrations, times, etc. discussed in the present teachings, such that slight and
insubstantial deviations are within the scope of the present teachings herein. Also, the use of
“comprise”, “comprises”, “comprising”, “contain”, “contains”, “containing”, “include”,
“includes”, and “including” are not intended to be hmiting. I is to be understood that both
the foregoing general description and detailed description are exemplary and explanatory
only and are not restrictive of the invention.

[0205] The various devices and systems described above provide a number of
ways to carry out the invention. It is to be understood that not necessarily all objectives or
advantages described can be achieved in accordance with any particular embodiment
described herein. Also, although the invention has been disclosed in the context of certain
embodiments and examples, it will be understood by those skilled in the art that the invention
extends beyond the specifically disclosed embodiments to other alternative embodiments
and/or uses and obvious modifications and equivalents thereof. Accordingly, the invention 1s
not intended to be limited by the specific disclosures of preferred embodiments herein.

[0206] All references cited herein, including patents, patent applications, papers,
text books, and the like, and the references cited therein, to the extent that they are not
already, are hereby incorporated by reference in their entirety. In the event that one or more
of the incorporated literature and similar materials differs from or contradicts this application;
including but not limited to defined terms, term usage, described techniques, or the like, this
application controls.

10207} The foregoing description and Examples detail certain preferred
~ embodiments of the invention and describes the best mode contemplated by the inventors. It
will be appreciated, however, that no matter how detailed the foregoing may appear in text,
the invention may be practiced in many ways and the invention should be construed in

accordance with the appended claims and any equivalents thereof.
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WHAT IS CLAIMED IS:

1. A method for providing an injectable filler composition to a subject for
cosmetic purposes, said method comprising:
performing an 1mtial treatment sesston on a subject, said initial treatment
session comprising a first injection of a first injectable filter composition into the
subject at a target area, thereby providing an increase in volume and/or firmness to the
target area; and
| performing a re-treatment session on the subject, said re-treatment session
comprising a second injection of a second injectable filler composition into the target
area at a time subsequent to the initial treatment session, wherein the second mjection
extends the merease in volume and/or firmness of the target area, wherein the time
subsequent to the initial treatment session 1s in the range of 1 month to less than 9
months, and wherein at least one of the first or second injectable filler compositions
comprises hyaluronic acid.
2. The method of Claim 1, 41, or 42, wherein the time subsequent to the initial
treatment session is between 2 month and 9 months.
3. The method of Claims 1 or 2, 41, or 42, wherein the time subsequent to the
1nitial treatment session 1s between 2 months and 6 months.
4. The method of any one of Claims 1-3, 41, or 42, wherein the time subsequent
to the initial treatment session is between 2 months and 5 months.
5. The method of any one of Claims 1-4, 41, or 42, wherein the time subsequent
to the initial treatment session is approximately 4.5 months.
6. The method of Claim any one of Claims 1-5, 41, or 42, wherein the time
subsequent to the initial treatment session is 4.5 months.
7. The method of any one of Claims 1-6, 41, or 42, wherein the initial treatment
session results in a full correction of the target area.
8. The method of any one of Claims 1-7, 41, or 42, wherein the initial treatment
session comprises the first injection and a touch-up application within less than 1 month of

the first injection.
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9, The method of any one of Claims 1-8, 41, or 42, wherein the initial injection
comprises administering at least 1 cc of the injectable filler composition.

10. The method of any one of Claims 1-9, 41, or 42, further compnsing a touch-up
application that comprises administering less than 1 cc of a third injectable filler
composition.

1l. The method of any one of Claims 1-10, 41, or 42, wherein the re-treatment
session comprises administering the second injectable filler composition in an amount that is
approximately half of an amount of the first injectable filler composition used n the initial
treatment session.

12. The method of any one of Claims 1-11, 41, or 42, wheremn the re-treatment
session comprises administering no more than 80 percent of an amount of the first injectable
filler composition used in the initial treatment session.

3. The method of any one of Claims 1-12, 41, or 42, wherein the re-treatment
session comprises administering no more than 60 percent of an amount of the first injectable
filler composition used in the initial treatment session.

