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determinations about individuals.
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the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.5.C. 151. Further, a record
may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in
an application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.
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enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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For: HYALURONIC ACID PRODUCT AND METHOD FOR TREATING
LACERATIONS AND WOUNDS IN A LIVING BODY

VIA EFS

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313

RESPONSE TO FINAL OFFICE ACTION
UNDER 37 C.F.R. § 1.114, WITH AMENDMENT
Sir:

In response to the Final Office Action dated September 16, 2010, the Applicant requests
reconsideration in view of the following amendments and remarks for entry in the above-
identified application, which are submitted with a request for continued examination (“RCE”).

This response replaces the claim amendments filed on November 16, 2010. Therefore,

please DO NOT ENTER the claim amendments filed on November 16, 2011.

Amendments to the Specification begin on page 2.
Amendments to the Claims begin on page 4.

Remarks begin on page 8.
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In the Specification

Please amend the specification as follows. These changes incorporate amendments to the

specification that were presented in the Response filed on June 25, 2010.

Please replace the paragraph beginning on page 2, line 19 as follows:

In essence, an exemplary embodiment[[s]] of the present invention contemplates a water
activatable medicinal preparation for treating lacerations and wounds in a human body. The
medicinal preparation is an emulsion of finely ground hyaluronic acid dispersed in a human-
compatible oil and preferably in a human-compatible, absorbable oil such as squalane oil. In a
preferred embodiment of the invention the emulsion contains about 5% to about 20% hyaluronic
acid by weight or by volume. In a more preferred exemplary embodiment of the invention, the

particles size of the hyaluronic acid is equal to or less than about 20 microns.

Please replace the paragraph beginning on page 2, line 28 as follows:

An exemplary embodiment of the present invention also contemplates a method for treating
lacerations and wounds in a living body such as a human being in order to enhance healing and
reduce scarring. The method includes the steps of providing a water-activatable emulsion of
pure or relatively pure hyaluronic acid in a human-compatible and preferably highly absorbable
oil. The hyaluronic acid is preferably ground to a fine particle size of about 20 microns or less
and mixed into a dispersion in the human-compatible absorbable oil to produce an emulsion with
about 5% to about 20% by weight or volume hyaluronic acid. The emulsion is then applied to the
laceration or wound by any means as will be well understood by a doctor or surgeon of ordinary
skill in the art and activated with water to form hyaluronic acid gel. Typically, the application of
water may be by a fine spray, but other methods may be used. The oil is absorbed by the body
while a portion of the water additive remains in contact with the hyaluronic acid and forms a

hyaluronic acid gel, which enhances the healing of the laceration and/or wound.

Please replace the paragraph beginning on page 4, line 6 as follows:
FIG. 1 illustrates a first exemplary embodiment of the invention, i.e., a method for treating

lacerations or wounds in a living body. The method 20 includes the step 22 of providing a first



DHBO0O012US
Response to Final Office Action dated September 16, 2010
Response Filed: January 6, 2012

mass of a preservative-free hyaluronic acid in pure or relatively pure form and a second mass of

a human-compatible and preferably absorbable oil, for example, squalane oil.

Please replace the paragraph beginning on page 5, line 19 as follows:

In step 30, a cosmetic surgeon applies water to the emulsion, for example, by a fine spray or
other means. It is presently believed that the absorbable oil rapidly penetrates the skin leaving a
portion of the hyaluronic acid particles on the surface, and the water partially solvates or reacts
with some of the residual reaets-with-the hyaluronic acid particles to form a hyaluronic acid gel
at the wound site or on the laceration as well as into the dermis. It is also believed that a portion
of the hyaluronic acid gel is carried into the patient's dermis while a portion covers the wound

area, thereby enhancing te-enhanee healing.
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In the Claims
1. (Currently Amended) A method for treating laeeratiens-and-wounds+a-altivinghuman

bedy, comprising:

bl e aeid:
forming-an-emulston-of-the-ultra—finedispersing the hyaluronic acid particles in the

human-compatible oil_to prepare the hyaluronic acid composition consisting of the hyaluronic

acid particles and the human-compatible oil in an emulsion, such that the hyaluronic acid

particles are pure hyaluronic acid in an inactive state-the-emulsion-beingfree-efwaterand
preservatives;

applying-disposing the hyaluronic acid composition on the woundemulsion-to-the
laceration-or-a-wound; and

forming-an-hyaluronie-aeidgel-by-applying, after disposing the hyaluronic acid

composition on the wound, water to the hyvaluronic acid composition to activate the hyaluronic

acid particlesemulston-on-thelacerationor-the-wound.

2. (Currently Amended) The method fertreatinglacerations-and-wonndsiahuman-bedy

of claim 1, wherein the human-compatible oil is rapidly absorbable into the skin of a patient.

3. (Currently Amended) The method of claim 1fertreatinglacerationsand-woundsina
human-bedy-ofelatm2, wherein the human-compatible;rapidly-abserbable-oil comprises

squalane oil.

4. (Canceled)
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5. (Currently Amended) The method of claim 1fertreatinglacerationsand-woundsina
human-bedy-ofelatm4, wherein the particle size of the hyaluronic acid particles is less than or

equal to 70 microns.

6. (Currently Amended) The method of claim Sfertreatinglacerations-and-woundsina
human-bedy-ofelatm4, wherein the particle size of the hyaluronic acid particles is less than or

equal to 20 microns.

7. (Currently Amended) The method of claim 1fertreatinglacerations-and-woundsina
human-bedy-efelatm-6, wherein applying water fermingthe-hyalurente-aetdgel-comprises

spraying water onto the hyaluronic acid composition to produce a hyaluronic acid gelemulsien.

8. (Currently Amended) The method of claim 3fertreatinglacerations-and-woundsina
human-bedy-of-elaim7, wherein the emulsion-comprisesthe-hyaluronic-acidrangingfrom

hyaluronic acid particles are present in an amount of about 5 wt% to about 20 wt%, by-wetght

and the squalane oil is present in an amount of about 95 wt% to about 80 wt%, based on the

weight of the hvaluronic acid compositionan

9. (Currently Amended) A hyaluronic acid composition preduet-to treat lacerations-and

wounds-in-ativing-bedy, eemprisingconsisting of:
anemulsion-of-hyaluronte-aetd-and-a human-compatible, rapidly absorbable oil; and

hvaluronic acid particles disposed in the human-compatible oil in an emulsion,

wherein the hyaluronic acid particles are pure hyaluronic acid in an inactive state—the

Lionbeine frenot I e,

10. (Currently Amended) The hyaluronic acid composition preduet-to-treatlaceration-and
woundsinalivingbedy-of claim 9, wherein the human-compatible, rapidly absorbable oil

comprises squalane oil.

11. (Currently Amended) The hyaluronic acid composition preduet-to-treatlaceration-and
woundsinalivingbedy-of claim 10, wherein the emulsioncompriseshyaluronicaeid ranging

5
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frem hyaluronic acid particles are present in an amount of about 5 wt% to about 20 wt%, and the

squalane oil is present in an amount of about 95 wt% to about 80 wt%, based on the weight of

the hvaluronic acid composition-by—weis

80% by-weight,

12. (Currently Amended) The hyaluronic acid composition preduetto-treatlacerationand

woundsinalivingbedy-of claim 11, wherein the particle size of the hyaluronic acid particlesin
the-emulston is less than or equal to 70 microns.

13. (Currently Amended) The hyaluronic acid composition preduetto-treatlacerationand

woundsina-human-bedy-of claim 12, wherein the particle size of the hyaluronic acid particlesin
the-emulston is less than or equal to 20 microns.

