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See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING Fariooees
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205008
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c} of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME {OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas ratio of 1:7 to provide
) 1.3 mg of polidocanol per mL of microfoam.
'DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirly (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or

supplement. The information submitted in the declaration form submitted upon or after approval will be the only information refied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes” or "No" response), please atlach an additional page referencing the question number.

FDA will not list patent information if you submit an ihcomplete patént declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement refarenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c. Explration Date of Patent
RE38,919 12/13/2005 10/14/2014
d. Name of Patent Owner Address {of Patent Owner)
BTG International Limited 5 Flect Place
City/State
J.ONDON, EC4M 7RD
ZIP Code FAX Number (if available)
UK + 44207571 8799
Telephone Number E-Mail Address (if available)
+44 20 7575 0000 intellectual.property@btgplc.com

€. Name of agent or representative who resides or maintains | Address (of agenl or represeniative named in 1.6.)
@ place of business wihin the United States autherized to .
receive notice of patent certification under section 505(b)(3) 901 New York Avenue, NW
and {(j)(2)(B) of the Federal Food, Drug, and Cosmetic Act .
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | City/State

applicantholder does not reside or have a place of WASHINGTON, DC
business within the United States) 25 Code FAX Number {if avaiabls)
Anthony Tridica 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (if avallable)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
1. s the patent referenced above a palent that has been submitted pravioasiy for the ™
appraved NDA or supplement referenced above? ] Yes No
g. 1T the patent reterenced above has baen submmprevmusly for hshn.g,' is the expiration
date a new expiration date? ] Yes No
FORM FDA 3542a {10/10) Page1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Doss the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? ] Yes [ No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? ] Yes No

2.3 If the answer to question 2.2 is "Yes," do you cerlify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymarph will perform the same as the drug product
described in the NDA? The type of test data required Is described at 21 CFR 314.53(b). []Yes [ Ne

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the Information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) []Yes i<} No
2.6 Does the patent claim only an intermediate?
[ Yes i No
2.7 if the patent referenced in 2.1 Is a product-by-process patent, is the praduct claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ] Yes [ Neo
3. Drug Product (Composition/Formulation) ' '
3.1 Doss the patent clalm the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? Yes D No
3.2 Does the patent claim only an intermediate?
] Yes X] No
3.3 ifthe patent referenced in 3.1 s a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [] Yes ] No

4. Method of Use

Sponsors must submit the information In section 4 for each method of using the pending drug praduct for which approval is being
sought that is claimad by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in
ihe pending NDA, amendment, or supplement? ] Yes No

4.2 Patent Clalm Number(s) (as fisted in the patent) | Does {Do) the patent claim(s) referoenced in 4.2 claim a
pending method of use for which approvail is being sought
in the pending NDA, amendment, ar supplement? [] Yes [INo

4.2a Ifthe answerto 4.2 is Use: (Subrmnit indication or methad of use information as identifled specifically in the proposed labeling.)
"Yes,” identify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplernent, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) er method(s) of use, far which the applicant is sesking approval and with respact to which [ Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, ar sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

8.1 The undersigned declares that this is an accurate and complete submlission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am famifiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perfury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement Is a criminaf offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Helder or Patent Owner (Atlorney, Agenf, Representative or Date Signed
other Authorized Official) (Provide Information below)

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d)(4).

Check applicable box and provide information below.

NDA Applicant/Holder [C] NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Autharized Officlal
[] Patent Owner [} Patent Owner's Attorney, Agent (Represantative) or Other Authorized
Officiat
Name
Anthony Patrick Dolan
Address -~ City/State
BTG Intcenational Litd, London EC4M 7RD
5 Flect Place
ZIP Code : Telephone Number
UK +44 20 7575 0000
FAX Number (if available} E-Mail Address {if available)
+44 207571 8799 Tony.Dolan@btgplc.com

‘The public reposting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collcclion of information, including suggestions for reducing this burden to:

Department of Healtix and Human Services
Food and Drug Administration

Office of Chief Information Officer

1350 Piccard Drive, Rootn 400

Rockville, MD 20850

An agency may not conduct or sponsor, and a person is nof requived to respond to, a collection of
information unless it displays a currently valid OMB control mmber.

FORM FDA 3542a (10/10) Page 3
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Department of Heaith and Human Services Form ‘gp’i""?d‘ gMB "jg}::’[;gf:w
. R piration Date:
Food and Drug Adminisration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING s
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredlent), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following Is provided In accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) ‘

VARITHENA '
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocano} solution mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
'DOSAGE FORM

injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA ar supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2)(ii} with all of the required information based on the approved NDA or
supplement. The information submiitted in the declaration form submitted upon or after approval will be the only Information relled
upon by FDA for lisling a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a *Yes® or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent daclaration Indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complefe above section and sections 5and 6. - .

1. GENERAL.-
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
REA40,640 02/17/2009 10/14/2014
d. Nams of Patent Owner . Address (of Patent Owner)
BTG International Limited -5 Fleet Place

City/State

LLONDON, EC4M 7RD

ZIP Code FAX Number {if available)

UK +44 207571 8799

Telephone Number E-Mail Address (if available)

. +44 207575 0000 intellectual .property@btgplc.com
e Name of agent or representative who resides or malnians | Address (of agent or repr lative named in 1.8.)

a placa of business wihin the United States autharized ta

recaive notice of patent certification under section 505(b)(3) | ~0) New York Avenue, NW
and (j)(2)}B) of the Federal Food, Drug, and Casmetic Act _
and 21 CFR 314.52 and 314.95 (if patent owneror NDA | Cily/State

applicant/holder doas not reside or have a place of WASHINGTON, DC
business within the United States) ZIP Code FAX Number (if available)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address {If avallable)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
f. s the patent referenced above a patent that has been submitted previousty for the ]
approved NDA or supplement referenced abava? . [JYes Nao
g. It the patent referenced above has been submitted previously for listing, 1s the expiration
date a new expiration date? [ Yes No
FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amandment, or supplement.

2. Drug Substance {Active Ingredient)

2.1 Does the patent claim the drug substance that Is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? Yos 7] No

2.2 Does the patent claim a drug substance that Is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? [] Yes x] No

2.3 ifthe ansvo./er to question 2.2is “Yes," do you certify that, as of the date of this daclaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
described in the NDA? The lype of test data required is described at 21 CFR 314.53(b). . [ Yes [] Na

2.4 Specify the polymorphic form{s} claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplemsnt?
(Complete the information in section 4 bslow if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [J Yes No
2.6 Does the patent claim only an intermediate?
O Yes No
2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [] Yes E] Na
3. Drug Product (Compasition/Formulation)
3.1 Does the patent claim the drug product, as definad in 21 GFR 314.3, in the pending NDA, amendment,
or supplement? K] Yes ] Ne
3.2 Does the patent claim only an intermediate?
: {]Yes X] No
3.3 If the patent referenced in 3.1 is a product-by-pracess patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a praduct-by-process patent.) 1 Yes [JNo

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval Is being
sought that is claimed by the patent. For each pending method of use claimad by the patent, provide the follawing Information:

4.1 Doss the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? Z] Yes D No

4.2 Patent Claim Number(s) (as listed in the patent) | Does {Da) the patent claim(s) referenced in 4.2 ¢laim a
pending method of use for which approval is bsing sought

26,27,31 and 32 in the pending NDA, afendment, or supplement? Yes [ No

4.2a Ifthe answerto 4.2 is Use: (Submit indication or method of use infarmation as identified specifically In the proposed fabeling.)
'ﬁ:fs-;l'de"‘"y ‘;‘l’:h Sfpec" VARITHENA (1% polidocanol injectable microfoam) is indicated for the treatment of incompetent
en; 1 Oeihu:.;)‘r:')p o;z:r‘ great saphenous veins, accessory saphcnous veins and visible varicosities of the great saphenous vein
abeling for the drug {GSV) system above and beiow the knec, VARITHENA improves the symptoms of superficial
product. venous incompetence and the appearance of visible varicosities in the GSV system,

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes
a claim of patent infringement could reasonably be assertad if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned declares that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetlic Act. This time-
sensitive patent Information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001,

6.2 Authotized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Reprasentative or Date Signed
other Authorized Official) (Pravide information belaw)

1272012012

NOTE: Only an NDA applicant/hofder may submit this declfaration directly to the FDA, A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA, 21 CFR 314.53(c){4) and (d)(4).

Check applicable box and provide information below.

NDA Applicant/Holder [[] NDA Applicant'sfHalder’s Attorney, Agent {Representative) or other
Authorized Official
[ Patent Owner {7] Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name
Anthony Patrick Dolan
Address City/State
BTG International Lid, London EC4M 7RD
5 Fleet Place
ZIP Cade Telephone Number
UK +44 20 7575 0000
FAX Number (if availabie) E-Mall Address (if available}
+44 20 7571 8799 Tony.Dolan@btgplc.com

The public reporting burden for this collection of inforination has been estiinated ta average 20 hours per response, including the time for reviewing
instructions, scarching existing data sources, gathering and maintaining the data needed, and comnpleting and reviewing the collection of information. Send
comunents regarding this burden estimate or any other aspect of this collection of infonnation, including suggestions for reducing this burden to:

Department of Fealth and Ilunan Services
Food and Drug Administration

Office of Chief Inforination Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

An agency niay not conduct or sponsor, and a person is ot vequired o respond to, a collection of
information unless it displays o cmrently valid OMB control number.,

FORM FDA 3542a {10/10) ’ Page 3

Reference ID: 3416140



Department of Health and Human Services Form Approved: OMB No. 0910-0513

Al Expiration Date: 10/31/2013
Food and Drug Administration Seo (’)‘}‘\’4': S(:;te::een ton Page 3
PATENT INFORMATION SUBMITTED WITH THE FILING Femoees =
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF_ APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following Is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas ratio of 1:7 to pravide
1.3 mg of polidocanol per mL of microfoam.
DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Foad and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d){4).

Within thirly (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ji} with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitled upan or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes” or "No” response), please attach an additionat page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the pétent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
Information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complate above section and sections 5 and 6.

1. GENERAL
a. United States Patent Numbsr b. Issue Date of Patent c. Expiration Date of Patent
6,572,873 06/03/2003 05/26/2020
d. Name of Patent Owner Addrass (of Palant Owner)
BTG International Limited 5 Fleet Place
City/State
LONDON, EC4M 7RD
ZIP Code FAX Number (if available)
UK +44207571 8799
Telephone Number E-Mail Address (if available)}
+44 20 7575 0000 intcllectual.property@btgplc.com

e. Name of agent or representative who resides or maintams | Address {of agent of reprosentaiive named in 1.9.)
a place of business within the United States authorized to NW
receive nofice of patent cartification under section 505(b)(3) 901 New York Avenue,
and (j){2)}{B) of the Federal Food, Drug, and Cosmstic Act
and 21 CFR 314.52 and 314.95 (if patent owner or NDA, | City/State

applicant/holder does not reside or have a place of WASHINGTON, DC
business within the United States) ZIP Code FAX Number (¥ available)

Anthony Tridico 20001-4413 202.408.4400

FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (if available}

GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com

. Is the patent referenced above a patent that has been submifted previously for the
approved NDA aor supplement referenced ahove? [ Yes No

g. If the patent refarenced above has been submitted previously for listing, is the expiration
date a new expiration date? ] Yes K] No

FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provida the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendmant, or supplement.

2. Drug Substance (Active Ingredient)

2,1 Does the patent claim the drug substance that is the active ingredient in the drug product
dascribad in the pending NDA, amendment, or supplament? . {J Yes No

2.2 Does the patent claim a drug substance that (s a different polymorph of the active
ingredient described in the panding NDA, amendment, or supplament? [] Yes No

2.3 If the answer to question 2.2 is “Yes," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perfarm the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(h). ] Yes [[] No

2.4 Specify the polymarphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Doas the patent claim only a metabalite of the aclive ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metahotite.) [] Yes No
2.6 Does the patent claim only an intermediate?
[]Yes No
2.7 Ifthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is requirad only if the patent is a praduct-by-process patent.) ] Yes I No
3. Drug Product (Compaosition/Formulation)
3.1 Doés the patent ciaim the drug product, as definad in 21 CFR 314.3, in the pending NDA, amandment,
or supplement? O Yes No
3.2 Does the patent claim only an intermediate?
{1 Yes X] No
3.3 If the patent referenced in 3.1 is a product-by-pracess patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes [ No

4, Method of Use .