14. The method of any one of Claims 1-13, 41, or 42, wherein the re-treatment
session occurs between 2 months and 3 months after the initial treatment session.

15. The method of any one of Claims 1-14, 41, or 42, wherein a substantial
increase in baseline wrinkle severity is avoided between the initial treatment session and the
re-treatment session.

16. The method of any one of Claims 1-15, 41, or 42, wherein an improvement in
a wrinkle severity rating score 1s maintained for at least 12 months after the re-treatment
session.

17. The method of any one of Claims 1-16, 41, or 42, wherein an improvement in
a wrinkle severity rating scale is maintained for at least 13.5 months after the re-treatment
SESSIOn.

8. The method of any one of Claims 1-17, 41, or 42, wherein an improvement of
at least 1 in a wrinkle severity rating scale is maintamed for at least 9 months after the re-

treatment session.
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19. The method of any one of Claims 1-18, 41, or 42, wherein an improvement of
a wrinkle severity rating scale is maintained for at least 10.5 months after the re-treatinent
session.

20. The method of any one of Claims 1-19, 41, or 42, wherein no additional
injection of any injectable filler composition 1s applied to the target area for at least 13.5
months following the re-treatment session.

21.  The method of any one of Claims 1-20, 41, or 42, wherein the subject recetves
no more than the first and second injections of any of the injectable filler composition for the
target area for 18 months, and wherein the target area exhibits at least a one point
improvement in its wrinkle severity rating scale (WSRS) at 13.5 months from the re-
treatment session.

22. The method of any one of Claims 1-21, 41, or 42, wherein the re-treatment
session occurs no earlier than 3 months after the initial treatment session.

23. The method of any one of Claims 1-22, 41, or 42, wherein the re-treatment
session occurs no later than 6 months after the initial treatment session.

24. The method of any one of Claims 1-23, 41, or 42, wherein the first injectable
filler composition comprises hyaluronic acid and wherein the second mjectable filler
composition comprises hyaluronic acid.

25. The method of any one of Claims 1-24, 41, or 42, wherein the re-treatment
session comprises injecting an amount of the second injectable filler composition that 1s at
least 30% of an amount of the first injectable filler composition that was used in the initial
treatment session.

26. The method of any one of Claims 1-25, 41, or 42, wherein the re-treatment
session employs an amount of the second injectable filler composition that 1s at least 40% of
an amount of the first injectable filler composition that was used in the initial treatment
session.

27. The method of any one of Claims 1-26, 41, or 42, wherein the re-treatment
session is employed before a wrinkle improvement score drops below one point of

improvement on a wrinkle severity rating scale.
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28. The method of any one of Claims 1-27, 41, or 42, wherein tissue expansile
tension is maintained in the target area.

29, The method of any one of Claims 1-28, 41, or 42, wherein the rate of
absorption of the second injectable filler composition is slowed due to the initial treatment
session.

30.  The method of any one of Claims 1-29, 41, or 42, wherein collagen production
is stimulated in the target area.

| 31. The method of any one of Claims 1-30, 41, or 42, wherein the target arcais a
location selected from the group consisting an oral commissure, a marionette line,
mandibular hollow, raise jowls, a frowning mouth, a pouty lower lip, a lateral expression
line, a mental crease, a chin dimpling, a zygomatic hollow, a nasolabial fold, a tear trough,
and a brow lift.

32. The method of any one of Claims 1-31, 41, or 42, wherein the target area is
touched-up after the first injection in the initial {reatment session and prior to the re-
treatment session.