14. (Currently Amended) A method for preparing te-prepare-a hyaluronic acid
compositionpreduet, eompristagconsisting of:

reducing the particle size of [[the ]]hyaluronic acid particles to less than 20 micronste

1 et cles of hval i aeid: and
dispersing the hyaluronic acidferming-an-emwlston-of-the-wltrafine particles in squalane

oil to form the hvaluronic acid composition consisting of squalane oil and hvaluronic acid

particles in an emulsion,

wherein the hyaluronic acid particles are pure hyaluronic acid in an inactive statethe

15. (Currently Amended) The method te-prepare-a-hyaluronie-acid-produet-of claim 14,
wherein the produet-comprises:

pure hyaluronic acid is present in an amount of rangingfrem-about 5 wt% to about 20

wt%, and the -by-weight:and
squalane oil_is present in an amount of rargiefrem-about 95 wt% to about 80 wt%,

based on the weight of the hyaluronic acid composition-by-weight.
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16. (Currently Amended) The method fer-preparing-ahyaluronie-acid-produet-of claim

14, wherein the hyaluronic acid particles are suspended within the squalane oil, such that

bacterial growth is inhibitedthe-particlesize-of-the-hyaluronic-acid-isreduced-toless-thanor
equal-to20-mierons.
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REMARKS
Claims 1-16 are pending in the present Application. Claims 1-3 and 5-16 have been
amended, and claim 4 has been cancelled, leaving claims 1-3 and 5-16 for consideration upon

entry of the present amendment.

Claim Amendments

Independent claims 1, 9, and 14 have been amended for clarification and to recite
dispersing hyaluronic acid particles in a human compatible oil such the such that the hyaluronic
acid particles are pure hyaluronic acid in an inactive state. Support for these amendments can be
found at least in claim 3 (“pure hyaluronic acid”) and at page 2, lines 19-26 and page 6, lines 1-9
and FIG. 1of the specification as originally filed.

Claims 2, 3, 5-8, 10-13, and 15 have been amended for clarification.

Claim 16 has been amended to recite that the hyaluronic acid particles are dispersed
within the squalane oil, such that bacterial growth is inhibited. Support for this amendment can
be found at least at page 2, lines 8-15 of the specification as originally filed.

Reconsideration and allowance of the claims are respectfully requested in view of the

above amendments and the following remarks.

Objection to the Specification

The specification was objected to as containing grammatical errors and as allegedly
containing new matter. Office Action dated September 16, 2010, p. 13.

The specification has been amended in part to correct grammar and does not introduce
new matter. See Amendments to the Specification above.

The Examiner states that “added material which not supported by the original disclosure
is as follows: Page 7, lines 6-8, recites, ‘the water partially solves some of the residual react with
the hyaluronic acid particles’.” Id.

The amendment of the specification for the paragraph beginning on page 6, line 19
recites, inter alia, “water partially solvates or reacts with some of the residual hyaluronic acid.”
One skilled in the art readily identifies solvation and reaction as chemistry inherent among the
interactions of hyaluronic acid and water. Moreover, according to MPEP § 2163.07(a), by

disclosing in a patent application a device that inherently performs a function or has a property,

8
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operates according to a theory or has an advantage, a patent application necessarily discloses that

function, theory or advantage, even though it says nothing explicit concerning it. The application

may later be amended to recite the function, theory or advantage without introducing prohibited

new matter (emphasis added). Here, the gylcosoaminoglycan hyaluronic acid necessarily forms
an equilibrium with water due to its pKa (pKa = 3), resulting in reversible deprotonation,
protonation, and hydrogen bonding, i.e., water partially solvates or reacts with hyaluronic acid.
Hence, amendment of the specification is proper under MPEP § 2163.07(a).

Accordingly, reconsideration, withdrawal of the objection to the specification, and

allowance of the instant claims are respectfully requested.

Claim Rejections Under 35 U.S.C. 8 112

Claims 1-16 stand rejected under 35 U.S.C. § 112, first paragraph as allegedly failing to
comply with the written description. The Examiner indicates that claim 1, 9, and 14 recite “the
emulsion being free of water” and contends that specification does not provide support for such
matter. Office Action dated September 16, 2011, page 11.

Without conceding as to the propriety of the Examiner’s rejection, claims 1, 9, and 14
have been amended. Thus, this rejection is moot.

Accordingly, reconsideration, withdrawal of the rejection under 35 U.S.C. § 112 of

claims 1-16, and allowance of the instant claims are respectfully requested.

Claim Rejections Under 35 U.S.C. § 102(b)
Claims 9 and 10 stand rejected under 35 U.S.C. § 102(b) as allegedly anticipated by U.S.
Patent Publication No. 2003/0113387 applied for by Tsuchida et al. (hereinafter “Tsuchida”).

The Examiner alleges that Tsuchida teaches every claimed feature at paragraphs [0019,
0021, and 0027]. Office Action dated September 16, 2010, page 2. The Applicant traverses on
the grounds that Tsuchida does not teach at least a composition consisting of a human-
compatible, rapidly absorbable oil and pure hyaluronic acid in an inactive state.

Amended claim 9 recites a hyaluronic acid composition to treat wounds, consisting of: a
human-compatible, rapidly absorbable oil; and hyaluronic acid particles disposed in the human-

compatible oil in an emulsion, wherein the hyaluronic acid particles are pure hyaluronic acid in

an inactive state.
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Tsuchida discloses the sodium salt of hyaluronic acid combined with at least an oily
component and Sasa albo-marginata extract. Tsuchida, paras. [0019, 0027].

The transitional phrase “consisting of”” excludes any element, step, or ingredient not
specified in the claim. MPEP § 211.03. Thus, Tsuchida cannot properly be relied upon since
Tsuchida requires Sasa albo-marginata extract. Further, Tsuchida does not teach pure hyaluronic
acid and instead teaches the sodium salt of hyaluronic acid, i.e., Tsuchida teaches sodium
hyaluronate. Pure hyaluronic acid does not admit of a sodium salt thereof.

To anticipate a claim, a reference must disclose each and every element of the claim.
Lewmar Marine v. Varient Inc., 3 U.S.P.Q.2d 1766 (Fed. Cir. 1987). Tsuchida does not disclose,
expressly or inherently, compositions that consist of pure hyaluronic acid without Sasa albo-
marginata extract. Claims 9 and 10 are therefore not anticipated by Tsuchida.

For at least the same reasons, claims 9-10 are not obvious over Tsuchida. The disclosure
of Tsuchida teaches one of ordinary skill in the art that Sasa albo-marginata extract is an
essential feature of the compositions for making antipruritic compositions in Tsuchida. Indeed,
Tsuchida discloses:

The present invention relates to an antipruritic composition and a wound-healing-

promoting composition, which comprise an extract from Sasa albo-marginata

(Bam-booseae Sasa) as an effective component.

Tsuchida, para. [0001]. Accordingly, every composition of Tsuchida has Sasa albo-marginata
extract.. There is certainly no suggestion in Tsuchida to eliminate the Sasa albo-marginata, and
one of ordinary skill in the art would have no motivation to do so in view of Tsuchida’s teaching
above.

For an obviousness rejection to be proper, all elements of the claims must be disclosed in
the art; and the Examiner must “identify a reason that would have prompted a person of ordinary
skill in the art in the relevant field to combine the elements in the way the claimed new invention
does.” KSR Int’'l Co. v. Teleflex Inc., 127 S.Ct. 1727, 1741 (2007). Here, the compositions
discloses and claimed by Tsuchida all contain a Sasa albo-marginata extract and impure sodium
hyaluronate.. A hyaluronic acid composition that consists of (a legal term of art) pure hyaluronic
acid and a human-compatible, rapidly absorbable oil are therefore not obvious over Tsuchida.

Reconsideration and withdrawal of the rejection of claims 9 and 10 are respectfully

requested.

10



DHBO0O012US
Response to Final Office Action dated September 16, 2010
Response Filed: January 6, 2012

Claim Rejections Under 35 U.S.C. § 103(a)

Claims 1-16 stand rejected under 35 U.S.C. § 103(a) as allegedly being unpatentable over
being unpatentable over U.S. Publication No. 2005/0220721 applied for by Kablick er al.
(hereinafter “Kablick”) in further view of U.S. Publication No. 2003/0113387 applied for by
Tsuchida et al. (hereinafter “Tsuchida”), Safety Report, 1 In. J. Tox., 37, Abstract only (1982)
(hereinafter “Safety Report”), U.S. Patent No. 5,378,461 to Neigut. (hereinafter “Neigut”), and
U.S. Publication No. 2003/0021834 applied for by Petito (hereinafter “Petito”).