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? Kl Yes [ No

19, 11-19

4.2 Patent Claim Number(s) (as listed in the patent} - | Does (Do) the patent claim(s} referanced in 4.2 claim a

pending method of use for which approval is being sought
in the pending NDA, amendment, or supplement? Yes [1No

4.2a ifthe answerto 4.2 is
"Yes,” identify with speci-
ficify the use with refer-
ence to the propased
labeling for the drug
product.

Use: (Submit indicafion or methad of use information as identified specifically in the proposed labeling.)

"The solution is stored under a carbon dioxide atmosphere in an aluminum canisler prior to use. This
canister is activated with oxygen from a second canister to result in a final gas mixture of oxygen:
carbon dioxide in a ratio of 65:35 with low nitrogen content. At the time of use, the VARITHENA is
generated via the container system that produces microfoam of controlled density and bubbie size.

5. No Relevant Patents

For this pending NDA, amendmeni, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition} or method(s) of use, for which the applicant is seaking approval and with respect to which [ Yes
a claim of patent infringement could reasonably he asserted if a person not licensed by the awner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a -(10/10)

Reference ID: 3416140
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6. Declaration Certification

true and correct.

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitlve patent information is submitted pursuant to 21 CFR 314.53. [ attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Halder or Patent Qwner {Atlornay, Agent, Represantative or Date Signed
other Authorized Official) (Provide Information below)

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration diréctly to the FDA. A patent owner who is not the NDA applicant/
holder is autherized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and {d)(4).

Check applicable box and provide information below.

NDA Applicant/Holder

[C] NDA Applicant's/Holder’s Attorney, Agent {Representative) or other
Authorized Officlal

{] Patent Owner

[[] Patent Owner's Attorney, Agent (Reprasentative) or Other Autharized
Official

Name

Anthony Patrick Dolan
Address City/State

BTG International 1.td, T.ondon EC4M 7RD

5 Fleet Place
ZIP Code Telephone Number

UK +44 20 7575 0000

FAX Number (if available) E-Mail Address (if available)
+ 44207571 8799

Tony.Dolan@btgplc.com

Anag

)

The public reporting burden for this collection of infonnation has been estitnated to average 20 hours per response, including the titme for reviewing
instructions, searching existing data sources, gathering and maintaining the data nceded, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this callection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Infonination Officer

1350 Piccard Drive, Room 400
Rockville, MD 20850

, and a p is not required to respond to, a collection of

may not

mformation unless it displays a currently valid OMB control mumber.

FORNM FDA 3542a (10/10)

Reference ID: 3416140
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Department of Health and Human Services Form Approved: OMB No, 0910-0513

Food and Drug Administration Expiration Date: 10/31/2013
: See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING Femmmee—— e
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA

ACTIVE INGREDIENT(S) STRENGTH(S)

injectable microfoam of carkon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas

aqueous polidocanot solution mixture as & microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam,

DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty {30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(¢c)(2)(ii) with all of the required information based on the approved NDA or

supplement. The information submitted in the declaration form submitted upon or after appraval will be the only information refied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions {only) of this raport: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No" rasponse), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent decfaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit ail the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL )
a. United States Patent Number b. Issue Date of Patent c. Expiration Daté of Patent
6,846,412 01/25/2005 07/19/2022
d. Name of Patent Owner Address (of Patent Owner)
BTG International Limited 5 Fleet Place
City/State
LONDON.ECAM7RD
ZIP Code FAX Number (if avallable)
UK + 4420 7571 8799
Telephone Number E-Mail Address (If available)
+44 20 7575 0000 intellectual.property@btgplc.com

e, Name of agent of rep%sentéﬂve who resides or maintains | Address (of agent or representalive named in 1.€.)
a place of business within the United States authorized to .
receive notice of patent certification under sectlan 505(b)(3) 901 New York Avenue, NW
and (j){2)(B) of ths Federal Food, Drug, and Cosmetic Act §
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | Chy/State
applicant/holder does not reside or have a place of WASHINGTON, DC

business within the United States) ' ZIP Gode FAX Number (If avaliable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (F available)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
t. Is the patent referenced above a patent that has been suomitted praviously for the

approved NDA or supplement referenced above? ] Yes No

g. Ifthe patent referanced above has been submitted praviously for listing, Is the expiration
date a new expiration date? [] Yes No

FORM FDA 3542a (10/10)

Page 1
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For the patent refarenced abova, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance {(Active Ingredient) .

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? [ Yes No

2.2 Does the patent claim a drug substance that is a differant polymorph of the active
ingredient described in the pending NDA, amendmient, or supplement? [ Yes No

2.3 If the answer to question 2.2 Is "Yes," do you certify that, as of the date of this declaration, you hava test
data demonstrating that a drug product containing the polymorph will perform the same as the drug proeduct
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [] Yes [ Ne

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Doas the patent clalm only a metabolite of the actlve Ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.} [ Yes No
2.6 Does the patent claim only an intermediate?
[ Yes No
2.7 if the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is raquired only if the patent is a product-by-process patent.) . {7 Yes [] No
3. Drug Product (Composition/Formulation)
3.1 Does the patent claim tha drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? Yes O Ne
3.2 Does the patent claim only an intermediate?
7] Yes X] No
3.3 if the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-procass patent.) : [1Yes - [ No

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does thes patent claim ane or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? e . [OvYes. No

4.2 Patent Claim Number(s} (as listed. in the patent) | Does (Do} the patent claim(s) referenced in 4.2 claim a
pending method of use for which appraval is being sought
in the pending NDA, amendment, or supplement? [ Yes [ No

4.2a Ifthe answerfo 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed fabeling.)
"Yes," identify with speci-
ficity the use with refer-
ence to the proposed
labeting for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product {formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respact to which [J Yes
a claim of patent infringerent could reasonably be asserted if a parson not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

true and correct.

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplemant panding under saction 505 of tha Federal Food, Drug, and Cosmatic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the ragulation. | verify under penaity of perjury that the foregoing is

Warning: A wilifully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

other Authorized Officlal) {Provjgle Information below)

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Atfomey, Agent, Representative or Date Signed

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration diractly to the FDA. A patent owner who is nat the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c}{4) and {d)(4}.

Check applicable box and provide information below.

NDA Applicant/Holder

[C] NDA Applicant's/Holder's Attorney, Agent (Representative) or ather
Authorized Official

[} Patent Owner

"] Patent Owner's Attornay, Agent {Represantative) or Other Authorized
Officiat

+44 207571 8799

Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London EC4M 7RD
5 Fleet Place
ZIP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available) E-Mail Address (if available)

Tony.Dolan@btgplc.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and mainfaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Infonmation Officer

1350 Piccard Drive, Room 400

Rockvilie, MD 20850

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displavs a currently valid OMB control number.

FORM FDA 3542a (10/10)

Reference ID: 3416140
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Department of Health and Human Sevices Form ’:EPP'I"V‘TE‘: ODMB ':8}:19/122'10:?13
L . . xplration Date:
Food and Drug Administration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING FSmomser B
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205008
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and {c) of the Federal Food, Drug, and Cosmaetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
"DOSAGE FORM
injectablc microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2){ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewrlter versions {onfy) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a “Yes" or "No” response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an inco}nplele patent declaration or the patent daclaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issua Date of Patent c. Expiration Date of Patent
6,942,165 09/13/2005 05/26/2020
d. Name of Patent Owner Address (of Patent Owner)
BTG International Limited 5 Fleet Place
City/State
LONDON, EC4M TRD
ZIP Code FAX Number (if available)
UK +44 20 7571 8799
Telephone Number E-Mail Address (if available)
+44 20 7575 0000 intellectual.property@bigplc.com

€. Name of agent or representative who resides or maintains | Address (of agent or represenlative named in 1.¢.)
a place of business within the United States authorized to X NW
receive notice of patent certification under section 505(b)(3) 501 New Yark Avenue,
and {j}2)(B) of the Federal Food, Drug, and Cosmetic Act -
and 21 CFR 314.52 and 314.95 {if patent owner or NDA | Cily/Stale

applicant/holder does not reside or hava a place of WASHINGTON, DC !
business within the United States) ZIP Code FAX Number (i available)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (if available)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
fIs the patent referenced abave a patent that has been submitted previously for tho
appraved NDA or supplement referenced above? []Yes No
a. IF the patent referenced above has been submitted previously Tor Tisting, is the expiration
date a new expiration date? [] Yes No
FORM FDA 3542a ({10/10) Page 1
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use that is the subfect of the pending NDA, amendment, or supplement.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product

described in the pending NDA, amendment, or supplement? [ Yes <] No
2.2 Does the patent claim a drug substance that is a different polymorph of the active

ingredient described in the pending NDA, amendment, or supplement? [] Yes <] No
2.3 Ifthe answer to question 2.2 is “Yes," do you certify that, as of the date of this declaration, you have test

data demanstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [ Yes O No
2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test resuits described in 2.3.
2.5 Does the patent claim only a metabalite of the active ingredient pending in the NDA or supplement?

{Complete the information in saction 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) ] Yes No
2.6 Does the patent claim only an intermadiate?

[] Yes <] No

2.7 if the patent referenced in 2.1is a product-by-process patent, is the product clalmed In the

patent novel? (An answer is required only if the patent is a product-by-process patent.) [] Yes [JNo
3. Drug Product (Composition/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,

or supplement? Yes ] No
3.2 Does the patent ciaim only an intermediate?

] Yes No

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the praduct claimed in the

patent novel? (An answer Is required only if the patent is a praduct-by-pracess patent.) [ Yes [JNo

4. Method of Use

Sponsors must submit the information in section 4 for each methad of using the pending drug product for which approval Is being
sought that is clalmed by the patent. For each pending methad of use claimed by the patent, pravide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

a claim of patent infringement coudd reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

the pending NDA, amendment, or supplement? [1Yes X} No
4.2 Patent Claim Number(s) (as listed in the patent) Does {Do) the patent claim{s) referenced in 4.2 claim a
pending method of use for which approval is being sought
in the pending NDA, amendment, or supplement? [ Yes [] No
4.2a Ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed Jabeling.)
"Yes," identify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.
5. No Relevant Patents
For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substanca (active ingredient],
drug product {formulation or compasition) or method(s) of use, for which the applicant is seeking approvat and with respect to which [ Yes

FORM FDA 3542a (10/10)

Reference ID: 3416140

Page 2



.

6. Declaration Certification

6.1 The undersigned declares that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that { am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. ! verify under penalty of perjury that the foregoing is
true and correct. :

Warning: A willfully and knowingly false statement Is a criminal offense under 18 U.S.C. 1001,

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authorized Official) (Provide Information below}

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who I3 not the NDA applicant/
holder Is autherized to sign the declaration but may not submit it diractly to FDA. 21 GFR 314.53(c){4) and (d){4).

Check appticable box and provide information below.

NDA Applicant/Holder {3 NDA Applicant's/Halder's Attarney, Agent (Representative) or other
Authorized Official
[ Patent Owner [ Patent Owner's Attorney, Agent (Representative) or Other Authorized
. Official
Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London EC4M 7RD
5 Fleet Place
ZIP Code Telephone Number
UK +44 20 7575 0060
FAX Number (if avallable) E-Mail Address (if avaifable)
+44 207571 8799 Tony.Dolan@@htgplc.com

The public reposting burden for this collection of information has been estimated to average 20 hanrs per Tesponss, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data nccded, and completing and reviewing the collection of information, Send
cominents regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden 10:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Information Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

An may not duct oy and a is not required to respond to, a collection o]
5 ay P b q P!

information unless it displays a ciovently valid OMB control number.

FORM FDA 3542a (10/10)

Reference ID: 3416140
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Department of Heaith and Human Sarvices Form AE’;Pm"ad‘ ODMB "13}:312%'10:13
. . piration Date:
Food and Drug Administration See OMB Statement on Page 3,
PATENT INFORMATION SUBMITTED WITH THE FILING Feomes
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA

TACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous palidocanol solution mixture as a microfoam with liquid to gas ratio of 1:7 to provide

1.3 mg of polidocanol per mL of microfoam.