33. The method of any one of Claims 1-32, 41, or 42, wherein the first injectable
filler composition includes at least one substance selected from the group consisting of:
collagen, bovine collagen, type T collagen, type II collagen, type Il collagen, 3.5% bovine
dermal collagen cross-linked by glutaraldehyde to form a latticework, natural human
collagen, autologous collagen, polymethylmethacrylate microspheres (optionally suspended
in bovine collagen), suspension of collagen fibers prepared from the patient's tissue, human
tissue collagen matrix derived from cadaveric dermis, acellular human cadaveric dermis that
has been freeze-dried, micronized acellular human cadaveric dermis that has been freeze-
dried, cultured autologous fibroblasts, hyaluronic acid, non—animal-stabilized hyaluronic acid
derivative, microspheres of calcium hydroxyl appetite suspended in an agueous gel carrier,
dextran beads, dextran beads suspended in hylan gel of nonanimal origin, solubilized elastin
peptides with bovine collagen, silicone, solubilized elastin peptides with bovine collagen,
- poly-L-lactic acid, Gore-Tex (PTFE), expanded polytetrafluorocthylene (e-PTFE), softform

of ePTFE, and any combination thereof.
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34. The method of any one of Claims 1-33, 41, or 42, wherein the first injectable
filler composition in the initial treatment session comprises hyaluronic acid and wherein the
second injectable filler composition in the re-treatment session comprises hyaluronic acid.

35. The method of any ene of Claims 1-34, 41, or 42, wherein the extended
increase continues for at least 9 months past the re-treatment session.

36. The method of any one of Claims 1-35, 41, or 42, wherein the extended
increase continues for at least 10 months past the re-treatment session.

37. The method of any one of Claims 1-36, 41, or 42, wherein the extended
mcrease continues for at least 12 months past the re-treatment session.

38. The method of any one of Claims 1-37, 41, or 42, wherein the extended
increase continues for at least 13 months past the re-treatment session.

39, The method of any one of Claims 1-38, 41, or 42, wherein the extended
Increase comprises a larger mean improvement score 10.5 months after the re-treatment
session than a mean improvement score 10.5 months after a single treatment session.

40.  The method of any one of Claims 1-39, 41, or 42, wherein a result of
performing the method is to reduce a sign of aging in the subject.

41. A method for providing a target area of a subject with a continuing increase in
firmness and/or volume following a re-treatment session of an injectable filler composition,
said method comprising:

identifying a subject that will benefit from a continuing increase in a volume
and/or firmness of a target area during a period following a re-treatment session and
continuing for at least 13 months after the re-treatment session, wherein the volume
and/or firmness increases throughout the period;
performing an initial ireatment session on the subject, said initial treatment
session comprising a first injection of a nonanimal stabilized hyaluronic acid, thereby
providing an increase in volume and/or firmness to the target area; and
performing the re-treatment session on the subject, said re-treatment session
“comprising a second injection of the nonanimal stabilized hyaluronic acid into the
target area at a time subsequent to the initial treatment session, wherein the subject’s

global aesthetic improvement scale continues to improve for at least 10.5 months
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following the re-treatment session, wherein the re-treatment session occurs 2 to 6
months after the initial treatment session, wherein the subject maintains at least a 1
point improvement in a global aesthetic improvement scale score and/or a wrinkle
severity rating score for 18 months after the initial treatment session, and wherein the
subject receives no additional injections of said nonanimal stabilized hyaluronic acid
to the target area, except for the initial treatment session and the re-treatment session.
42.  The method of any one of Claims 1-41, wherein identifying a subject
comprises an identification of the subject as being moderate to extreme on a wrinkle rating
severnty scale.
43. A kit for providing a continuing increase in firmness and/or volume from an
injectable filler composition, said kit comprising:
a dermal filler;
a syringe;
a needle; and
mstructions to 1) perform an initial treatment session on a subject, said inttial
treatment session comprising a first imection of a first injectable filler composition
into the subject at a target area, thereby providing an increase in volume and/or
firmness to the target area; and 2) perform a re-treatment session on the subject, said
re-treatment session comprising a second injection of a second injectable filler
composition into the target arca at a time subsequent to the initial treatment session,
wherein the second injection extends the increase in volume and/or firmness of the
target area, wherein the time subsequent to the initial treatment session 1s in the range
of 1 month to less than 9 months, and wherein at least one of the first or second
mjectable filler compositions comprises hyaluronic acid.
44.  The kit of Claim 43, further comprising a first plurality of syringes, wherein
each of the first plurality of syringes has a first volume.
45.  The kit of Claim 44, further comprising a second plurality of syringes, wherein
each of the second plurality of syringes has. a second volume, wherein the second volume is

less than the first volume.
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46.  The kit of Claim 44, further comprising a second plurality of syninges, wherein
each of the second plurality of syringes has a second volume, wherein the second volume is

approximately 70% of the first volume.