Independent claim 1 recites a method for treating wounds, comprising:

reducing the particle size of hyaluronic acid particles;

dispersing the hyaluronic acid particles in the human-compatible oil to prepare the
hyaluronic acid composition consisting of the hyaluronic acid particles and the human-
compatible oil in an emulsion, such that the hyaluronic acid particles are pure hyaluronic acid in
an inactive state;

disposing the hyaluronic acid composition on the wound; and

applying, after disposing the hyaluronic acid composition on the wound, water to the
hyaluronic acid composition to activate the hyaluronic acid particles.

Independent claim 9 recites a hyaluronic acid composition to treat wounds, consisting of:

a human-compatible, rapidly absorbable oil; and

hyaluronic acid particles disposed in the human-compatible oil in an emulsion,

wherein the hyaluronic acid particles are pure hyaluronic acid in an inactive state.

Independent claim 14 recites a method for preparing a hyaluronic acid composition,
consisting of:

reducing the particle size of hyaluronic acid particles to less than 20 microns; and

dispersing the hyaluronic acid particles in squalane oil to form the hyaluronic acid
composition consisting of squalane oil and hyaluronic acid particles in an emulsion,

wherein the hyaluronic acid particles are pure hyaluronic acid in an inactive state.

The Examiner alleges that Kablick teaches hyaluronic acid powder that can be combined
with squalane allegedly taught by Tsuchida and Safety Report, and Neigut in an emulsion.
Office Action dated September 16, 2010, page 6.

11
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Although Kablick teaches a hyaluronic acid, Kablick cannot possibly be combined with
any reference that teaches an oil carrier or aqueous solution. Such a combination would render
Kablick unsatisfactory for its intended purpose and would change the principle of operation of
Kablick. Both of which are expressly forbidden by the MPEP, which states:

V. THE PROPOSED MODIFICATION CANNOT RENDER THE
PRIOR ART UNSATISFACTORY FOR ITS INTENDED PURPOSE

If proposed modification would render the prior art invention being
modified unsatisfactory for its intended purpose, then there is no suggestion or
motivation to make the proposed modification. Irn re Gordon, 733 F.2d 900, 221
USPQ 1125 (Fed. Cir. 1984) (Claimed device was a blood filter assembly for use
during medical procedures wherein both the inlet and outlet for the blood were
located at the bottom end of the filter assembly, and wherein a gas vent was
present at the top of the filter assembly. The prior art reference taught a liquid
strainer for removing dirt and water from gasoline and other light oils wherein the
inlet and outlet were at the top of the device, and wherein a pet-cock (stopcock)
was located at the bottom of the device for periodically removing the collected
dirt and water. The reference further taught that the separation is assisted by
gravity. The Board concluded the claims were prima facie obvious, reasoning that
it would have been obvious to turn the reference device upside down. The court
reversed, finding that if the prior art device was turned upside down it would be
inoperable for its intended purpose because the gasoline to be filtered would be
trapped at the top, the water and heavier oils sought to be separated would flow
out of the outlet instead of the purified gasoline, and the screen would become
clogged.).

VI. THE PROPOSED MODIFICATION CANNOT CHANGE THE
PRINCIPLE OF OPERATION OF A REFERENCE

If the proposed modification or combination of the prior art would change
the principle of operation of the prior art invention being modified, then the
teachings of the references are not sufficient to render the claims prima facie
obvious. In re Ratti, 270 F.2d 810, 123 USPQ 349 (CCPA 1959) (Claims were
directed to an oil seal comprising a bore engaging portion with outwardly biased
resilient spring fingers inserted in a resilient sealing member. The primary
reference relied upon in a rejection based on a combination of references
disclosed an oil seal wherein the bore engaging portion was reinforced by a
cylindrical sheet metal casing. Patentee taught the device required rigidity for
operation, whereas the claimed invention required resiliency. The court reversed
the rejection holding the "suggested combination of references would require a
substantial reconstruction and redesign of the elements shown in [the primary
reference] as well as a change in the basic principle under which the [primary
reference] construction was designed to operate." 270 F.2d at 8§13, 123 USPQ at
352.).

12
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Here, the Examiner asserts:

Applicant's argument is not found persuasive because Kablick teaches irrigating
the wound site prior to applying the HA powder to hydrate the HA powder into a gel (p.
1, [0011], and [0032]-[0033]). Thus, contrary to Applicant's assertion, Kablick teaches
that hydration of the HA at the wound sight to form a gel in intended and a function of

their invention. Thus, adding the elements the secondary references will aid the gel

formation and healing properties at the wound sight and will not render the invention
inoperably. Further, Kablick teaches that the anti-adhesive properties of the medicament

come from the ultra-fine particle size and not the dehydrated aspect of the powder.
Therefore, since Kablick teaches that the dry spray will form a gel at the irrigated wound

site. The addition of elements that aid in the delivery of the HA, such as squalane oil, will

not hinder the wound healing properties of the HA. Thus, contrary to Applicants

assertion, nothing in the art of Kablick or the secondary references suggests that the HA
and squalane oil can not be used successfully together for wound healing. Thus, there is

not teaching away from the combination of the art, as asserted by Applicant. Kablick

teaches the wound healing and non-adhesive properties of an ultra-fine particle size HA

and subsequent HA hydrogel formation at an irrigated wound site. The secondary

references teach the use of squalenes and the advanatages of adding squalene to a topical

wound healing medicament. Thus, the combination of the ultra-fine HA particle size with

squalane oil would be an obvious variant of the wound healing medicament, and method

of make and use of said medicament taught by Kablick.
Office Action dated September 16, 2011, page 10. First, the Applicant has not asserted teaching
away but rather that the proposed modification renders Kablick unsatisfactory for its intended
purpose and changes the principle of operation of Kablick. Second, according to the claim 1, 9,
and 14, the hyaluronic acid consists of pure hyaluronic acid and a rapidly absorbable oil (e.g.,
squalane) in an emulsion, the emulsion is applied to a wound, and thereafter water is applied to
the emulsion. The Applicant’s specification, which the claims are supposed to be read in view
of, makes clear that water is applied after the emulsion is disposed on the skin so that the oil can
rapidly penetrate the skin with hyaluronic acid left on the skin reacting with water that is sprayed
on the skin to form a hyaluronic acid gel. Specification, page 6, lines 19-25. However, Kablick
is strikingly different in that Kablick’s discloses (and invention) is solely the entrainment of

hyaluronic acid in a gas stream and delivery of the hyaluronic acid in the gas stream to a wound.

13
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Kablick, para. [0010]. Although, Kablick discloses at para. [0011] that the wound may be

irrigated prior to applying the powder to provide liquid for hydrating the powder into a gel,

Kablick has only one means of hyaluronic acid delivery, namely: powder delivery via gas.
Kablick simply does not disclose, teach, or suggest, an alternative to delivering anything other
than a powder by anything other than a gas. Thus, any other reference (to combine with
Kablick) that provides a liquid delivery mechanism or hyaluronic acid in a liquid of any sort
would change the principle of operation of Kablick’s invention. That is Kablick’s principle of
operation is summed up in Kablick’s title “Anti-Adhesion Spraying,” which is given meaning in
the Kablick’s Abstract:

Dry powders containing bioresorbable hyaluraonic acid ("HA") are applied
directly to a desired location in a patient wound to reduce adhesions, without first
forming a hydrated gel. HA includes hyaluronic acid that has been modified,
cross-linked or combined with other substances. It is important to control the size
of the particles in the powder. The powder is essentially dry and blowable

powder.

Emphasis added. Moreover, Kablick’s independent claims further support the Applicant’s

position:

1. An essentially dry blowable powder comprising bioresorbable HA, said powder
being characterized in that at least 90% of powder particles have a maximum
dimension between 5 .mu.m and 1 mm.

7. A method of reducing undesirable adhesions during wound healing, comprising
applying the powder of claim 1 into a location in a wound where adhesion
reduction is desired, said powder being applied to be present in a mass per area
sufficient to reduce adhesions as the wound heals.

8. A method of reducing undesirable adhesions in a wound comprising applying a
dry, blowable powder into a location in said wound where adhesion reduction is
desired, said powder being applied to be present in a mass per area sufficient to
reduce said adhesions, said powder comprising bioresorbable HA, CMC, or both.