DOSAGE FORM
injectablc microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplemsnt as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirly (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only} of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No" respanse), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent ¢. Expiration Date of Patent
7,025,290 04/11/2006 05/26/2020
d. Name of Patent Cwner Address {of Patent Owner)
BTG International Limited S Fleet Place
City/State
LONDON, EC4AM 7RD
ZIP Code FAX Number (if available}
UK +44 207571 8799
Telephone Number E-Maii Address (if availabls)
+44 20 7575 0000 intellectual.property(@btgplc.com

€. Name of agertt or representative who resides or maintans | Address (of agant or rapresentative namad in 1.9, )
a place of business wanin he United States authorized to NW
receive notice of patent cerification under section 505(b)(3) 901 New York Avenue,
and (j)}(2)8) of the Federal Food, Drug, and Cosmetic Act _
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | City/State

applicant/holder does not reside or have a place of WASHINGTON, DC
business within the United States) ZIP Code FAX Number (if avaiiabie)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-MaiTAddress (Favailable)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finncgan.com
f. Ts the patent referenced above a patent that has baen submitted previously for the
approved NDA or supplement referenced ahove? [1 Yes B4 No
a. i the patent referenced above has been submilted previously or isting, is the expirafion
date a new expiration date? [ Yes i} No
FORM FDA 3542a (10/10} Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Aétive Ingredient)

2.1 Does the patent claim the drug substance that is the activ_e ingredient in the drug product
described in the pending NDA, amendment, or supplement? . [ Yes No

2.2 Does the patent elaim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? ] Yes No

2.3 if the answer io question 2,213 "Yes," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
describad in the NDA? The type of lest data required is describad at 21 CFR 314.53(b). [ Yes [ No

24 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complste the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabalite.) ] Yes X] No
2.6 Does the patent claim only an intermediate?
[] Yes No
2.7 if the patent refe}enced in 2.1 s a product-by-process patent, is the praduct claimed In the
patent novel? (An answer is required only if the patent is a product-by-process patent.) []Yes [} No
3. Drug Product {Compasition/Formulation)
3.1 Does the patent clain the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? X] Yes [ No
3.2 Does the patent claim only an intermediate?
[J Yes K1 Ne
3.3 Ifthe patent referenced in 3.1 is a preduct-by-process patent, is the product claimed in the
patent novel? (An answer s required only if the patent is a praduct-by-process patent.) []Yes L] No

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that Is claimad by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methads of use for which approval is being sought in
the pending NDA, amandment, or supplement? K] Yes [ No

4.2 Patent Claim Nurmber(s) (as listed in the patent} { Does (Do) the patent claim(s) referenced in 4.2 claim a
pending methad of use for which approval is being sought

1-10, 12-15,17, 18 in the pending NDA, amendment, or supplement? [] Yes [ No
4.2a l{the answerto 4.21is Use: (Submil indication or method of use information as identified specifically in the proposed iabeling.)
“Yes," idenlify with speci- | The golution is stored under a carbon dioxide atmosphere in an aluminum canister prior to use. This
ficity the use with refer- . . . . . : .
ence to the proposed canister is activatcd with oxygen from a second canister to result in a final gas mixture of oxygen:
abeling for the drug carbon dioxidc in a ratio of 65:35 with low nitrogen content. At the time of use, the VARITHENA is
product. generated via the container system that produces microfoam of controlled density and bubble size.

5. No Relevant Patents

For this panding NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition} or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent angaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned decfares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information fs submitted pursuant to 21 CFR 314.53. | attest that f am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing Is
true and correct. :

Warning: A willfully and knowingly false statement Is a criminal offense under 18 U.S.C. 1001.

6.2 Authorizad Signature of NDA Applicant/Holder or Patent Owner {Alforney, Agent, Representative or Date Signed
other Authonzed Official) {Provide Information below}

(R__/ 12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration diractly to the FDA, A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

NDA Applicant/Holder [T NDA Applicant's/Holder’s Attorney, Agent (Representative) or other
Autharized Official
[] Patent Owner - '] Patent Owner’s Attorney, Agent (Representative) or Other Autharized
Official
Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, Londonh EC4M 7RD
5 Fleet Place
ZIP Code Telaphone Number
UK +44 20 7575 0000
FAX Number {if available) E-Mail Address (if available}
+44 20 7571 8799 Tony.Dolan@btgplc.com

The public reporting burden for this collection of information has been estimated to average 20 hours per cesponse, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of informatian, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Informnation Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

An agency may not conduct or sp , and a person is nof required to respond to, a collection of

information unless it displays a currently valid OMB camrol number.

FORM FDA 3542a (10/10) Page 3

Reference ID: 3416140



Department of Health and Human Services ~ Form ”\Eppfﬂvedi %MtB "flg-/ :{9/12‘;‘10:13
int ¢ : Xpiration Date:

. Food and Drug Adminisiration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE FILING DA NGVBER e
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205008
For Each Patent That Claims a Drug Substance NAME OF APPLICANTINDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
. and/or Method of Use

The following is provided in accordance with Section 508(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) ) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a2 microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam. ’
| DOSAGE FORM

injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4),

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent.
declaration must be submitted pursuant to 21 CFR 314.53(c}(2)(ii) with alt of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will ba the only information relied
upon by FDA for fisting a patent in the Orange Book.

For hand-written or typewriter versions {only) of this report: If additional space is required for any namrative answer {i.e., one that
does not require a "Yes" or "No” response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
— pafent is not eligible for listing. .

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complate above section and sections 5 and 6.

1. GENERAL )
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
7,357,336 04/15/2008 05/26/2020
d. Name of Patent Owner Address (of Patent Owner)
BTG International Limited 5 Fleet Place
City/State
LONDON, EC4M 7RD ‘
ZIP Code FAX Number {if available)
UK +44 207571 8799
Telaphone Number E-Mail Address (if available)
+44 20 7575 0000 intellectual property@btgplc.com

€. Nama of agent or represemalive who resides or maintains | Address (oF agent or representalive named in 1.¢.)
a place of business wilhin the United States authorized o .
receive notice of patent certification under section 505(b)(3) 901 New York Avenue, NW
and (j}(2)(B) of the Federal Food, Drug, and Cosmaetic Act
and 21 CFR 314.52 and 314 95 (If patent owner or NDA | Cl¥/State

applicant/holder does not reside or have a place of WASHINGTON, DC

business within the Unitad States) 7P Cade FAX Number (if avaiiable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telaphone Number E-Mall Address (if avallable)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
T Is the palent referenced above a patent that has basn submitted previously for the

approved NDA or supplement referenced above? [] Yes ] No

g. F'the patent referenced above has beén submitted previously for listing, is (he expiraton
date a new expiration date? {7} Yes No

FORM FDA 3542a (10/10)

Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supptement? [ Yes <] No

2.2 Does the patent claim é drug substance that Is a different polymarph of the active
ingredient described in the pending NDA, amendment, or supplement? [ Yes X} No

2.3 If the answer to question 2.2 s “Yas," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
described In the NDA? The type of test data required is described at 21 CFR 314.53(b). [JYes [ No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test resuits described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabalite.) [ Yes ] No
2.6 Does the patent claim only an intermediate?
3 Yes No
2.7 ifthe patent referenced in 2.1 is a product-by-procass patent, is the product claimed in the
patent novel? (An answer Is required only if the patent is a praduct-by-process patent.) O VYes O No
3. Drug Product {(Composition/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? {J Yes X} No
3.2 Does the patent claim only an intermediate?
[]Yes K] No
3.3 Ifthe patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-hy-process patent.) [] Yes [] No

4. Method of Use

Sponsars must submit the information In section 4 for each methad of using the pending drug product for which approval Is being
sought that is claimad by the patent. For bach pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being saught in
the pending NDA, amendment, or supplement? X] Yes [J Ne

4.2 Patent Claim Number(s) (as fisted in the patent} | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending method of use for which approvat is being sought

1,2,7-12, 15-18, 20-23, 27-35 in the pending NDA, amendment, or supplement? Yes ] No

4.2a Ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed labsling.)
“Yes," identify with speci- | Tpe sglution is stored under a carbon dioxide atmospherc in an aluminum canister prior to use. This
ficity the use with refer- - . . . : s o
ence fo the proposed canister is activated with oxygen from a second canister to result in a final gas mixture of oxygen:

: carbon dioxide in a ratio of 65:35 with low nitrogen content. At the time of use, the VARITHENA is

{abaling for the drug N
product generated via the container system that produces microfoam of controlled density and bubble size.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (fermutation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes
a claim of patent infringement could reascnably be asserted if a parson not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) ) Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or suppfement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-~
sensitive patent informatlon is submitted pursuant to 21 CFR 314.53, | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the reguliation. | verify under penalty of perjury that the foragoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Aftorney, Agent, Representalive or Date Signed
ather Authorized Official) (Provide Information below)

Gg/,_\' ' 12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to th_e FDA. A patent owner who g not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and {(d){4).

Check applicable box and provids Information below.

NDA Applicant/Holder ] NDA Applicant's/Holder’s Attorney, Agent (Representative) or other
Authorized Offisial
] Patent Owner [ Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London ECAM 7RD
| 5 FleetPlace
ZIP Code Telephone Number
UK . +44 20 7575 0000
EAX Number (if available) E-Mall Address (if available)
+44 20 7571 8799 Tony.Dolan@btgplc.com

i —

The public reporting burden for this collection of informatian has been estimated to average 20 hours per response, including the time for reviswing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden ta:

Department of Ficalth and Human Services
Food and Drug Administration

Office of Chief Information Officer

1330 Piceard Drive, Rooin 400

Rockville, MD 20850

An agency may not conduct or sponsor, and a person is not reguired to respond to, a collection of
information unless it displays a currently valid OMBE control mnnber.

FORW FDA 3542a (10/10) - Page 3
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Departmant of Health and Human Services Form ‘:EPP'_"V:": ?)MtB “:3319’/122'1035‘13
s xpiration Date:
Food and Drug Administration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING Foooams
OF AN NDA, AMENDMENT, OR SUPPLEMENT | 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulatlon and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Saction 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME {OR PROPOSED TRADE NAME)

Varithena

ACTIVE INGREDIENT(S) STRENGTH(S)

injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoatn with liquid to gas ratio of 1:7 to provide

1.3 mg of polidocanol per mL of microfoam.

DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration {(FDA) with an NDA application,
amendment, or.supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30} days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii} with ail of the reguired information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the oniy information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter varsions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not fist patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submittad for the pending NDA, amendment, or supplement refsrenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL .
a. United States Patent Number b. Issus Date of Patent ¢. Expiration Date of Patent
7,604,185 10/20/2009 05/26/2020
d. Name of Patent Owner . Address (of Patent Owner)}
BTG International Limited 5 Fleet Place
City/State
LONDON, EC4M 7RD
ZIP Cade FAX Number (if available}
UK +44 207571 8799
Telephone Number E-Mail Address (if avallable)
+44 20 7575 0000 intellectual.property@btgple.com

e. Name ol agent or represemalive who resides or maintains™ | Address (of agent or representalive named int 1.e.)
2 place of business within the United States authorized to NW
receive nolice of patent certification under section 505(b)(3} 901 New York Avenue,
and (§)(2)(B) of the Federal Food, Drug, and Cosmetic Act _
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | Citv/State

applicant/nolder doas not reside or have a place of WASHINGTON, DC
business within the United States) ZiF Code T FAX Nurmber (i avaliable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (i avallable}
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
f. Is the patent referenced above a pafent that has been submitted previously for The .
approved NDA or supplement referenced above? [] Yes No
5. T the patent relerenced abave Nas besn submiied previously fof isting, 1s The explration
date a new expiration date? . [ Yes B4 No
FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, ar supplement? Yas ] No

2.2 Does the patent claim a drug substance that is a different polymorph of the active .
ingredient described in the pending NDA, amendment, or supplement? [ Yes X] No

2.3 If the answer to question 2.2is “Yes," do you certify that, as of the date of this dedaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [] Yes O No

24 Speclfy the polymorphic form(s) clalmed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below If the patent claims 2 pending method of using the pending

drug product to administer the metabolite.) [] Yes No
2.6 Does the patent claim only an intermediate? -
' ’ [ Yes No
2.7 ifthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ] Yes ] No
3. Drug Product (Composition/Formulation)
3.1 Does the patent claim the drug product, as defined in 24 CFR 314.3, in the pending NDA, amendment,
or supplement? ] Yes [ No
3.2 Daes the patent claim only an intermediate?
[] Yes K] No
3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novei? (An answer is required only if the patent is a product-by-process patent.} ] Yes [ No

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each panding methed of use claimed by the patent, provida the following information:

4.1 Does the patent claim one or more methads of use for which approval is being sought in
the pending NDA, amendment, or supplement? : K] Yes . No

4.2 Patent Claim Number(s) (as fisled in the patent) | Does (Do) the patent claim({s) referenced in 4.2 claim a
pending method of use for which approval is being sought

13-24 in the pending NDA, amendment, or supplement? [] Yes ] No
4.2a Ifthe answer to 4.2 is Use: (Submit Indication or methad of use information as identified specifically in the proposed labeling.)
"Yes," idenlify with speci- | yARTTHENA (1% polidocanol injectable microfoam) is indicated for the treatment of incompetent
gf\tyetrt::;::g;::?p great saphenous veins, accessoty saphenous veins and visible varicosities of the great saphcnous vein
tabeling for the drug (GSV) system above and below the knee. VARITHENA improves the symptoms of superficial
product. venous incompetence and the appearance of visible varicosities in the GSV system,

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (fermutation or compositian) or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and
this submission complles with the requirements of the regulation. I verify under penalty of perjury that the foregoing is
true and correct.