-86-



PCT/US2008/072016

WO 2009/018546

1/11

I OIb
ubiseq Apnis

dn-yonoy
pue s 3y |
010Ud ysin soyy
SYO9M 2
(1| paanbai
1sIA 191k | dn-yono|
SHOIM 2)
LUSIA
SODIS WO opis opIs aUo
PIS 4og llesorejenuon| | usuneon
oloyd auneal uouneal|
oloyd (dn-yonoy ojoud -0y ojoyd oloyd Juswealn -8y ojoyd pue
(dn-yanoy 10 (dn-yanoy ol0ud (dn-yanoy (dn-yanoy -ay Buusaiog
10 Jo ’ 1o lo ooyd (dn )
juswieal) gm___w““u.w%ﬁ =] juowjeosy = (dn h:%:ou ~={ juswyeasy | juswgeasy ~{ (dn-yonoy -yono} Jo
[eijiul 19ye eRiul 19y [eniul Jayje [eu saye | | fenul saye 10 juswyeas;
SUYUO jusuneal)
Syjuop 0¢g) 12) Syjuol ¥z) e soye | [SAUOW Gl1)| [swuow zi)| |Iuswgeasny | |jemulsaye (0 keQ)
0L NSIA 6 HSIA 8 JISIA syuop 81 9 JISIA S USIA _M:_”_ohar:w mE.EWE 1L NSIA
LS v | | cum
o - s,3v pue
ojoyd |
(1 HSIN 19l
SYO9M Z
ISIA Jeye
S)ooM 7 J0 paunbal
| usin soye| 4oL
S)oam g) ON
CUSIA

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

2/11

Z HId
SNOILVNIVAI AdN1S 40 3JT1NA3IHOS

(a1q1s1A AjJeapo aq pjnoys sp|oj [eiqejoseu Yjoq) aoe] s, uedioied Apn)s ay] UO palajuad MSIA [BJUOL) JI8JIp SUOo ]Ses)| Je apnjaul
ued sydesbojoyd Jo 1es yoes pue Ajjioe) Apnis ay) Jo adnoeld pJepueg)s ay) Yim sduep.Iodde Ul paule)qo aq ued sydelbojoyd ay] 2
9|NPaY0Ss uoleziWopuel ay] 0} Buipiodoe ‘uonda.od jewndo 0] psjeal) pio} [elqe|oseu U q
uonoa.uoo ewndo o) pajess spio} [EIGR|OSEU LYoy B

X X X X X X X X X X X »Sudeibojoyd [ealyoly
X X X X X X X X X X X SV JO JusWssassy
S2INPa20Jd/SPSN
X X X X X X X X X X X JUBJWOZUOY
X X X X X X X X X X JusweAoldw] oneyisey
X X X X X X X X X X X 9|eag buney Auaneg
eX gX oX X X jue|duwj Jo uoljensiuLpy
X uoneziwopuey
X uonjeulwexy [eoisAyd
X AiojsiH [eolpay
X Alpqibi3 jo Juswssessy
ainpasold
(joam
(doom (deam (djoam (djoam (djoam (Jjoam (yoam L 7) (loam
L %) L ¥) L 7) L) L) L ¥) L ¥) dn L ¥)
dn dn dn dn dn dn dn| yonoyso dn (oom
-4ono}Jo [ HONO}IO | HONOJJO | HONOJJO | HONO}JO [ HONOJJIO [ HONO}IO | juouyesn | HONO}JO L %)
yuswyeal) | Juswiyeal) | juswieas; | uawgesl; | jJuawiesl) | juswyeal) | juswiesl; [l | Jusuneal | yuswjeal
[equl [equl (et [eniul [engiul [eniul [eniul 1ae [eniul [emul
laye laye Joye Joye loye Joye e | gypuow Joye loye
[suyuow pg [syuow 7z |syjuow ¢z |syjuow g [syuow G| [syuow g| | sypuow g gy | SIeAMZ| sywamz 0 Ae@
01 NSIA 6 USIA 8 MSIN LYSIN 9 USIn G ¥SIA ¥ USIA € ¥SIA ¢ USIA 1 USIA L WSIA
dn
dn dn dn dn dn dn dn -MOj[04 dn jusugeal |
-Mojjo4 -MOjj04 -Mojjo4 -MoJ|04 -MOj|04 -MOJ|04 -MOJjo4 Ljjuow -mojjo | dn-yono| pue
yjuow gg | Wuow /g | Yuow g | Yyjuow gj | Yuow G| | Wpuow g} | Yuow 6 G| Yomz| [euopdp | Buusang