25. Apparatus for delivering powder to a wound, said apparatus comprising a
powder reservoir connected to an incoming airflow conduit and an exiting airflow
conduit, said conduits being connected to said reservoir to entrain powder in
airflow that enters through said incoming conduit and exits through said exiting
airflow conduit, said reservoir comprising the powder of claim 1.

35. Apparatus comprising a dry, blowable powder to be introduced into a location
in said wound where adhesion reduction is desired, said powder comprising HA

14
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or CMC, said apparatus further comprising a reservoir to contain said powder and
exit orifices to apply the powder to said location.

36. A method of making the powder of claim 1 comprising, in any sequence,
providing a solid material comprising HA, milling solid material comprising HA,
and sieving solid material comprising HA to select material characterized in that
at least 90% of powder particles have a maximum dimension between 5 um and 1
mm.

Thus, Kablick only teaches, discloses, or suggests application of a dry powder to a wound from
the powder entrained in an airflow. If Kablick’s powder of hyaluronic acid was instead placed in
an oil, as the Examiner contends, Kablick’s principle of operation would be changed so that a dry
powder is not entrained in an airflow. Additionally, Kablick would be unsatisfactory for its
intended purpose since powder would not be deliverable to a wound.

Thus for at least this reason, Kablick cannot be combined with Tsuchida, Safety Report,

Neigut, or Petito because each reference discloses a liquid carrier.

Moreover, Tsuchida cannot be combined with Kablick because, as discussed above with
respect to the rejection of claim 9, every composition of Tsuchida has Sasa albo-marginata
extract. There is no suggestion in Tsuchida (or any other cited reference) to eliminate the Sasa
albo-marginata, and one of ordinary skill in the art would have no motivation to do so in view of
Tsuchida’s teachings. Similarly, Neigut only discloses a composition that has minimally
Vitamin A, Vitamin E, and a coenzyme Q with an oil. Neigut, col. 4, lines 27-41. Such
compositions of Tsuchida or Neigut must contain much more than an oil. Thus, a combination
of Tsuchida and/or Neigut with Kablick would not provide a composition consisting of pure
hyaluronic acid and a rapidly absorbable oil (in addition to impermissibly rendering Kablick
inoperable for its intended purpose and impermissibly changing Kablick’s principle of

operation).

Furthermore, none of the references disclose, teach, or suggest, and one skilled in the art
would not be prompted, to make a composition consisting of pure hyaluronic acid and an oil; to
dispose the hyaluronic acid composition consisting of pure hyaluronic acid in a rapidly

absorbable oil as an emulsion on a wound; and then to apply, after disposing the hyaluronic acid

composition on the wound, water to the hyaluronic acid composition to activate the hyaluronic
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acid particles. Certainly, Kablick’s disclosure of pre-irrigating the wound prior to blowing a
powder in an airflow onto a wound cannot be construed as applying water after disposing an
emulsion consisting of pure hyaluronic acid and a rapidly absorbable oil to a wound. Neither
Tsuchida, Petito, Neigut, nor the Safety Report cure this deficiency, and one skilled in the art
would not be prompted to modify Kablick since that would impermissibly render Kablick

inoperable for its intended purpose and impermissibly change Kablick’s principle of operation.

For at least these reasons, Kablick, Tsuchida, Neigut, Petito, and the Safety Report, alone
or in combination, fail to disclose or suggest the claimed features. For an obviousness rejection
to be proper, the Examiner must meet the burden of establishing that all elements of the
invention are disclosed in the prior art. In re Fine, 5 U.S.P.Q.2d 1596, 1598 (Fed. Cir. 1988). In
the absence of any disclosure or suggestion of the recited features, claims 1-3 and 5-16 are not
obvious over Kablick, Tsuchida, Neigut, Petito, and the Safety Report.

Reconsideration, withdrawal of the rejection under 35 U.S.C. § 103 of claims 1-16, and

allowance of the instant claims are respectfully requested.
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Conclusion

It is believed that the foregoing remarks fully comply with the Office Action and that the
claims herein should now be allowable to the Applicant. Accordingly, reconsideration and
allowance are requested.

The Applicant hereby petitions for any necessary extension of time required under 37
C.F.R. 1.136(a) or 1.136(b) or any other necessary fees(s), which may be required for entry and
consideration of the present Response and RCE.

If any fees are due in connection with this Reply, or otherwise, the Applicant’s attorneys
authorize that such fee be charged to Deposit Account No. 06-1130. Please credit any

overpayments to Deposit Account No. 06-1130.

Respectfully submitted,
CANTOR COLBURN, LLP
By: /Toby D. Hain/

Toby D. Hain, Ph.D.
Registration No. 66,105

Date: January 6, 2012
Customer Number: 23413
Cantor Colburn LLP

20 Church Street, 22™ Floor
Hartford, CT 06103
Telephone: (860) 286-2929
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(1) Real Party in Interest
The examiner has no comment on the statement, or lack of statement, identifying

by name the real party in interest in the brief.

(2) Related Appeals and Interferences
The examiner is not aware of any related appeals, interferences, or judicial
proceedings which will directly affect or be directly affected by or have a bearing on the

Board’s decision in the pending appeal.

(3) Status of Claims
The following is a list of claims that are rejected and pending in the application:

Claims 1-16.

(4) Status of Amendments After Final
The examiner has no comment on the appellant’s statement of the status of

amendments after final rejection contained in the brief.
(5) Summary of Claimed Subject Matter
The examiner has no comment on the summary of claimed subject matter

contained in the brief.

(6) Grounds of Rejection to be Reviewed on Appeal
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The examiner has no comment on the appellant’s statement of the grounds of
rejection to be reviewed on appeal. Every ground of rejection set forth in the Office
action from which the appeal is taken (as modified by any advisory actions) is being
maintained by the examiner except for the grounds of rejection (if any) listed under the
subheading “WITHDRAWN REJECTIONS.” New grounds of rejection (if any) are

provided under the subheading “NEW GROUNDS OF REJECTION.”

(7) Claims Appendix

The examiner has no comment on the copy of the appealed claims contained in

the Appendix to the appellant’s brief.

(8) Evidence Relied Upon

US 2005/0220721 Kablick et al. 10-2005
US 2003/0113387 Tsuchida et al. 6-2003
5,378,461 Neigut 1-1995
US 2003/0021834 Petito et al. 1-2003

Safety Report. In. J. Tox. 1(2):37-56, abstract only, 1982.

(9) Grounds of Rejection

The following ground(s) of rejection are applicable to the appealed claims:

Claim Rejections - 35 USC § 103
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as set
forth in section 102 of this title, if the differences between the subject matter sought to be patented and
the prior art are such that the subject matter as a whole would have been obvious at the time the
invention was made to a person having ordinary skill in the art to which said subject matter pertains.
Patentability shall not be negatived by the manner in which the invention was made.

Claims 1-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over
Kablick (US 2005/0220721 pub date:10/6/2005) in further view of Tsuchida (US
2003/0113387 pub date:6/19/2003), Safety Report (In. J. Tox. 1(2):37-56, abstract only,
1982), Neigut (US 5,378,461 patent date:1/3/1995) and Petito (US 2003/0021834 pub
date:1/30/2003).

The instant claims are drawn to a method of treating lacerations and wounds in a
living human body comprising: providing a first mass of hyaluronic acid (HA) and a
second mass of a human-compatible oil; reducing the particle size of the HA to produce
ultra-fine particles of HA; forming an emulsion of the ultra-fine particles in the human-
compatible oil, the emulsion being free of water and preservatives; applying the
emulsion to a laceration or wound; and forming an HA gel by applying water to the
emulsion on the laceration or the wound (claims 1-8). The instant claims are also drawn
to a HA product to treat lacerations and wounds in a living body, comprising: an
emulsion of HA and a human-compatible, rapidly absorbable oil, the emulsion being
free of water and preservatives (claims 9-13). The instant claims are also drawn to a
method to prepare a HA product comprising: providing a first mass of HA and a second
mass of a human-compatible oil; reducing the particle size of the HA to an ultra-fine

particle of HA; and forming an emulsion of the ultra-fine particles in the human-
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compatible oil, the emulsion being free of water and preservatives (Claims 14-16).
Narrowing embodiments of the dependent claims specify that the human-compatible oil
is squalane oil, the particle size is less than 70 to 20 microns, and the masses of HA
and squalane oil are 5% to 20% by weight and 95% to 80% by weight, respectively.