Warning: A willfuily and knowingiy false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Aftorney, Agent, Represontative or Date Signed
other Authorized Official) (Provide information below)

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent awner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it dirsctly to FDA. 21 CFR 314.53(c)(4) and {d})(4).

Check applicable box and provide information below.

NDA Applicant/Holder ] NDA Applicant's/Holder's Attomay, Agent (Representative) or other
Authorized Official
[} Patent Owner ] Patent Owner's Atiorney, Agent (Representative) or Other Authorized
Official
Namea
-Anthony Patrick Dolan
Address Cily/State
BTG International Lid, London EC4M 7RD
5 Fleet Place
ZiP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available) E-Mail Address (if avaitabls)
+44 207571 8799 Tony.Dolan@bigplc.com

The public reporting burden for this collection of infonmation has been estimated to average 20 hours per response, inctuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining (he data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Departinent of Health and Huinan Services
Food and Drug Administration

Office of Chief Tnfornation Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

An agency may not conduct or sp vandap Is not required o respond to, a collection of
information unless it displays a curvently valid OMA control number.

FORM FDA 3642a (10/10) Page 3
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Department of Health and Human Services Form /;sppmvsdr ODMB I\:cc;l :;319/12 ‘[3)-103513
ini i xpiration Data:
Food and Drug Administration Sao OMB Stafanvont on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING NDA NOVEER =
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following Is provided in accordance with Section 505(b} and (¢) of the Federal Food, Drug, and Cosmefic Act.
TRADE NAME {(OR PROPOSED TRADE NAME) :

VARITHENA )
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution ) mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
' DOSACGE FORM

injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No" response), please altach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced abovae, you must submit alf the
information describad below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete ahove section and sections 5 and 6.

1. GENERAL
a. United States Patent Number ) b. Issue Date of Patent c. Expiration Date of Patent
7,731,986 06/08/2010 11/17/2024
d. Name of Patent Owner Address (of Patent Owner)
BTG International Limited 5 Fleet Place

City/State

LONDON, EC4M 7RD

ZIP Code FAX Number (if available}

UK +44 207571 8799

Telephone Number E-Mail Address (if available)

+44 20 7575 0000 intellectual .property@btgplc.com

&, Name af agent or representalive who residas or mainiains | Address (of agent or representalive named in 1.2.)
a place of business within the United States authorized to . NW
receive nolice of patent certification under section 505(b)(3) 901 New York Avenue,
and {j){2)(B) of the Federal Food, Drug, and Cosmaetic Act ,
and 21 CFR 314.52 and 314.95 {if patent owner or NDA | Giy/otate

applicantholder does not reside or have a place of WASHINGTON, DC
business within the United States) 7P Code FAX Number (if avaliable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mall Address (¥ availabla)
GARRETT & DUNNER 202,408.4000 anthony tridico@finnegan.com
{. Ts the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? ] Yes No
g. If the patent referenced above has been submitted previously Tor TIsting, 1s the expiration
date a new expiration date? {7} Yes ] No
FORM FDA 3542a (10/10) Page 1

PSC Grghies (JO1) 4431090  EF

Reference ID: 3416140



For the patent referenced above, provide the folfowing information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2, Drug Substance [Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product .
described in the pending NDA, amendment, or supplement? K Yes [ No

2.2 Does the patent claim a drug substance that is a different palymorph of the active
ingredient described In the pending NDA, amendment, or supplement? []Yes B{] No

2.3 if the answer to question 2.2 s “Yes," do you certify that, as of tha date of this declaratlon, you have test
data demonstrating that a drug praduet containing the polymorph will perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). []Yes I Neo

2.4 Specify the polymorphic form(s) claimed by the patent for which yau have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Comptete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [ Yes No
2.6 Does the patent claim only an intermediate?
{7] Yes No
2.7 if the patent referenced in 2.1 is a product-by-pracess patent, is the product claimed in the
patent novel? (An answer is required only if the patent Is a product-by-process patent.) ] Yes O No
3. Drug Product (Compaosition/Formutation) '
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? Yes [] No
3.2 Daoes the patent clalm only an intermediate?
[1VYes X] No
3.3 if the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer Is required only if the patent is a product-by-process patent.) [1Yes ] No

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that Is claimed by the patent. For each pending method of use claimed by the patent, provide the following Information:

4.1 Does the patent claim oné or more methods of use for which approval s being sought in
the pending NDA, amendment, or supplement? X1 Yes [ Ne

4.2 Patent Claim Number{s) (as #sted in the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending methad of use for which approval is being sought

25,27 in the pending NDA, amendment, or supplemeant? []Yes ] Ne
4.2a f the answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed labeling.)
"Yes,” identify with speci-

VARITHENA is intended for intravenous injection using ultrasound guidance, administered via a

Zﬁgtﬁ::ix‘g;:’:h single cannula into the lumen of the target incompetent trunk veins or by direct injection into
tabeling for the drug varicosities. The maximum recommended microfoam volume per treatment session is 15 mL,
product. divided info aliquots of up to S mL,

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no ralevant patents that claim the drug substance (active ingredient),
drug product (formulation or compaosition) or method(s) of use, for which the applicant is seeking approval and with raspect to which [ Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufaciure, use, or sale of the drug product.

FORM FDA 3542a {10/10) ' Page 2
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6. Declaration Certification

trug and correct,

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. 1 attest that | am familfar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. ! verify under penalty of perjury that the foregoing is

Warning: A willfully and knowingly false statement is a crfminal offense under 18 U.S.C. 1001,

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Atforney, Agent, Represeniative or Date Signed
other Authorized Official) (Provide Infermation below)

N\

12/20/2012

NOTE: Only an NDA applicant/holde?n'fay submit this declaration directly to the FDA. A patent owner wha is not the NDA appticant/
holder is authorized to sign the declaration but may not submit it directly to FDA, 21 CFR 314.53(c){4) and (d){4).

Check applicable box and provida information below.

NDA Applicant/Holder

[T] NDA Applicant's/Holder's Attomey, Agent (Representative) or other
Authorized Officiat

['] Patent Owner

{1 Patent Owner’s Atiorney, Agent (Representative) or Other Authorized
Official

Name

Anthony Patrick Dolan
Address City/State

BTG International Ltd, London EC4M 7RD

S Fleet Place

ZIP Code Telephane Number

UK +44 20 7575 0000

FAX Number (if available) E-Mail Address (if availabls)

Tony.Dolan@btgplc.com

+44 20 7571 8799

—

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Depariment of Health and Human Services
Food and Drag Administration

Office of Chief Information Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

An agency may not conduct or spowsor, and a person is not reguired to respond to, a collection of

information unless it displays a curvently valid OMB control number.

FORM FDA 3542a (10/10)

Reference ID: 3416140
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Department of Health and Human Services Form ‘I\EPP"OV:di ODMtB ':3/ ;’19,"22'10513
s xpiration Date:
Food and Drug Administration Sea OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING s
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active ingredient), Drug Product (Formulation and Composition) | Provensis Lid
and/or Method of Use

The following is provided in accordance with Section 505(bj and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas vatio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
' DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30} days of issuance of a new patent, a new patent
declaration must be submitled pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitled in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter varsions {(only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing. ’

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit alf the
Information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sectlons 5 and 6.

1. GENERAL )
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
7,814,943 . 10/19/2010 1171972027
d. Name of Patent Owner Address {of Patent Owner)
BTG International Limited 5 Fleet Place

City/State

LLONDON, EC4M 7RD

ZIP Code FAX Number (if avalfable)

UK +44 207571 8799

Telephone Number E-Mail Address (if available)

+4420 7575 0000 intellectual.property@btgplc.com
@. Name of agenf or representative who resides of maintains | AQGTass (of agent or repr tative namedin 1.6.j

a place of business within the United States authorized to

receive notice of patent certification under section 505(b)(3) 901 New York Avenue, NW
and (jX2)(B) of the Federal Food, Drug, and Cosmetic Act .
and 21 CFR 314,52 and 314.05 (if patent owner or NDA | Ciy/State

applicantholder does not reside or have a piace of WASHINGTON, DC
business within the United Stales) TP Code FAX Number (7 avallable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address ({if available]
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
f. Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced abave? [] Yes No
g. il the patentrelerenced above has baen submitied previously for listing, is the expiratian
date a new expiration date? [] Yes No
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2, Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredlent in the drug product
described in the pending NDA, amendment, or supplement? 7] Yes No

2.2 Does the patent claim a drug substance that is a different polymarph of the active
ingredient described in the pending NDA, amendment, or supplement? []Yes No

2.3 Ifthe answer to question 2.21s “Yes," do you certlfy that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [ Yes ] No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete tha information in section 4 below if the patent claims a pending method of using the pending

drug preduct to administer the metabalite.) [ Yes No
2.6 Does the patent claim only an intermediate?
7] Yes B No
2.7 M the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [[] Yes ] No
3. Drug Product (Composition/Formulation)
3.1 Doaes the palent claim the drug product, as defined in 21 CFR 314.3, in the panding NDA, amendment,
or supplement? Yes [] No
3.2 Does the patent claim only an intermediate?
[ Yes X] No
3.3 (i the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the ‘
patent novel? (An answer is required only if the patent is a product-by-process patent.) ] Yes [J No

4. Method of Use

Spansors must submit the information in section 4 for each method of using the pending drug product for which approval Is being
sought that is claimed by the patent. For each panding method of use claimed by the patent, provida the foliowing information:

4.1 Dees the patent claim one or mora methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? K] Yes [ No

26,27,28

42 Patent Claim Number(s) (as listed in the patent) | Doss (Do) the patent claim(s) referenced in 4.2 claim a

pending method of use for which approval is being sought
in the pending NDA, amendment, or supplement? ] Yes [ Ne

4.2a Ifthe answerto 4.2 is
“Yas," identify with speci-

Use: (Submit indication or method of use information as identified specifically in the proposed labefing.)
The solution is stored under a catbon dioxide atmosphere in an aluminum canister prior to usc. This

:z‘zzetﬁim;:f:ﬁ canister is activated with oxygen from a second canister to result in a final gas mixture of oxygen:
labeling for the drug carbon dioxide in a ratio of 65:35 with low nitrogen content. At the time of use, the VARITHENA is
product. generated via the container system that produccs microfoam of controlled density and bubble size.
The microfoam is then transferved to a syringe through a MTU. Also as described in IFU.
5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of uss, for which the applicant is seeking approval and with respect to which [ Yes
a claim &f patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10)
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6. Declaration Certification

frue and correct.

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement panding under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that } am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing Is

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

other Authorized Official) (Provide Information below)

O__

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representalive or Date Signed

12/20/2012

NOTE: Only an NDA appilcantholder may submit this declaration directly to the FDA. A patent owner who Is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check applicable box and provide information below.