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

3/11

SYjuoN 81
N6 %P

SUJUoW GL

£91p

SUIOW 21 SYIUO 6

N6  WHAP W6 Wy W6 W%Y

SUJUON v
N6 WY

SHOOM 2
N6 W%v

JSIA
1eal] -0y

o
[Tp]
(%) esuodsey SHSM

(uonejndod jeai] o} jualu))

(SUSM) oreas Buney Auaaag SNULAA JojenieAT
sisA|euy Jepuodsay

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

4/11

(81 Yuop) (G1 yuopw)
LVSIA 9 ISIA
1 1

£ HId

(SUSM VISIA [BNIU] - SYSM JISIA JUBLIND) )isIA Suljaseq [eniu) wol abueyo aaysod ay] ,

(21 YWuow) (6 Yuon)
G ISIA ¥ NSIA
1 _1

(44 YiuoW)
€ ISIA
_L

(sde9M 2)
ZUSIA
1

SUIUOW 6 PRjEaI -9y

SUIUO %1 pajeal | -0y _"-"_

0}

=1l

=C'l

- €1

A

-Gl

-9l

B

81

(uoneindod jeai] 01 jualu))
(SuSM) sleos buney Ajuanss spjuL Joyeniea

(SHSM) 81008 juswanoidw| uesy

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

5/11

(81 uop) (g1 Yop)
LYVSIA gusIA
1] 1

¢ OIp

(21 wuon) (6 YluoW)
G USIA ¥ USIA
1 1

(% wuo)
€ USIA
1

(syeam 2)
ZUSIA
1

SUIUON 6 paleal] -0y
SUYJUOW % poleal] -3y "-".

-Gl

- 91

A

-8

61

- 0°¢C

- ¢

x4

- £C

Ve

FG'¢C

(uonendod yeal] 0} ua)u|)
(SHSM) 8feos buney AjsAsg sULIAN Jojen|eA]

SHSM Uesiy

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

6/11

(81 yuow)
LVSIA
1

"8LNJOA Uonoslul Joj ejep BuiSsIW OU YIIM PUE S)ISIA [[B 1B 9|qB|IBAR S2I00S JOJEN|EAD Papullq Ylim SJUdied ,
(SHUSM UISIA eIl - SYSM BISIA JUBLIND) JISIA Buljeseq [emul woy eBueyo eamsod ay] ,

(G1 Yuow) (21 Yuon) (6 Wuon) (%4 ¥ Yiuop) (syeoM )
9JsIA GUSIA ¥ USIA S USIA Z¥SIA
1 1 1 1 1

(¥'LL =IAL/ONY ‘2°€2 =0NV)
SUIUO 6 Paleal| -0y ==

(¥'LL =IAL/ONY ‘6°€C =0NV)

SUIUOW % pejeal | -0y

60

Gl

A

61

(;s1919|dwon)

(S¥SM) 8jeos Buney Alueasg auLn Jojen|ea
,8109G JuswaAcidw| uespy

(SYSM) 21008 jJuswanoiduw| uespy

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

7/11

7€l %01

/2 OId

"POAIS0D] SEM JUSLUEDI}-2) [BIJIUI YOIUM JB awl] ,

(SHSM YISIA [BIIUI - SYSM JISIA JUBLIND) YISIA SUIjaSEq [erul WwoJj aBueyo aaysod sy ,