Kablick teaches providing pure HA in a powder form (p. 2, [0027] and [0028]).
Kablick teaches reducing the HA particle size using standard milling and sieving
techniques (p. 3, [0032]-[0034]) to produce a powder wherein 90% of the powder
particles have dimensions between 5 microns and 1Tmm (p. 1 [0006], lines 9-11 and
[0007]). Kablick teaches that it is important to control the size of the particles in the
powder because the ultra-fine particle powder serves as an adhesion barrier and thus
reduces adhesions at a wound site (p. 1 [0006] and [0007]). Kablick teaches applying
the ultra-fine powder to a wound site at a sufficient concentration to reduce adhesions
(p. 1, [0007]). Kablick further teaches irrigating the wound site prior to applying the HA
powder to hydrate the HA powder into a gel (p. 1, [0011], and [0032]-[0033]). Thus,
Kablick teaches a method of treating a wound comprising providing a first mass of HA,
reducing the particle size of the HA, applying the HA to a wound, and forming a HA gel
by applying water to the wound, as claimed. Kablick also teaches an HA product
comprising HA and a method of making an HA product, comprising a first mass of HA
and reducing the particle size of the HA to produce ultra-fine particles of HA, as
claimed.

Kablick does not teach forming an emulsion with the ultra-fine HA powder in a

human-compatible oil, such as squalane oil. However, at the time the invention was
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made, squalane was commonly being used in topical compositions for wound healing
and cosmetics (Tsuchida p. 2, [0021] and Safety Report abstract). Further, squalane oil
is advantageous to use in topical compositions because it is a natural component of
human sebum, non-toxic, and non-irritating (See Safety Report abstract). Further,
Neigut teaches that the use of a squalane oil carrier is advantageous because itis a
very effective transport medium in topical wound healing applications with a high rate of
skin penetration and reduces moisture loss at the applications site (col 5, lines 61-64,
col 6, line 41), thus providing motivation to use squalane oil in a tropical application for
wound healing.

Kablick also does not teach that the HA is present in a concentration of 5% to
20% by weight. However, Petito teaches the concentration of HA in a topical
application sufficient for wound healing is 0.01 to 65% (p. 6, [0065]). Kablick also does
not teach that the squalane oil is present at between 80 and 95% by weight. However,
it would be obvious to an artisan of ordinary skill that squalane oil carrier would need to
be 80 to 95% by weight if the HA is being used in a concentration of 5%-20% by weight,

as taught by Petito.

The combination of prior art cited above in all rejections under 35 U.S.C. 103
satisfies the factual inquiries as set forth in Graham v. John Deere Co., 383 U.S. 1, 148
USPQ 459 (1966). Once this has been accomplished the holdings in KSR can be
applied (KSR International Co. v. Teleflex Inc. (KSR), 550 U.S. 389, 82 USPQ2d 1385
(2007): "Exemplary rationales that may support a conclusion of obviousness include: (A)

Combining prior art elements according to known methods to yield predictable results;
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(B) Simple substitution of one known element for another to obtain predictable results;
(C) Use of known technique to improve similar devices (methods, or products) in the
same way; (D) Applying a known technique to a known device (method, or product)
ready for improvement to yield predictable results; (E) "Obvious to try" - choosing from a
finite number of identified, predictable solutions, with a reasonable expectation of
success; (F) Known work in one field of endeavor may prompt variations of it for use in
either the same field or a different one based on design incentives or other market
forces if the variations are predictable to one of ordinary skill in the art; (G) Some
teaching, suggestion, or motivation in the prior art that would have led one of ordinary
skill to modify the prior art reference or to combine prior art reference teachings to arrive

at the claimed invention."

In the present situation, rationales A, B, E, F and G are applicable. It would have
been obvious to an artisan of ordinary skill in the art at the time the invention was made
to make an emulsion of the HA powder, taught by Kablick, and squalane oil, as taught
by Tsuchida, Safety Report, Neigut, and Petito, to use in a method of treating a wound
site, a HA product, and a method of making a HA product, taught by Kablick, with a
reasonable expectation of success. An artisan would be motivated to make and use an
emulsion of HA and squalane oil because Kablick demonstrates the usefulness of HA
for wound healing and squalane is commonly used for topical wound healing
compositions, as taught by Tsuchida and Safety Report, Further, squalane is a natural

component of human sebum, is non-toxic, and is non-irritating, as taught by Safety
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Report, and is an effective transport medium that easily penetrates the skin and retains

moisture at the wound site, as taught by Neigut.

Thus, the teachings of the cited prior art in the obviousness rejection above
provide the requisite teachings and motivations with a clear, reasonable expectation.

The cited prior art meets the criteria set forth in both Graham and KSR.

Claim Rejections -35USC § 112

The following is a quotation of the first paragraph of 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the manner and process of
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall
set forth the best mode contemplated by the inventor of carrying out his invention.

Claims 1-16 are rejected under 35 U.S.C. 112, first paragraph, as failing to
comply with the written description requirement. The claim(s) contains subject matter
which was not described in the specification in such a way as to reasonably convey to
one skilled in the relevant art that the inventor(s), at the time the application was filed,
had possession of the claimed invention.

Amended claims 1, 9, 14, and their dependents, recite, “the emulsion being free
of water”. The specification, as originally filed, does not provide implicit or explicit
support for this recitation. The specification teaches an HA product comprising a HA
having an ultra-fine particle size mixed with a human-compatible oil, such as squalane,
wherein the HA product is preservative free. The specification does not provide explicit
or implicit support for the emulsion being free of water as claimed. Thus, the recitation

of "the emulsion being free of water" constitutes new matter.
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(10) Response to Argument

Response to Arguments Traversing the 35 U.C.S. § 103(a) Rejection

Appellant's arguments have been carefully and fully considered and not found

persuasive.

Appellant asserts that Kablick does not teach HA in a human compatible oil, such
as squalane oil, and Neigut does not cure this deficiency because there is no reason,
described by Neigut, to use squalane oil as a carrier with HA particulate. Appellant
states that Neigut teaches squalane oil as a carrier for active agents that dissolve in oil.
As such, since these active agent dissolve in squalane oil, it can effectively deliver the
dissolved active agents into tissue. In contrast, Appellant states that HA does not
dissolve in squalane oil but rather remains in particulate form as an emulsion and thus
the squalane oil would not transport the HA into the tissue. Thus, Appellant concludes
that an artisan would not choose squalane oil as a carrier for HA because HA would not
dissolve in squalane and thus the squalane would not serve as an effective transport

medium that causes penetration of HA into the tissue.

Appellant’'s argument is not found persuasive because the Appellant's assertion
is based on the assumption that Neigut and the prior art only teach and/or suggest that
squalane is solely an effective transport medium with oil soluble agents and is solely

useful in a medicament for its ability to deliver oil soluble agents into the skin. Neigut,
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Tsuchida, and Safety Report demonstrate that this assumption is inaccurate and a
narrow interpretation of the art for two reasons. First, the skin penetrating property of a
squalane carrier, taught by Neigut, is also advantageous with a particulate active agent,
such as the HA powder taught by Kablick, because the skin penetrating effect of
squalane brings the particulate in close contact with the wound site. Since the HA
medicament, taught by Kablick, functions by contacting the wound site and water at the
wound site, an artisan of ordinary skill in the art would have a reasonable expectation
that the penetrating property of squalane will effectively bring and hold the HA of Kablick
in contact with the wound site, which would be advantageous to the effectiveness of the
HA medicament. Second, Appellant is overlooking the other described properties of
squalane that make it an effective carrier for topical medicaments as taught by Neigut.
Neigut teaches squalane is also a natural emollient, improves skin respiration, and
reduces moisture loss (col 6, lines 37-41), all advantageous properties for topical wound
healing compositions. Further, Neigut teaches that squalane is effectively used in
topical medicaments for treating skin wounds, such as skin damage (see abstract; col 1,
line 10-20). Thus, contrary to Appellant's assert, Neigut teaches that squalane is used in
the prior art for topical wound healing compositions and that squalane is an effective
transport medium for multiple reasons, not solely for its skin penetrating properties with
oil solvents. Further, it is noted that Neigut is not the sole art provided in the rejection to
demonstrate that squalane is commonly used in topical wound healing medicaments
because Tsuchida teaches the use of squalane and HA in a wound healing medicament