NDA Applicant/Holder

{TJ NDA Applicant's/Holder's Attorney, Agent (Representalive) or other
Autharized Officiat

[] Patent Owner

{7} Patent Owner’s Altorney, Agent (Representative) or Other Authorized
Official

Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London EC4M 7RD
5 Fleet Place
ZIP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available} E-Mait Address (if available)
+44 20 7571 8799

Tony.Dolan@btgpic.com

The public reporting burden for this collection of infonnation has been estimated to average 20 hours per response, including the time for reviewing
instrictions, scarching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regerding this burden estimate or any other aspect of this collection of infornation, including suggestions for reducing this burden to:

Department of tlealth and Hnan Services
Faod and Drug Administration

Office of Chief Inforination Officer

1350 Piccard Drive, Room 400

Rackvitle, MD 20850

An agency may not conduct or sponsor, and a person is not requived to respond to, a collection of
informatian 1mless it displays a crarently valid OMB control number.

FORM FDA 3542a (10/10)
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Department of Health and Human Services Form Z‘;P'OV:::: ODMB ":g-/ 219/123'10:13
i : piration Date:
Food and Drug Administration Soe OMB Statement on Page 3
PATENT INFORMATION SUBMITTED WITH THE FILING AR
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
'DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as requirad by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty {(30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2){ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitied upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter varsions {only) of this report: if additional space is required for any narrative answer (i.e., one that
does not require a “Yes" or "No" response), please attach an additional page refarencing the question number.

FDA will not fist patent informatlon if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
7,842,282 11/30/2010 05/26/2020
d. Name of Patent Owner Address (of Patent OQwner)
BTG Intcrnational Limited .5 Fleet Place

City/State

LONDON, EC4M 7RD

ZIP Code FAX Number (if available)

UK +44 20 7571 8799

Telephone Number E-Mait Address (if avallable)

+44 20 7575 0000 intcllectual.property@btgpic.com

e. Name of agent or representalive who resides or maintains | Address (of agent or ropresentativa named in 1.e}
3 place of business within the United States attherized to 1 NW
receive notice of patent cartification under section 505(b)(3) 901 New York Avenue,
and (j}{2)(B) of the Federal Food, Drug, and Cosmetic Act
and 21 CFR 314.52 and 314.95 {if patent owner or NDA | Cily/State

applicantholder does not reside or have a place of WASIIINGTON, DC
business within the United States) ZIF Code FAX Number (¥ avaliable)
Anthony Tridica 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number ] E-Mail Address {if available)
GARRETT & DUNNER 202.408.4000 anthony tridico@finnegan.com
t. Is the patent referenced above a patent that has been submitied previousty for the
approved NDA or supplement referenced above? [] Yes No
d. if the patent referenced above has bean submitied previously for lisfing, is the expiration
date a new expliration date? [ Yes No
FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? [] Yes No

2.2 Does the patent claim a drug substanca that is a different polymomh of the active
ingredient described in the pending NDA, amendment, or supplement? [7] Yes No

2.3 i the answer to question 2.2Is "Yes," do yau certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will parform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). []] Yes [] Na

2.4 Specify the polymorphic form(s) clalmed by the patent for which you have the test results described In 2.3.

2.5 Does the patent claim only a metabolite of the aclive ingredient pending in the NDA or supplement?
(Complete the infarmation in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [JYes X] No
2.6 Does the patent claim only an intermediate?
] Yes X} No
2.7 Ifthe patent referenced in 2.1 Is a product-by-process patent, is the praduct claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes [] No
3. Drug Product (Composition/Formulation)
3.1 Does the patent claim the drug product, as deflined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? [ Yes X] No
3.2 Does the patent claim anly an intermediate?
[ Yes X] No
3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if (he patent is a product-by-process patent.) [] Yes [INo

4, Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending method of use claimed by the patant, provide the following Information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? X] Yes ] Ne

4.2 Palent Claim Number(s) {as fisted in the patent} | Daes (Do) the patent claim{s) raferenced in 4.2 claim a
pending mathod of use for which approval is being sought
1-20 in the pending NDA, amendment, ar supplement? [ Yes [ No

4.2a ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed fabeling.)
;::;';h':i';ﬁfyw‘i’::’; :fzici' VARITHENA (1% polidocanol injectable micn:ofoam) is indicate'd for the treatment of incompetent
ence to the proposed great saphenous veins, accessory saphenous veins and visible varicosities of the great saphenous vein
tabeling for the drug (GSV) system above and below the knee. VARITHENA improves the symptoms of superficial

product. venous incompetence and the appearance of visible varicositics in the GSV system.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (aclive ingredient),
drug product {formulation or composition) or method(s) of use, for which the applicant is sesking approval and with respect to which ] Yes
a clalm of patent Infringement could reasonably be asserted if a person not licensed by the awner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act, This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penality of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attarney, Agent, Represeniative or Date Signed
ather Authorized Official) (Provide Information below}

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA, A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check applicable box and provide infarmation balow.

NDA Applicant/Holder [[] NDA Applicant's/Holder's Attomay, Agent {Representative) or other
Authorized Official
[[] Patent Owner * [[] Patent Owner's Attomey, Agent (Representative) ar Other Authorized
Offictal
Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London EC4M 7RD
5 Flect Place
ZIP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available) E-Mail Address (if avaifable)
+ 44 20 7571 8799 Tony.Dolan@btgplc.com

The public reporting burden for this collection of information has been estimnated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sourees, gathering and 1naintaining the data needed, and completing and reviewing the collection of information. Send
commesits regarding this burd i or any other aspect of this collection of infonnation, including suggestions for redncing this burden to:

Department of Heafth and Human Services
Fond and Drug Adininistration

Offtce of Chief Information Officer

1350 Piccard Drive, Rooin 400

Rockvitle, MD 20850

An agency may not conduct or sp , and a person is not requived to yespoud to, a collection of

information wmless it displays a currently valid OMB control number.

FORM FDA 3542a (10/10) ) Page 3
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Department of Health and Human Services Form AEPP']Wted: ?)MIB ':‘3-/;31%‘103513
e N xplration Date: 10/31/2
Food and Drug Administration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING NDA NUMBER =
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol sotution mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.
"DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty {30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-wrilten or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or "No” response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sactions 5§ and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
7,842,283 11/30/2010 05/26/2020
d. Name of Patent Owner Address (of Patent Owner)
BTG Intcrnational Limited 5 Fleet Place
Clty/State
LONDON, EC4M 7RD
ZIiP Code FAX Number (if available)
UK +44 207571 8799
Telephone Numbar E-Mail Address (if available)
+44 20 7575 0000 intellectual property@btgple.com

e. Name of agent or representative who resides or maintains | Address {of agent or represenlalive named in 1.8}
@ place of business within the United States authorizad to NW
recaive notice of patent certification under section 505(b)(3) 901 New York Avenue, ]
and (j)}(2)(B) of the Federal Food, Drug, and Cosmetic Act _
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | City/State

applicantholder does not reside or have a place of WASHINGTON, DC
business within the United States) ZIP Code FAX Number (7 2vallable)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (if available)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
1. Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? [ Yes No
g. [fthe patent referenced above has been submitted praviously for listing, 1s the expiration
date a new expiration date? ] Yes No
FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2, Drug Substance (Active ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? ] Yes No

2.2 Does the patent dalm a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? [ Yes No

2.3 if the answer to question 2.2is "Yes,” do you certify that, as of the date of this declaration, you have test
data demonsirating that a drug preduct contalning the pofymorph will perform the same as the drug preduct
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [] Yes {ONo

2.4 Specily the polymerphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metaboiite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending methed of using the pending

drug product to administer the metabalite.) [] Yes No
2.6 Doss the patent claim only an intermediate?
: {] Yes {X] No
2.7 ifthe patent referenced in 2.1 is a praduct-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patant.) [] Yes [ Ne
3. Drug Product (Composition/Formulation)
3.1 Daes the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment, .
or supplement? ) Yes {JNo
3.2 Does the patent claim only an intermediate?
[1Yes X] No
3.3 Ifthe pateni referenced in 3.1 is a product-by-process patent, is the praduct claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [] Yes [ Neo

4. Method of Use

Sponsors must submit the information in section 4 for each methad of using the pending drug product for which approval Is belng
sought that is claimed by the patent. For each pending method of use claimed by the patent, provide the following informatlon:

4.1 Does the patent claim one or more methads of use for which approval is being sought in
the pending NDA, amendment, or supplement? E] Yes No

4.2 Patent Claim Number(s) (as fisted in the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending methad of use for which appraval is being sought

in the pending NDA, amendment, or supplement? [1Yes [J No
4.2a Iifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed labeling.)

"Yes," identify with speci-
ficity the use with refer-
ence to the proposed
1abeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or compasition) or method(s) of use, for which the applicant is seeking approval and wilh respect to which ] Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a ({10/10) - Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Faederal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complles with the requirements of the regulation. I verify under penaity of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly faise statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative ar Date Signed
other Authorized Official) (Provide Information belovs)

12/20/2012

NOTE; Oniy an NDA applicant/holdar may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign tha declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d}(4).

Check applicable hox and provide information below.

X} NDA Applicant/Holder [T] NDA Applicant's/Holder's Attarney, Agent (Representative) or other
Autharized Official
{7] Patent Owner [ Patent Owner’s Attorney, Agent (Representative) or Other Authorized
Official
Name
Anthony Patrick Dolan
Address City/State
BTG Tniernational Lid, London EC4M 7RD
5 Fleet Place
ZIP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available) E-Mail Address (if available)
+44 207571 8799 Tony.Dolan@btgplc.com

The public reporting burden for this coliection of infonnation has been cstinated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and inaintaining the data needed, and completing and reviewing the collection of infornation. Send
comments regarding this burd timate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
TFood and Drug Administration

OfTice of Chief [nformation Officer

1350 Piccard Drive, Room 400

Rackville, MD 20850

An agency may not conduct or sponsor, and a person is not required 10 respond 1o, a collection of
information unless it displays a currently valid OMB control mumber.

FORM FDA 3542a {10/10) ' Page 3

Reference ID: 3416140



Department of Health and Human Services Form AEZF"P"?"’ ODMIB “:‘(’1'1;9’112';'103513
i i [ration Data:
Food and Brug Administration See osz Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE FILING | NOA NUMBER =
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205098
For Each Patent That Claims a Drug Substance NAME OF APP."'CANT’ NOA HOLDER
(Active Ingredlent), Drug Product (Formulation and Composition) | Provensis Ltd
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) '

VARITHENA
ACTIVE INGREDIENT(S) STRENGTH(S)
injectable microfoam of carbon dioxide and oxygen gas and 1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
aqueous polidocanol solution mixture as a microfoam with liquid to gas ratio of 1.7 to provide
1.3 mg of polidocanol per mL of microfoam.
' DOSAGE FORM
injectable microfoam

This patent declaration form is required to be submitted fo the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30} days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i. e., one that
does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or sUpplement referenced above, you must submit all the
Information described below. if you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
8,122,917 02/28/2012 09/09/2024
d. Name of Patent Owner Address (of Patent Owner)
BTG International Limited 5 Fleet Place
City/State
LONDON, ECAM TRD
ZIP Code FAX Number (if availabla)}
UK +44 20 7571 8799
Telephone Number E-Mail Address (if avaifable)
+44 20 7575 0000 intellectual.property@btgple.com

©. Nama of agent of representative who resides or mamians | Address (of agent of representahve named In 1.6, J
a place of business within the United Slates authorized to NW
receive notica of patent certification under section 505(b)(3) 901 New York Avenue,
and (j}(2)(B) of the Federal Food, Drug, and Casmetic Act
and 21 GFR 314.52 and 314.95 (if patent owner or NDA | Cily/State
applicant/holder does not reside or have a place of WASHINGTON, DC

business within the United States) ZIP Code FAX Number (7 available)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address {if available)
GARRETT & DUNNER 202.408.4000 anthony tridico@finnegan.com
f. Is the patent referenced above a patent that has been submiitied previously for the -
approved NDA or supplement referenced above? [ Yes No
g. Fthe patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? 7] Yes No
FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance {Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? [ Yes No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? {7 Yes No

2.3 [f the answer to question 2.2is "Yes," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product cantaining the polymorph will perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [ Yes [J No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabalite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 befow if the patent claims a pending mathod of using the pending

drug product to administer the metabolite.) ] Yes No
2.6 Does the patent claim only an intermediate?
] Yes No
2.7 Ifthe patent referenced in 2.1 is a product-by-pracess patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ] Yes [} No
3. Drug Product (Compositioanormmation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? K} Yes [ No
3.2 Does the patent claim only an intermediate?
[ Yes X} No
3.3 Ifthe patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent Is a praduct-by-pracess patent.) ] Yes ] No

4. Method of Use

Sponsors must submit the information In section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending method of use claimed by the patent, provide the following Information:

4.1 Does the patent claim one or mare methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? [ Yes No

4.2 Patent Claim Number(s) (as listed In the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending method of use for which appravat is being sought

in the pending NDA, amendment, or supplement? [[] Yes [ Neo
4.2a ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed labeiing.)
"Yes," identify with speci-
ficity the use with refer-

ance to the proposed
labeting for the drug
product.