(syuow) Juswneal-ay 20UIg aw |

6 Hl 9 %y

20
|

SYIUO G Pajel] oY
SUIUO %, { poleal |-y _"-"_

90

- 80

-0}

¢l

-Vl

-9’1

81

F0¢

(uonendod jeal] 01 ua)u|)
(SUSM) afeas Buey Auanag apjuupy Jojenieay
,8109g JuswaAoidw| ueap

(SHSM) 81008 Juswanoidu| uespy

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

8/11

syjuow

G'y |b pejbelj—oi epis

— oaujjespq wouj juswerosdw) eppib suo jspbe| Jp Yyim spoefqns jo uojpodoiy

9 HIp

uonodoud ayy JO [BAIBIUI BOUBPIJUOD %GH J0BXT=1Bq JOL]

81 Yuow

Gl Yuow

JsiA dn-mojjo4

¢l Jluop

6 UIuon

jalgngo
19MBINSY 00U Juspuadepu|m
Jojenjeag papulgo

Gy LUON

1

00

- 0°0¢

%

- 009

- 008

Juswanoidwi| spets | < yiim s3o9lans %

0'00!

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

9/11

6 HId

syjuow g }b pejpelj—s8s spls — sujjesbq wouj jusweroidw) sppib esuo jspbe| |b yym spoelgns jo uojpodoiy

uonJodoid sy} JO [eAISIUI 80USPLUOD %66 10EXT=Jeq JoL]

1IsIA dn-mojjo4

81 Yuoly Gl Yuo ¢l Yuol

6 UJUO

199lgngo
IamaInay o0joyd Juspuadspu|m
JojenjeAd pspuligo

Gy UWuon

juswsanoidw| spel | T yjm s}08lgns %

00l

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

10/11

Syjuow g'y

oI ‘HIp

|D pejpelj—el epls — eujjesbq wodj jusweroisdw] ubep

usIA dn-mojjo4

pslgnso
JOMIIASY 0]0yd Juspuadapu|m
lojenjeAd papuligo

81 YIUOW Gl UIUOW Z1 UIUOW 6 YIUOW G UIUop
[ [
<
D
QO
=
3
pe)
F:
P
3
- - [
| \ e
T T T 5
7

\\ AT
T 9l 3

8l

Z

SUBSTITUTE SHEET (RULE 26)



PCT/US2008/072016

WO 2009/018546

11/11

IT HIb

syjuow g b pejpbelj—es epis — s8ujjesbq wouij juewsaoidw] ubep

1o9lgnso
1aMBINSY 0]Joyd Juspuadapu|m
Jojen|eAa3 papuligo

YsIA dn-mojjo4
81 YIUOW Gl YWUON ¢l YJuoN 6 YIUON Gy Uluoly
1 1 1 1 o
¢0
— 0 &
Q0
. >
T —+ 90 =3
T e
L g0 ¢
1 _ _ 1 1 =1
% T g
|_| \1 N i T N _‘ m
. oo
T |_| .v_‘ m
L 9l 3
= gl
4

SUBSTITUTE SHEET (RULE 26)



INTERNATIONAL SEARCH REPORT

International application No.
PCT/US 08/72016

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8)- A61F 2/00 (2008.04)
USPC - 424/425

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

B.  FIELDS SEARCHED

IPC(8): AG1F 2/00 (2008.04)
USPC: 424/425

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

Electronic data base consulted during the international search (hame of

data base and, where practicable, search terms used)

PubWEST(USPT,PGPB,EPAB,JPAB); DialogPRO--Chemical Engineering and Biotechnology Abstracts, INSPEC
NTIS (National Technical Information Service), PASCAL, Current Contents Search, MEDLINE
Search terms: injectable filler, dermal filler, inject, hyaluronic acid, face or facial

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Tolerability of Restylane Versus Zyplast for the Correction of Nasolabial Folds, Dermatologic
Surgery (2003) Vol. 29, No. 6, Pages 588-595, abstract.

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
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1. D Claims Nos.:
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Box No. IIl  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found muitiple inventions in this international application, as follows:
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claims.
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