and Safety Report teaches that it is commonly used because it is non-toxic, natural, and
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non-irritating (See rejection above). Thus, the combine teachings of Neigut, Tsuchida,
and Safety Report, provide ample evidence that squalane is commonly used in topical
wound healing medicaments and provides multiple advantageous properties as a
transport medium in addition to its property of delivering oil soluble agents through the
skin. An artisan of ordinary skill would understand from the teachings of Neigut,
Tsuchida, and Safety Report that squalane is used in the prior art as a carrier for topical
wound healing agents and that it is natural, improves skin respiration, and reduces
moisture, in addition to aiding skin penetration of oil-based agents, all advantageous
properties for a topic all wound healing agent. As such, contrary to Appellant’s
assertion, an artisan of ordinary skill would just as likely choose squalane, as taught by
Neigut, Tsuchida, and Safety report, from a finite number of art-established carriers to
predictably combine with the HA medicament taught by Kablick, because Neigut
teaches that squalane would provide advantageous properties of improving skin
respiration at the wound site, bringing and holding the HA in contact at the wound site,
and retaining moisture at the wound site, all of which would be advantageous to the HA

product of Kablick. Thus, Appellant’s argument is not found persuasive.

Appellant asserts that an artisan would not combine the teaching of Neigut with
Tsuchida, Petito, and Kablick because Tsuchida and Petito teach aqueous solutions of
HA, and an aqueous HA solution will not mix with squalane oil. Appellant's argument is
not found persuasive because Tsuchida and Petito were not provided in the rejection to
teach the literal combination of an aqueous HA solution with squalane oil, as Appellant

asserts. Tsuchida was provided to demonstrate that HA and squalane are used in the
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prior art in would healing medicaments. Petito was provided to demonstrate that in
other wound healing medicament HA has been used and that it is used at the
concentrations claimed in the instant application. Thus, from a combined understanding
of the arts of Neigut, Tsuchida, and Safety Report, an artisan of ordinary skill would
reasonable understand that both HA and squalane have been used on multiple
occasions in the prior art in wound healing medicaments. From Petito, an artisan would
reasonably understand that HA is effective in the concentrations as claimed. The
artisan of ordinary skill is highly skilled in the understandings of medicament chemistry.
As such, an artisan of ordinary skill would not discern from the teaching of Tsuchida and
Petito that they should use the aqueous form of HA with squalane oil, as Appellant
suggests. An artisan of ordinary skill would reasonably discern that these teachings are
useful as a demonstration that HA and squalane are useful in wound healing
medicaments and determining the effective HA concentrations. Thus, contrary to
Appellant's assertion, an artisan of ordinary skill would combine the teaching of Neguit
with Tsuchida and Petito and Kablick for their relevant teachings and for a literal

combination of every aspect of these arts.

First, Kablick explicitly teaches irrigating the wound site prior to applying the HA

powder to hydrate the HA powder into a gel (p. 1, [0011], and [0032]-[0033]). Thus,

contrary to Appellant's assertion, Kablick explicitly teaches the formation of hydrated
gel.

Appellant asserts that the claims require first forming a hydrated gel before

applying the HA to the wound site. Appellant asserts that Kablick therefore does not
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teach the instant claims because Kablick teaches applying a dry HA powder directly to a
wound site without first forming a hydrated gel. Appellant's argument is not found
persuasive. Appellant’s claims recite, “applying the emulsion to a laceration or a
wound; and forming a hyaluronic acid gel by applying water to the emulsion on the
laceration or the wound" (See last two lines of claim 1). Thus, contrary to Appellant’s
assertion, the claims do not require that the hydrated gel be made first before applying
the HA emulsion because the claims explicitly state applying the emulsion and then
state forming a hydrated gel by applying water to the emulsion on the laceration of
wound. The claims do not specify when the water has to be applied to the wound site to
form a gel. They only specify that the HA emulsion has to be applied to the laceration
or wound before the step of forming the hydrate gel. Thus, the breadth of the claims
encompasses applying water to the wound site before or after applying the emulsion.
Kablick teaches applying water before applying the HA powder to form a hydrated gel
upon application of the HA powder. Thus, Kablick does teach the limitations of the
claims because the breadth of the claims encompasses the application of water to the
wound site before or after the application of the emulsion to the wound site. It is further
noted that even if the claim did specify that the water had to be applied after the
emulsion was placed on the laceration or wound, an artisan of ordinary skill would
understand from the teachings of Kablick that a the hydrated gel is formed by adding
water to the powder, thus it would have been obvious to an artisan that placing water on

the wound site before or after applying the HA powder will equally form a hydrated HA
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gel and thus are obvious equivalents. Thus, contrary to Appellant's assertion, Kablick
provides ample teaching of forming a hydrated gel as claimed.

Appellant asserts that Petito can not be combined with Kablick because Petito
delivers an aqueous HA solution to a wound site, which will destroy the dry HA powder
delivery used by Kablick. Appellant’s argument is not found persuasive because Petito
is not being provided in the rejection to teach a delivery method of HA. Petito is being
provided to demonstrate that the claimed concentration of HA have been taught in the
prior art as effective concentration in wound healing medicaments. Again, the skill of
the ordinary artisan is high. Thus, an artisan of ordinary skill would not use these
teachings as a literal combined recipe to make the invention, as suggested by
Appellant. The artisan is quite capable of discerning the relevant teachings of the art of
Kablick and the relevant teaching of Petito and combining the teachings in a compatible
and useful manner. An artisan would understand that Petito provides an effective HA
concentration that can be used in the method of HA. An artisan would not try to do a
literal combination of an aqueous and non-aqueous HA product to deliver in the same
manner as Kablick because an ordinary artisan would discern that this is not a useful
manner of combining these two arts. Thus, contrary to Appellant’s arguments, an
artisan of ordinary skill would combine the relevant teaching of Petito with the relevant
teachings of Kablick, using their level of skill in the art, to produce an obvious variant of

Kablick and to arrive at the instant invention with a reasonable expectation of success.

Appellant also asserts that Tsuchida and Neigut can not be combined with

Kablick because Tsuchida delivers an aqueous HA solution and Neigut delivers an oil-
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based solution to a wound site, which will destroy the dry HA powder delivery used by
Kablick. Again, Appellant's arguments are not found persuasive because Tsuchida and
Neigut are not being provided to combine three different delivery methods. An artisan
of ordinary skill has a high level of skill in the art and would understand the relevance of
each of these arts is not to combine their different delivery methods but that these three
arts combined teach that HA and squalane are commonly and successfully used in
topical wound healing medicament. So an artisan of ordinary skill in the art would
reasonably expect from the prior art teaching of Tsuchida and Neigut that the
medicament of Kablick could effectively be used as an emulsion of HA and squalene
applied directly to the wound site with a reasonable expectation that the emulsion with
cause wound healing in a manner taught by Kablick. Further, Neigut provides teachings
of advantageous properties for the use of squalane in a wound healing medicament.
Thus, Neigut provides motivation to make the emulsion of HA and squalane. Thus,
contrary to Appellant’s assertion, the relevant teachings of Tsuchida and Neigut can be

combined with Kablick to teach the instant invention as claimed.