5. No Relevant Patents

Faor this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respest to which ] Yes
a claim of patent infringement could reasonably be asserted if 2 person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2.
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6. Declaration Certification

6.1 The undersigned declares that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act, This tima-
sensitive patent information is submitted pursuant fo 21 CFR 314.53. | attest that | am famillar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001,

6.2 Authorized Signature of NDA Applicant/Holdér ar Patent Owner (Attorney, Agent, Representative or Date Signed
other Authorized Official) (Provide Information below)

12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the daclaratiort but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check applicable box and provide infarmation below.

NDA Applicant/Holder {T] NDA Applicant'sfHolder's Attornay, Agent {Representative) or other
Authorized Official
[] Patent Owner [] Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name
Anthony Patrick Dolan
Address City/State
BTG International Ltd, London EC4M 7RD
S I'leet Place
ZIP Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available) E-Mail Address (if avallable)
+ 4420 7571 8799 Tony Dolan@btgplc.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching exisling data sources, gathering and maintaining the data necded, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Huinan Services
¥oad and Drug Administration

Office of Chief Information Officer

1350 Piccard Drive, Rooin 400

Rockville, MD 20850

An ageitey may not conduct or sponsor, and a pevson is not vequived to respond 10, a collection of
information wmless it displays a currently valid OMB control number.

FORM FDA 3542a (10/10) Page 3
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Department of Health and Human Services \ ]
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH )I'HE FILING
OF AN NDA, AMENDMENT, OR SUPPLEMENT
For Each Patent That Claims a Drug Substance

(Active Ingredient), Drug Product (Formulation and Composition)
and/or Method of Use

Form Approved: OMB No. 06910-0513
Expiration Date: 10/31/2013
Ses OMB Staternent on Pags 3.
NDA NUMBER
205098
NAME OF APPLICANT/NDA HOLDER
Provensis Ltd

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
| TRADE NAME {OR PROPOSED TRADE NAME)
VARITHENA

ACTIVE INGREDIENT(S)

injectable microfoam of carbon dioxide and oxygen gas and
aqueous polidocanol solution

STRENGTH(S) .
1% polidocanol solution in 35:65 carbon dioxide:oxygen gas
mixture as a microfoam with liquid to gas ratio of 1:7 to provide
1.3 mg of polidocanol per mL of microfoam.

i DOSAGE FORM
injectable microfoam

This patenl declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: !f additional space is required for any narrative answer (i.e., one that
does not require a "Yes" or “No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patenf declaration or the patent declaration indicates the
patent is not eligible for listing. .

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. if you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent ¢. Expliration Date of Patent
8,323,677 12/04/2012 0512612020
d. Name of Patent Owner Address (of Patent Owner)
BTG Intcrnational Limited S Flcet Place

City/State

LONDON, EC4AM 7RD

ZIP Cade FAX Number (if available)

UK +44207571 8799

Telephone Number E-Mail Address (if available}

+44 20 7575 0000 intellectual.property@btgplc.com

e. Name of agent or representative who resides or maintains
a place of business within the Unitad States authorized to
receive notice of patent certification under section 505(b)(3)
and (j}2)(B) of the Federal Food, Drug, and Cosmetic Act

Address {of aganf of representalive named in 1..)
901 New York Avenue, NW

and 21 CFR 314.52 and 314.95 (if patent owner ar NDA | City/State

applicant/holder does not reside or have a place of WASHINGTON, DC

business wilhin the United States) 25 Tode FAX Number (¥ avaiiabie)
Anthony Tridico 20001-4413 202.408.4400
FINNEGAN, HENDERSON, FARABOW, Telephone Number E-Mail Address (if available)
GARRETT & DUNNER 202.408.4000 anthony.tridico@finnegan.com
f."Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? ] Yes No
q. [f the patent referenced above has been submiiled previously for listing, is the expiratian

date a new expiration date? [] Yes No

FORM FDA 3542a (10/10) Page 1
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use that is the subject of the pending NDA, amendment, or supplement.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product

described in the pending NDA, amendment, ar supplement? Yes [ No
2.2 Does the patent claim a drug substance that is a different polymorph of the active

ingredient described in the pending NDA, amendment, or supplement? [JYes No
2.3 If the answer to question 2.2is "Yes," do you certify that, as of the date of this declaration, you have test

data demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). O Yes [ Ne
2.4 Specify the polymorphic form(s) clalmed by the patent for which you have the test results described In 2.3.
2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?

(Compieta the information in section 4 below If the patent claims a pending method of using the pending

drug product to administer the metabolite.) [1Yes No
2.6 Does the patent claim only an intermediate?

] Yes Na

2.7 If the paient referenced in 2.1 is a product-by-process patent, is the product claimed In the

patent novel? (An answer is required only if the patentis a product-by-process patent.) Yes [ No
3. Drug Product (Compasition/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,

or suppiement? Yes [ No
3.2 Does the patent claim only an intermediate?

[] Yes X] No

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the

patent novel? {An answer is required only if the patent is a praduct-by-pracess patent.) Yes [[] No

4. Method of Use

Sponsors must submit the information In section 4 for each method of using the pending drug product for which approval Is being
sought that Is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

a dlaim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, uss, or sale of the drnug product.

the pending NDA, amendment, ar supplement? {1 Yes X] No
4.2 Patent Claim Number(s) (as listed in the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending method of use for which approval is being saught
in the pending NDA, amendment, or supplement? [] Yes [ No
4.2a Ifthe answerto 4.2 is Use: (Submit indication or method of use information as idaentified specifically in the proposed labsling.)
“Yes," identify with speci-
ficity the use with refer-
ence fo the proposed
labefing for the drug
product.
5. No Relevant Patents
For this pending NDA, amendment, or supplement, there are no relevant patents that dlaim the drug substance (active ingredient),
drug praduct {formulation or compasition) or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes

FORM FDA 3542a (10/10)
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am famillar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foragoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicani/Holder ar Patent Owner (Attorney, Agent Representative or Date Signed
olher Authorized Official) (Provide Information befow}

%—\_/ -12/20/2012

NOTE: Only an NDA applicant/holder may submit this declaration diractly to the FDA. A patent owner who is not the NDA applicant/
halder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d}{4).

Check applicable box and provide information below.

{X] NDA ApplicantHolder [C] NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
[] Patent Owner [] Patent Owner's Attarney, Agent (Representative) or Other Authorized
Official
Name
Anthony Patrick Dolan
Address Gity/Stats
BTG International Litd, London EC4M 7RD
5 Fleet Place
Z1P Code Telephone Number
UK +44 20 7575 0000
FAX Number (if available} E-Mall Address (if available)
+44 20 7571 8799 Tony.Dolan@btgple.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and comnpleting and reviewing the collection of information. Send
commnents regarding this burden cstimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Information Officer

1350 Piccard Drive, Room 400

Rockville, M 20850

An agency may not duct or sponsor, and a person is nol required to respond to, a collection of
information unless it displays a currently valid OMB control number.

FORM FDA 3542a (10/10) - Page 3
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EXCLUSIVITY SUMMARY

NDA # 205098 SUPPL # HFD #

Trade Name Varithena

Generic Name polidocanol

Applicant Name Provensis

Approval Date, If Known November 25, 2013

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efficacy supplement?

YES [X] NO[ ]
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
505(b)(1)

c¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no."
YESX] NO[]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Page 1
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d) Did the applicant request exclusivity?

YES [ NO[]
If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
5 years

e) Has pediatric exclusivity been granted for this Active Moiety?

YES[ ] NO [X

If the answer to the above question in YES. is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?

YES[ ] NO [X

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES X NO[_]

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

Page 2
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NDA# 021201 Asclera (polidocanol)

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) - -
YES NO

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IIL

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If

Page 3
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the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of

summary for that investigation.
YES X NO[]

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES X NO[_]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8&:

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently

support approval of the application?
YES [] NO[X

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[ ] NO [X

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently

Page 4
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demonstrate the safety and effectiveness of this drug product?

YES[ ] NO [X

If yes, explain:

(©) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Study 015
Study 016

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval," has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no."

Investigation #1 YES [ ] NO [X]
Investigation #2 YES [ ] NO [X]

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Page 5
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Investigation #1 YES [ ] NO [X]

Investigation #2 YES [ ] NO [X]

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

Study 015
Study 016

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1

!
!

IND # 063420 YES [X | NO [ ]
! Explain:

Investigation #2

NO []

Explain:

IND # 063420 YES [X

Page ©
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(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1

YES [ ]
Explain:

NO [ ]

Explain:

Investigation #2

YES [ ]
Explain:

NO [ ]

Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES [ ] NO[_]

If yes, explain:

Name of person completing form: Michael Monteleone
Title: Senior Regulatory Project Manager
Date: 11/22/13

Name of Office/Division Director signing form: Norman Stockbridge
Title: Director, Division of Cardiovascular and Renal Products
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

MICHAEL V MONTELEONE
11/25/2013

NORMAN L STOCKBRIDGE
11/25/2013
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1.3. Administrative Information

3. DEBARMENT CERTIFICATION

Protherics Ltd. hereby certifies that it did not and will not use in any capacity the services of any
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection

with this application.

G (AL
j}f‘}v (ﬂ L., 20 DL 101

Date

Andreia Collier, MSc
Vice President, Regulatory Affairs

Reference ID: 3416140



1.3. Administrative Information

2. FIELD COPY CERTIFICATION

As this application has been submitted electronically, a field copy of the application has not been
provided to the FDA District Office. Per FDA Guidance, “Providing Regulatory Submissions in
Electronic Format — Human Pharmaceutical Product Applications and Related Submissions
Using the eCTD Specifications” (2006), documentation need not be provided to the FDA Office

of Regula;ef\?/ Affairs District Office.

Yy po
¢ %,\m (Gl | 21 Dee 1017

Date

Andreia‘Collier, MSc
Vice President, Regulatory Affairs

Reference ID: 3416140



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

MARY GRACE LUBAO
12/03/2013
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION!

NDA # 205098 NDA Supplement # N/A
BLA# BLA Supplement #

If NDA, Efficacy Supplement Type: N/A

Proprietary Name: Varithena

Established/Proper Name: polidocanol Applicant: Provensis

Agent for Applicant (if applicable): BTG International

Dosage Form: injectable foam
RPM: Michael Monteleone Division: Cardiovascular and Renal Products
NDAs and NDA Efficacy Supplements: S05 2) Original NDAs and 505 2) NDA supplements:

NDA Application Type: [X] 505(b)(1) [] 505(b)(2) | Listed drug(s) relied upon for approval (include NDA #(s) and drug
Efficacy Supplement:  [] 505(b)(1) []505(b)(2) | name(s)):

(A supplement can be either a (b)(1) or a (b)(2)
regardless of whether the original NDA was a (b)(1) Provide a brief explanation of how this product is different from the listed
or a (b)(2). Consult page 1 of the 505(b)(2) drug.

Assessment or the Appendix to this Action Package
Checklist.)

[] This application does not reply upon a listed drug.
[] This application relies on literature.

[ ] This application relies on a final OTC monograph.
[] This application relies on (explain)

For ALL (b)(2) applications. two months prior to EVERY action,
review the information in the S05(b)(2) Assessment and submit the
draft’ to CDER OND IO for clearance. Finalize the 505(b)(2)
Assessment at the time of the approval action.

On the dav of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

[ I No changes [ ]Updated Date of check:

If pediatric exclusivity has been granted or the pediatric information in
the labeling of the listed drug changed, determine whether pediatric
information needs to be added to or deleted from the labeling of this

drug.
+» Actions
e  Proposed action
. AP TA CR
e  User Fee Goal Date is December 4. 2013 X 0] O
e Previous actions (specify type and date for each action taken) X None

! The Application Information Section is (only) a checklist. The Contents of Action Package Section (beginning on page 5) lists
the documents to be included in the Action Package.
? For resubmissions, (b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2)
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., nrew listed drug, patent certification
revised).
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¢+ If accelerated approval or approval based on efficacy studies in animals, were promotional
materials received?
Note: Promotional materials to be used within 120 days after approval must have been
submitted (for exceptions, see
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida

nces/ucm069965.pdf). If not submitted, explain

[] Received

+» Application Characteristics 3

Review priority: Standard [ | Priority
Chemical classification (new NDAs only):

[ ] Fast Track

[] Rolling Review

[] Orphan drug designation

[] Breakthrough Therapy designation

[] Rx-to-OTC full switch
[] Rx-to-OTC partial switch
[ ] Direct-to-OTC

NDAs: Subpart H
[] Accelerated approval (21 CFR 314.510)
[ ] Restricted distribution (21 CFR 314.520)
Subpart I

BLAs: Subpart E
[ ] Accelerated approval (21 CFR 601.41)
[ ] Restricted distribution (21 CFR 601.42)
Subpart H

[ ] Approval based on animal studies

[ ] Submitted in response to a PMR
[] Submitted in response to a PMC
[] Submitted in response to a Pediatric Written Request

REMS

[ ] Approval based on animal studies

MedGuide
Communication Plan

: [
L]
[ ] ETASU
L]
U]

MedGuide w/o REMS
REMS not required
Comments:
«» BLAs only: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility
Information Sheet for TBP have been completed and forwarded to OP/OBI/DRM (Vicky | [] Yes. dates
Carter)
X BLAé only: Is the product subject to official FDA lot release per 21 CFR 610.2 [] Yes [] No
(approvals only)
+«+ Public communications (approvals only)
e  Office of Executive Programs (OEP) liaison has been notified of action X Yes [] No
e  Press Office notified of action (by OEP) D Yes D No
X] None
[ ] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [] FDA Talk Paper
[ ] CDER Q&As
[] Other

* Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be
completed.
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%  Exclusivity

e Isapproval of this application blocked by any type of exclusivity?

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e.,
active moiety). This definition is NOT the same as that used for NDA
chemical classification.

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that
would bar effective approval of a 505(b)(2) application? (Note that, even if
exclusivity remains, the application may be tentatively approved if it is
otherwise ready for approval.)

e NDAs only: Is this a single enantiomer that falls under the 10-year approval
limitation of 505(u)? (Note that, even if the 10-vear approval limitation
period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

|X No D Yes

X No [] Yes
If. yes, NDA/BLA # and

date exclusivity expires:

[ ] No [] Yes
If yes. NDA # and date
exclusivity expires:

[ ] No [] Yes
If yes. NDA # and date
exclusivity expires:

[ ] No [] Yes
If yes. NDA # and date
exclusivity expires:

Xl No [] Yes
If yes. NDA # and date 10-
year limitation expires:

¢ Patent Information (NDAs only)

e  Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

e  Patent Certification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

e [505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

e [505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

X Verified
[] Not applicable because drug is
an old antibiotic.

21 CFR 314.50(1)(1)(?)(A)
[] Verified

21 CFR 314.50(i)(1)
O] Gy [ i)

[] No paragraph III certification
Date patent will expire

I:‘ N/A (no paragraph IV certification)
[] Verified

Reference ID: 3413024
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e [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s [ Yes ] No
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) L[] Yes ] No
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107()(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph 1V certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee ] Yes ] No
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) [ Yes [] No
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107()(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other

paragraph 1V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (35).

Version: 10/30/2013
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(5) Did the patent owner, its representative, or the exclusive patent licensee

bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

[] Yes

[ ] No

CONTENTS OF ACTION PACKAGE

< Copy of this Action Package Checklist* Yes
Officer/Employee List
+»+ List of officers/employees who participated in the decision to approve this application and X Included
consented to be identified on this list (approvals only)
Documentation of consent/non-consent by officers/employees X Included

Action Letters

Copies of all action letters (including approval letter with final labeling)

Action(s) and date(s) 2013-11-25

Labeling

Package Insert (write submission/communication date at upper right of first page of PI)

Most recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.

Original applicant-proposed labeling
Example of class labeling, if applicable

Yes

4 Fill in blanks with dates of reviews, letters, etc.

Reference ID: 3413024
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[ ] Medication Guide
¢+ Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write % i?:::l?; ti)alfsk?g:[l};seeﬁ
submission/communication date at upper right of first page of each piece) [] Device Labeling
[ ] None
e  Most-recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.
e  Original applicant-proposed labeling Yes
e  Example of class labeling, if applicable
+«»+ Labels (full color carton and immediate-container labels) (wrife
submission/communication date on upper right of first page of each submission)
e  Most-recent draft labeling Yes

o
*

Proprietary Name
e  Acceptability/non-acceptability letter(s) (indicate date(s))
e  Review(s) (indicate date(s)
e Ensure that both the proprietary name(s), if any, and the generic name(s) are
listed in the Application Product Names section of DARRTS, and that the
proprietary/trade name is checked as the ‘preferred’ name.

Acceptable 2013-06-18
Review 2013-06-18

o,
0.0

Labeling reviews (indicate dates of reviews and meetings)

[ ] RPM
X] DMEPA 2013-10-01

X DMPP/PLT (DRISK) 2013-
1-22

X OPDP (DDMAC) 2013-10-31
X SEALD 2013-11-22

[] css
L]

Other reviews

[

Administrative / Regulatory Documents

.
°"

*
*

o
*

Administrative Reviews (e.g., RPM Filing Review’/Memo of Filing Meeting) (indicate
date of each review)

Al NDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte

NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date)

2013-04-11

X Not a (b)(2)
X] Not a (b)(2)

*,
0.0

NDAs only: Exclusivity Summary (signed by Division Director)

X Included

o,
0.0

Application Integrity Policy (AIP) Status and Related Documents
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm

e Applicant is on the AIP
e  This application is on the ATP
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communication)

D Yes & No

|:| Yes & No

[ ] Not an AP action

o,
0.0

Pediatrics (approvals only)
e Date reviewed by PeRC 2013-10-30
If PeRC review not necessary, explain:
e  Pediatric Page/Record (approvals only, must be reviewed by PERC before
finalized)

X Included

3 Filing reviews for scientific disciplines should be filed behind the respective discipline tab.

Reference ID: 3413024
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Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

X Verified, statement is
acceptable

*,
0.0

Outgoing communications (7etters, including response to FDRR (do not include previous
action letters in this tab), emails, faxes, telecons)

*,
R4

Internal memoranda, telecons, etc.

Minutes of Meetings
e Regulatory Briefing (indicate date of mtg)

e If not the first review cycle, any end-of-review meeting (indicate date of mtg)

e Pre-NDA/BLA meeting (indicate date of mtg)
e  EOP2 meeting (indicate date of mtg)
e  Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs)

No mtg

X N/A or no mtg

] Nomtg
2012-03-26

2012-07-31

[] Nomtg 2009-06-29

*,
°w

Advisory Committee Meeting(s)
e Date(s) of Meeting(s)

e  48-hour alert or minutes, if available (do not include transcript)

X] No AC meeting

Decisional and Summary Memos

Office Director Decisional Memo (indicate date for each review)
Division Director Summary Review (indicate date for each review)

Cross-Discipline Team Leader Review (indicate date for each review)

& None

[] None 2013-11-25

[ ] None 2013-11-14

PMR/PMC Development Templates (indicate total number) X None
Clinical Information®
++ Clinical Reviews
e  (Clinical Team Leader Review(s) (indicate date for each review)
e  Clinical review(s) (indicate date for each review) 2013-07-12
e  Social scientist review(s) (if OTC drug) (indicate date for each review) X None

*,
°oe

Financial Disclosure reviews(s) or location/date if addressed in another review
OR

If no financial disclosure information was required, check here [ | and include a

review/memo explaining why not (indicate date of review/memo)

See pg 17 of Clinical Review

Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate
date of each review)

|X None

Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

X Not applicable

8 Filing reviews should be filed with the discipline reviews.
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3

Risk Management
e REMS Documents and REMS Supporting Document (indicate date(s) of
submission(s))
REMS Memo(s) and letter(s) (indicate date(s))
e Risk management review(s) and recommendations (including those by OSE and
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)

X None

OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to
investigators)

[] None requested 2013-06-28

*

ECAC/CAC report/memo of meeting

Clinical Microbiology X] None
¢+ Clinical Microbiology Team Leader Review(s) (indicate date for each review) [ ] None
Clinical Microbiology Review(s) (indicate date for each review) [ ] None
Biostatistics |:| None
+»+ Statistical Division Director Review(s) (indicate date for each review) X None
Statistical Team Leader Review(s) (indicate date for each review) [ ] None 2013-07-02
Statistical Review(s) (indicate date for each review) [ ] None 2013-07-02
Clinical Pharmacology [ ] None
¢+ Clinical Pharmacology Division Director Review(s) (indicate date for each review) X None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) [ ] None 2013-10-30
Clinical Pharmacology review(s) (indicate date for each review) [ ] None 2013-10-30
++ DSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters) X None
Nonclinical D None
++ Pharmacology/Toxicology Discipline Reviews
e ADP/T Review(s) (indicate date for each review) X None
e  Supervisory Review(s) (indicate date for each review) [ ] None 2013-09-05
. f;iiztox review(s), including referenced IND reviews (indicate date for each [] None 2013-09-05
+»+ Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
for each review) DX None
+»+ Statistical review(s) of carcinogenicity studies (indicate date for each review) X No carc
o X None

Included in P/T review, page

*,
0.0

OSI Nonclinical Inspection Review Summary (include copies of OSI letters)

X None requested

Reference ID: 3413024
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Product Quality [ ] None
++ Product Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review) X] None
e  Branch Chief/Team Leader Review(s) (indicate date for each review) [] None 2013-11-25
[ ] None

2013-03-18 — BioPhar

2013-08-30 — ONDQA #1

2013-11-07 — ONDQA #2
2013-11-25 — ONDQA #3

¢+ Microbiology Reviews [] Not needed

NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate | 2013-09-12
date of each review)

[] BLAs: Sterility assurance, microbiology, facilities reviews
(OMPQ/MAPCB/BMT) (indicate date of each review)

e  Product quality review(s) including ONDQA biopharmaceutics reviews (indicate
date for each review)

[ ] None
2013-04-24 CDRH HF#1
+»+ Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer 2013-07-26 CDRH MS
(indicate date of each review) 2013-08-08 CDRH Engineering

2013-10-17 CDRH HF#2
2013-11-14 CDRH HF#3

o,

++ Environmental Assessment (check one) (original and supplemental applications)

X Categorical Exclusion (indicate review date)(all original applications and

all efficacy supplements that could increase the patient population) 2013-08-24

[] Review & FONSI (indicate date of review)

[ ] Review & Environmental Impact Statement (indicate date of each review)

++ Facilities Review/Inspection

NDAs: Facilities inspections (include EER printout or EER Summary Report Date completed: 2013-11-22
only: do NOT include EER Detailed Report) (date completed must be within 2 X Acceptable
years of action date) (only original NDAs and supplements that include a new [] Withhold recommendation
facility or a change that affects the manufacturing sites’) [ ] Not applicable

Date completed:

[] BLAs: TB-EER (date of most recent TB-EER must be within 30 days of action

date) (original and supplemental BLAs) [] Acceptable

[] Withhold recommendation

(] Completed

[] Requested

[] Not yet requested

X Not needed (per review)

* NDAs: Methods Validation (check box only, do not include documents)

" Le.. a new facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality
Management Systems of the facility.
Version: 10/30/2013
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Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or itrelies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.
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Bouie, Teshara

From: Bouie, Teshara

Sent: Thursday, November 07, 2013 10:20 AM

To: Simon Leppard (Simon.Leppard@biocompatibles.com)

Cc: Monteleone, Michael V.; Andreia Collier (Andreia.Collier@btgplc.com)
Subject: NDA 205098 - Information Request

Hi Simon,

We acknowledge your revised content uniformity proposal submitted on October 18, 2013. The combination of assay
and extractable volume as a measure of content uniformity is acceptable. The proposal addresses testing for content
uniformity through the canister life and across canisters in a given batch. However, the proposal does not include a
control for content uniformity of the entire batch. After review of your proposal, we recommend the following revisions
to ensure the content uniformity testing assesses content uniformity through the life of individual canisters, across
canisters in a given batch, and across batches:

e Update Section 3.2.P.3.3 and all other relevant sections to reflect the in-process control and associated
acceptance criterion for content uniformity of canisters across the fill run for each batch.

e Update Section 3.2.P.5 and all other relevant sections to include a test for content uniformity of the batch with
appropriate acceptance criteria in addition to the test for content uniformity through the canister life with
appropriate acceptance criteria. We recommend testing a sufficient number of canisters from the batch to
determine the batch content uniformity. Canisters from the batch content uniformity test samples may be used
to conduct testing for content uniformity through canister life. The proposed | ®®for the through canister life
content uniformity testing is acceptable.

e Update Section 3.2.P.8.2 and all other relevant sections to include both the batch content uniformity and
content uniformity through canister life tests as part of the stability protocol at Month 0, Month 3, Month 6,
Month 12, and Month 18.