Appellant asserts that Examiner is improperly selecting certain features but not
others features to discount Appellant's arguments. Appellant submits that references
must be read and interpreted in their entirety. Appellant states that limiting a reference
to a few select passages and disregarding the balance of the reference cannot be
tolerated in establishing a prima facie case of obviousness. Appellant thus asserts
given all the combined factors taught, there is no reason to modify Kablick with any of

the secondary references. Appellant's argument is not found persuasive. It is
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acknowledged and agreed a reference needs to be considered and interpreted in its
entirely. Examiner further agrees that it would be inappropriate to use a teaching out of
context of the reference and in a manner that disregards another teaching in that
reference. However, this standard does not require every aspect of a teaching must be
literally combined with every aspect of another reference to make a prima facie case of
obviousness. “Considering” and “interpreting” a reference in its entirely means
understanding the reference as a whole and understanding the reference in the context
of all the teaching in that art. Further, the standard and statutes allow for multiple ways
of combining the prior art in addition to literal combinations of the art teachings, such as
substitutions, deletions, even "obvious to try" under predictable circumstance. Nothing
in Kablick, Tsuchida, Safety Report, Neigut, and Petito teach that the active healing
ingredient, HA, can not be used in a squalene carrier or has to be in an aqueous
solution to make it effective as a wound healing agent. Thus, nothing in the entirety of
these combined arts would suggest that adding squalane to the HA particulates of
Kablick would not function in the methods or product of Kablick. As such, Examiner has
properly considered and interpreted these arts in their totality and has used the relevant
teachings in a manner that is consistent with the teachings of each art and the combine
state of the art, to properly provide a case of obviousness with the teaching of Kablick,

Tsuchida, Safety Report, Neigut, and Petito.

Appellant asserts that even if the art could be combined, Examiner has not
provided a persuasive reason to combine the arts of Kablick, Tsuchida, Safety Report,

Neigut, and Petito. Appellant’s arguments are not found persuasive because the
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Examiner has provided multiple reasons to combine these prior arts. The Examiner has
stated that the art can be combined under the rationale of combining prior art elements
according to known methods to yield predictable results, as allowed by KSR. More
particularly, Kablick demonstrates that HA is a known medicament for wound healing,
Neigut and Safety Report, and Tuchida demonstrate that squalane is a known carrier for
wound healing medicaments. Thus the HA of Kablick and be combined with the
squalane of Neigut and Safety Report, and Tuchida using emulsion production methods
known in the art and applied to a topical wound as taught by Kablick to predicable make
a wound healing HA product as claimed and treat a wound as claimed. Examiner has
stated that the arts can be combined under the rationale of simple substitution of one
known element for another to obtain predictable results, as allowed by KSR. In
particular, the HA powder delivery, taught by Kablick, can be simply be substituted by
an HA/squalane emulsion made by combining Kablick, Tsuchida, Neigut, and Safety
Report, by known means to predictably arrive at a method of treating a wound that
applies the emulsion to the wound, as taught in Kablick, with a reasonable expectation
of success. Examiner has stated that the art can be combined under the rationale of
"Obvious to try" - choosing from a finite number of identified, predictable solutions, with
a reasonable expectation of success, as allowed by KSR. In particular, an artisan could
choose squalane, as taught by Tsuchida, Neigut, and Safety Report, from a finite
number of prior art establish carriers used in topic wound healing medicaments to
predictable use in a medicament with dry HA powder, taught by Kablick, with a

reasonable expectation of successfully yielding a medicament that treats wounds as
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claimed. Examiner has also stated that the art can be combined under the rationale of
some teaching, suggestion, or motivation in the prior art that would have led one of
ordinary skill to modify the prior art reference or to combine prior art reference teachings
to arrive at the claimed invention, as allowed by Grahm vs Deer and KSR. In particular,
Examiner has stated an artisan would be motivated to combine the HA powder, taught
by Kablick, with a squalane oil, as taught by Neigut, Tsuchida, and Safety Report,
because Neigut and the Safety Report teaches that squalane is an effective transport
medium for topical wound healing medicaments that would provide improved skin
respirations and will retain moisture and the HA at the wound site, all of which would be
advantageous to the effectiveness of the HA at the wound site in the method of Kablick.
Thus, contrary to Appellant's assertion, Examiner has provided ample reasoning for

combining these prior art teachings.

Appellant asserts that the claims require an “emulsion free of water”. Appellant
asserts that the combined art of Kablick, Tsuchida, Safety Report, Neigut, and Petito
would not be free of water because Tsuchida and Petito teach aqueous HA solutions.
Appellant's arguments are not found persuasive because again Tsuchida and Petito
were not provides for teaching an aqueous solution but rather the use of HA in wound
healing medicaments in prior art. Nowhere does the rejection suggest combining the
aqueous solution of Tsuchida or Petito with the squalane of Neigut and the Safety
report. The rejection suggests the combination of the dry powder HA of Kablick with the
squalane as taught by Tsuchida, Neigut, and Safety Report. As such, Appellant’s

argument is not persuasive.
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Appellant asserts that Kablick also does not teach an emulsion free of water
because Kablick teaches that the HA is in a dry powder particular form and further
states that "dry" means having water content low enough to permit effective entrainment
of the particles in a stream of flowing gas, for example less than 25% water by weight
(par [0006]). Appellant asserts that 25% water by weight means that the HA powder
contains water. Appellant's argument is not found persuasive because Kablick states
"less than 25% water by weight". Thus, Kablick is contemplating a range of water
content that would be considered a dry HA powder. "Less than 25% water by weight"
encompasses a HA particulate comprising 0% water by weight to a maximum of 25%
water by weight. As such, Kablick contemplates a dry HA powder that has 0% water by
weight in the recited range and as such teaches a dry HA powder that is "free of water".
Thus, contrary to Appellant's assertion, Kablick does teach an emulsion free of water
because the range of water permitted in the HA particular taught by Kablick includes 0%

water by weight which is a particulate free of water.

Appellant asserts that Neigut and Safety Report teach squalane but not an HA or
an emulsion. Appellant's arguments are not found persuasive. Neigut and Safety
Report were not provided in the rejection to teach HA or a specific emulsion. These two
references were used to demonstrate that squalane has been used with other active
agents, including HA, as carriers in topical wound healing agents. Thus, it would have
been obvious to an artisan of ordinary skill at the time of the invention, that if they

combined squalane with the HA particulate taught, by Kablick, this combination would
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predictably arrive at an emulsion of HA and squalane. Thus, Appellant’s argument is

not persuasive.

Appellant asserts the teachings of Neigut teach away from the claimed invention
because Neigut teaches dissolving coenzyme in squalane so that the finished product
does not contain particles. However, the claimed product and the methods using the
product have a final composition of an emulsion which comprises HA patrticles.
Appellant further states Kablick only teaches particulate HA and Neigut teaches that the
finished product does not contain particles. From this, Appellant concludes that the arts
teach away from the instant invention. Appellant’s argument is not found persuasive
because Appellant is not considering the more general teachings of Neigut but rather a
specific example of an oil dissolvable coenzyme that is to be delivered into the skin.
Appellant is also isolating the teachings of Neigut from the context of the rejection that
uses the combined teaching of Neigut, Tsuchida, and Safe Report, which teach that
squalane has been used with a variety of active agents, not just oil soluble agents.
Therefore, in the case of the coenzyme/squalane composition, Appellant states that an
artisan of ordinary skill would understand that this agent is to be dissolved completely
with no particulate matter remaining because the intent for this particular agent is for the
squalane to deliver it into the skin. An ordinary artisan would also understand from the
teachings of Neigut, in addition to Tsuchida and Safety Report, that squalane can also
be used as a carrier for other non-oil soluble wound healing agents to be delivered
topically. Thus, contrary to Appelllant’s assertion, neither Neigut, Kalick, nor any of the

other arts provided in the rejection teach away from the claimed invention. Further,
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neither Neigut nor Kablick teach away from the instant invention because neither Neigut
nor Kablick teach or suggest that squalane will not function with a particulate or a water
soluble active agent, such as HA. Indeed the art of Tsuchida and Safety Report
suggest that squalane can be used in a medicinal composition with aqueous HA or non-
oil soluble agents for wound healing. Therefore, since Neigut and Kablick do not
provide evidence that squalane can not be used or is not functional with particulate or
water soluble agent, such as HA and the art of Tsuchida and Safety Report imply that
particulates, water soluble agents, and other agents can be used and function with
squalane, neither Neigut, Kablick, nor any of the arts provided in the rejection teach

away from the instant claims, and Applciant's argument is not persuasive.

In conclusion, the instant 103(a) rejection has been maintained because the prior
art of Kablick, Tsuchida, Neigut, Safety Report, and Petito teach the elements of the
claimed invention and provide motivation to combine the art prior. Appellant's
arguments have not been persuasive in demonstrating that these prior arts fail to render
the claimed invention obvious. As such the instant claims are rendered obvious by the

prior art and the rejection of record is maintained.

Response to Arguments Traversing the 35 U.C.S. § 112, 1°' New Matter

Rejection

Appellant’'s arguments have been carefully and fully considered and have not

been found persuasive.



Application/Control Number: 12/189,536 Page 23
Art Unit: 1632

Appellant states that there is no explicit requirement for limitations introduced by
amendments to satisfy the written description requirement and the specification provide
adequate support for “the emulsion being free of water and preservatives". Appellant
refers to page 2, lines 22-27 as implicit support for "the emulsion being free of water".
Appellant states that this recitation clearly implies a water free emulsion because to
produce a preservative free form of HA, the emulsion must be free of water, otherwise

bacterial growth will occur.

Appellant's argument is not found persuasive. Page 2, lines 22-27 recites:

“‘HA is water soluble. However, once dissolved in water, due to its high nutritive
value, it is rapidly prone to bacterial contamination and ingrowth. Therefore,
preservative must be added to prevent bacterial growth. This growth inhibiting effect is
undesirable for the healing of wounds or abraded skin.”

This recitation does not explicitly or implicitly disclose an “emulsion being free of
water” because this disclosure is open-ended, describes a problem with the use of
preservatives in aqueous HA solutions for wound healing, not the use of water, and
leaves the artisan to decide the remedy for this problem. Further, this disclosure does
not imply that the absence of water is suggested as the solution or a required means of
obviating the problem with preservatives and bacterial growth in an aqueous HA
solution. This recitation solely implies that preservatives used to inhibit bacterial growth
in HA solutions is an inherency to wound healing and leaves it open to art-known means
to alleviate this problem. As such, these recitations fail to provide implicit or explicit

support for an "emulsion being free of water".
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Appellant further states that the specification states, "that there is a need for a
relatively pure hyaluronic acid that is free of preservatives and at the same time free of
harmful bacteria" (p. 3, lines 10-12). Appellant therefore asserts it is unreasonable to
suggest water may be added to hyaluronic acid without preservatives according to the
present invention. This argument is not found persuasive because the
unreasonableness of adding water to HA without preservatives is a statement of opinion
and interpretation, not fact or evidence of implicit disclosure of “emulsion being free of
water. This is evidenced by the fact that another artisan of ordinary skill may read the
disclosures on page 2, lines 22-27 and page 3, lines 10-12 and come to the conclusion
that one can provide a pure HA preservative free emulsion, not by omitting water, but
rather by irradiating the emulsion. Given that an artisan can interpret these disclosures
as having multiple solutions, such as omitting water or irradiating the emulsion, it is
apparent that these open-ended disclosures referred to by Appellant do not provide
implicit support for an "emulsion being water free”. Thus, Appellant’s arguments are not
found persuasive.

Appellant refers to Fig. 1, page 3, line 16, and page 4, line 1, as support for an
"emulsion being free of water". Appellant states that these recitations disclose a
medicinal preparation of an emulsion of HA dispersed in a human-compatible oil,
whereby the medicinal preparation is activated by HA. Appellant further states that if
the preparation comprised water the HA would be activated. Therefore, Appellant
asserts these recitations imply an emulsion free of water to assure the HA is in an

inactive form. Appellant’s argument is not found persuasive because Appellant is
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reading limitations into this disclosure that are not present. These recitations solely
state that the HA is activated by water. The specification does not further state or imply
that the HA can not be present in the emulsion in the active or aqueous form. To the
contrary, the specification states, "The hyaluronic acid is preferably ground to a fine
particle size about 20 microns or less and mixed into a dispersion the human
compatible absorbable oil to produce an emulsion...,” (page 4, lines 3-5). This
recitation of “preferably” open-endedly suggests that the HA can be in other forms
(aqueous, active, inactive, etc...) than particulate but the preferred embodiment is
particulate. Therefore, this recitation implies that contrary to Appellants assertion the
emulsion can comprise active or agueous forms of HA be reciting preferably”. None of
these recitations state or suggest that the emulsion is required to be free of water or that
the HA needs to be in inactive state. Further, nowhere in the specification does it state
or suggest such limitations. Thus, these recitations do not implicitly or explicitly support
that the “emulsion is free of water", and Appellants argument is not found persuasive.
Appellant refers to the page 4, lines 3-8 as evidence of support of "emulsion
being free of water". This recitations states, “The hyaluronic acid is preferably ground to
a fine particle size of about 20 microns or less and mixed into a dispersion in the human
compatible absorbable oil to produce an emulsion about 5% to 20% by weight or
volume hyaluronic acid. The emulsion is then applied to the laceration or wound by any
means as will be well understood by an artisan and activated with water to form
hyaluronic acid gel". Nothing in this recitation explicitly or implicitly requires the lack of

water in the emulsion. The disclosure describes a “preferred” embodiment that uses a
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fine HA particulate in an oil to produce an emulsion. This does not require that the
emulsion lack water. It solely means that the HA was provided in the emulsion as a fine
particulate. Further the disclosure states that emulsion is applied and activated to form
an HA gel. This does not state that the HA is specifically in an inactive state by being
water free and activated by adding water. It solely states that water activates the
emulsion to very specifically form an HA gel. It does not imply or describe the activity
state of the HA in the emulsion or imply that the emulsion is ever free of water. As
such, these recitations do not provide implicit or explicit support for an "emulsion being
free of water".

Appellant asserts refers to page 7, lines 6-7 as support for an "emulsion being
free of water". This citations states, "In the preferred embodiment of the invention the
emulsion contains between 5-20% hyaluronic acid and 95% to about 80% Squalane oil
wherein the percentage given is percent by weight and/or approximately the same
percentage by volume". Appellant concludes from this disclosure that the HA product is
water free because when the product is 5% HA and 95% squalene, then the product
has no water.

This argument is not found persuasive because the disclosed invention relies on
the use of commercial grade HA particulate which most often has water residues and
thus is not "free of water". Most artisans, when preparing reagents, use dry
commercially available components in making their reagents with an understanding that
more often than not, these dry components have some moisture residue. However, an

artisan will calculate and add this dry ingredient by weight to a reagent being prepared
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as if the water residues were not present, as evidenced by Kablick (par [0006]). The
specification discloses that “Medical grade hyaluronic acid is available in average
particle sizes ranging from about 20 to about 700 microns," (See p. 5, lines 11-13) and
thus intends for the use of commercially available medical grade HA particulate in 5-
20% by weight in the emulsion. The specification does not explicitly or implicitly state
that the HA particulate has to be absent of water residues. The specification further
does not implicitly and explicitly describe a means of making these HA particulate
starting materials "free of water". Thus, even though specification recites an HA product
comprising about 5% to 20% by weight HA particulate by weight and the remaining
content of the HA product being about 95% to 80% weight, an artisan of ordinary skill
would not interpret this disclosure as explicitly or implicitly disclosing that the HA
particulate or the emulsion is “free of water” because most commonly in the art the
artisan uses commercial grade dry particulates as starting materials with the
understanding that these particulates have water residues and are not free of water.
The specification solely discloses the use of commercially available HA particulate, as is
consistent with common use in the art, and relies on commonly known means to
prepare the HA product. As such, an artisan would not infer that the emulsion is
completely free of water residue, as Appellant asserts, because most commonly in the
art moisture residues are present in commercially supplied dry starting materials and
the specification does not specifically disclose that the starting materials or end product
of the HA emulsion would be free of water. As such, Appellant's argument is not found

persuasive.
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In conclusion, Examiner was unable to discern any disclosures in the
specification that would explicitly or implicitly support an “emulsion being free of water”,
and Appellant failed to persuasively provide evidence of explicit or implicit support for
the recitation of an “emulsion being free of water”. As such, this recitation fails to

provide adequate written description and thus constitutes new matter.

(11) Related Proceeding(s) Appendix

For the above reasons, it is believed that the rejections should be sustained.

Respectfully submitted,
/MARCIA S NOBLE/

Primary Examiner, Art Unit 1632

Conferees:

/Peter Paras, Jr./
Supervisory Patent Examiner, Art Unit 1632

/Joseph T. Woitach/

Supervisory Patent Examiner, Art Unit 1633
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