Regards,

Teshara G. Bouwie, MSA, OTR/L
CDR, United States Public Health Service
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA

Division of New Drug Quality Assessment |
Phone (301) 796-1649

Fax (301) 796-9749

Reference ID: 3403295
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“aq Food and Drug Administration

Silver Spring MD 20993

NDA 205098 INFORMATION REQUEST

Provenis Ltd.

c/o BTG International Inc.

Attention: Pamela Deans, Senior Manager of Regulatory Affairs
Five Tower Bridge, Suite 800

300 Barr Harbor Drive

West Conshohocken, PA 19428

Dear Ms. Deans:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Polidocanol Injectable Foam.

We are reviewing the Quality section of your submission and have the following comments and
information requests. We request a prompt written response in order to continue our evaluation
of your NDA.
1. Provide the amount of ®® oxtracted from the commercial (Version
4) and development (Version 3.2) ®® on a mcg/g basis. The
submission lacks sufficient details about the extraction method to determine the actual content of
O® extracted from the.  ®®

4
2. ® @

3. Provide justification for referring to the Ph. Eur. standards for ethanol and hydrochloric acid
instead of the corresponding USP standards for the monographs where a USP standard exists.
Provide a copy of the Ph. Eur. standard for each excipient that references a Ph. Eur. standard.
Provide a statement acknowledging the corresponding USP monograph as the official standard
and the corresponding analytical procedures as the regulatory analytical method.

4. Identify which method under USP <788> Particulate Matter in Injections is used for the sub-
visible particulates analytical procedure. USP <788> includes two tests — Method 1 (light
obscuration) and Method II (microscopic). The information provided in the submission did not
identify which method is used during testing. If the sub-visible particulate analytical procedure
follows Method II (microscopic), provide justification for relying on this method instead of the
preferred Method I (light obscuration).

Reference ID: 3368690
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5. Update Section 3.2.R.3 of the submission to remove the ADTR191 Comparability Protocol. As
noted in our initial comment, inclusion of a previously executed comparability protocol in this
section is not appropriate. Section 3.2.R.3 is reserved for proposed comparability protocols
supporting post-marketing changes.

6. We recommend the following revisions for the immediate polidocanol container label:

Delete the duplicate “which” on line two of the contents section

Include all ingredients and their respective amounts in the contents section

Move the drug product expression of strength after the established name

Revise the storage temperature statement based on the USP controlled room temperature
statement

Remove ®® fom the label; This statement is not required for injections
Delete | ®® from the avoid contact statement; The drug product e
during intravenous administration

7. We recommend the following revisions for the immediate oxygen container label:

Move the drug product expression of strength after the established name

Add the net content along with all ingredients and their respective amounts to the
contents section

Add “do not resterilize” to the sterile contents statement

Add a statement indicating the recommended storage temperature, including the
instruction “Do not refrigerate or freeze” on the label

Include the instructions “For dosage and administration read the PI and IFU” and “Avoid
contact with eyes™ on the label

Include the lot number, expiration date, NDC number, and bar code for the oxygen
canister on the label

8. We recommend the following revisions to the bi-canister pouch label:

Move the drug product expression of strength after the established name

Include all ingredients and their respective amounts in the contents section

Revise the storage temperature statement based on the USP controlled room temperature
statement

Include the instructions “For dosage and administration read the PI and IFU”, “Avoid
contact with eyes”, and “Do not shake™ on the label

Remove ®® from the label; This statement is not required for injections

9. We recommend the following revisions to the bi-canister pouch carton label:

Reference ID: 3368690

Move the drug product expression of strength after the established name

Include all ingredients and their respective amounts in the contents section

Revise the storage temperature statement based on the USP controlled room temperature
statement

Include the instructions “For dosage and administration read the PI and IFU”, “Avoid
contact with eyes”, and “Do not shake™ on the label

Remove ©®® from the label; This statement is not required for injections
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10. We recommend the following revisions to the MTU immediate container label:

Move the drug product expression of strength after the established name

Revise the storage temperature statement based on the USP controlled room temperature
statement

Include the instruction “For dosage and administration read the Pl and IFU” on the label
Include a barcode for the MTU on the label

Remove ®@ from the label; This statement is not required for injections

11. We recommend the following revisions to the administration box label:

Move the drug product expression of strength after the established name

Include the instruction “Sterile contents: do not resterilize” on the label; Both the syringe
and manometer tubing included in the administration box are sterile products

Include the instructions “For dosage and administration read the Pl and IFU” and “To be
used in conjunction with Varithena only” on the label

Add a statement indicating the recommended storage temperature on the label

Include the lot number and a barcode for the administration box on the label

12. We recommend the following revisions to the commercial box label:

13. As

Move the drug product expression of strength after the established name

Include all ingredients and their respective amounts in the contents section

Revise the storage temperature statement based on the USP controlled room temperature
statement

Include the instructions “Do not resterilize,” “Avoid contact with eyes,” and “Do not
shake” on the label

®® s not a recognized dosage form by either FDA or USP, the proposed established

name is not acceptable. Even if approval of ®® Ky USP is granted this review cycle,
the Agency, including the Labeling and Nomenclature Committee, will need to evaluate the use
of the dosage form. As a path forward, we recommend consideration of the use of an approved
dosage form in the established name.

FDA Response to Request for Advice Included in the July 9, 2013 Amendment

1. We agree with the proposal to control assay at release based on the overall response from the
polidocanol oligomers. Update the relevant sections of the submission to reflect the change in
analytical procedure, including the regulatory drug substance specification. Include an
appropriate acceptance criterion for the new assay method in the revised specification.

If you have any questions, contact Yvonne Knight, Regulatory Project Manager, at (301) 796-

2133.

Reference ID: 3368690
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{See appended electronic signature page}
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Ramesh Sood, Ph.D.

Acting Division Director

Division of New Drug Quality Assessment |
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Bouie, Teshara

From:
Sent:
To:

Cc:
Subject:

Hi Andreia,

Bouie, Teshara

Monday, August 12, 2013 12:25 PM

Andreia Collier (Andreia.Collier@btgplc.com)
Monteleone, Michael V.

NDA 205098 - Information Request

We have the following request for information:

The results of studies summarized in section 3.2.P.2.5 of NDA 205-098 demonstrate that Polidocanol Injectable Microfoam
does not meet the acceptance criteria for USP <51> Antimicrobial Effectiveness testing and may support the growth of
®@  Although the product is sterile, maintained under positive
pressure, and the fluid path is shielded with the microfoam transfer unit (MTU), the product path will be exposed to the
environment intermittently during normal product use. Therefore, additional precautions must be taken in order to reduce
the risk of microbial contamination and growth along the product path during the proposed 7-day in-use period.

microorganisms after a period of approximately

Please amend the physician training materials to state that the stem of the shuttle filter assembly should be swabbed with a
sterile alcohol pad just prior to the attachment of each new MTU in order to reduce the risk of microbial contamination

along the product path during the in-use period.

Regards,

Teshara G. Bouwie, MSA, OTR/L
CDR, United States Public Health Service
Regulatory Health Project Manager

FDA/CDER/OPS/ONDQA

Division of New Drug Quality Assessment |

Phone (301) 796-1649
Fax (301) 796-9749

Reference ID: 3355964
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g Food and Drug Administration

Silver Spring MD 20993

NDA 205098 INFORMATION REQUEST

Provenis Ltd.

c/o BTG International Inc.

Attention: Heather McIntosh, Regulatory Operations Manager
Five Tower Bridge, Suite 800

300 Barr Harbor Drive

West Conshohocken, PA 19428

Dear Ms. McIntosh:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Polidocanol Injectable Foam.

We are reviewing the Quality section of your submission and have the following comments and
information requests. We request a prompt written response in order to continue our evaluation
of your NDA.

1. Revise the composition table to include the amount of each component on a % w/w basis.
The table provided includes amount per mL and amount per unit only.

2. Compare the amount of each excipient, including the gases, in the formulation to the
FDA inactive ingredient database limit for this route of administration based on the
maximum daily dose for the drug product. If any excipient amount in the drug product
exceeds the database limit, provide justification, supported by data, to demonstrate that
the proposed excipient level is considered safe for human use.

3. Provide justification for the ®® for the formulation excipients or revise the
composition table to reflect a fixed commercial formulation. The master batch record
indicates that a fixed formulation is used during production. The composition of the
clinical trial formulations indicates that fixed amounts of excipients were used as well.

4. Provide the weight of the ®® Hroposed for the commercial drug product and the
weight of the ®@ used during clinical studies. Provide the weight of the ®¢
®® y1sed during clinical studies. This information was not easily identified in the
submission.
5. Clarify if the category “other PNAs” includes the observed content of dd

Varisolve | % Development Report PDE008-02 (Page 23 of 55) noted

™ as the major extractables of Version 3.2 of the b

Reference |ID: 3342772
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®@ However, the data presented in Section 3.2.P.4.9.1-Table 71 does not include

the contents for th— extractables.
6. Update the drug product process description to include information on the temperature
contrls employed during the.

The only detail provided in the current process description states
The current
’® and how it

that the polidocanol
process description does not include any details regarding
is controlle

7. Comment on the potential for polidocanol —
- The process description did not include any details regarding ﬁ

during th* The submission did not include any data to

demonstrate that the amount of ethanol in the solution is sufficient to (l-)(n‘

8. Clarify if the ethanol and hydrochloric acid specifications comply with the current
USP/NF monograph requirements. Table 1 in Section 3.2.P.1 indicates that these
excipients comply with the USP/NF monograph but Table 1 in Section 3.2.P.4 indicates
that these excipients comply with the Ph.Eur. monographs.

9. Revise the visible particulates acceptance criterion to “Free from visible particulates.”
The use of in the criterion is not acceptable. The solution should be
free from all visible particles at release and on stability.

10. Revise the total degradation products acceptance criterion. The batch analysis and
stability results provided in the submission do not support a limit of NMT The
maximum total degradation product reported in the primary stability batches was -
and the maximum reported for the site specific batches wa:

11. Revise the proposed content uniformity acceptance criteria to include controls that ensure
that patient receive the same polidocanol content via microfoam with similar properties
when receiving treatment from the beginning, middle, and end of the canister at release
and over the drug product shelf-life. The proposed acceptance criteria are inadequate as
they only the total content and volume of the canister.

12. Provide justification for referring to the Ph. Eur. standards instead of the corresponding
USP standards for the visible particulate analytical procedure used to test the drug
product as well as the identity and endotoxin tests used to release the incoming drug
substance. Provide a copy of the Ph. Eur. standard for each test that references a Ph. Eur.
standard. Provide a statement acknowledging the corresponding USP method as the
official standard and the corresponding analytical procedures as the regulatory analytical
method.

Reference ID: 3342772
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13. Provide a detailed description of the ®® analytical procedure, including

a diagram of the apparatus. The information provided in the
submission is not adequate to fully assess the proposed analytical procedure.

®@

14. Identify the ®® for the oxygen canister prior to testing associated
with analytical procedure TM 363 Canister Gas Pressure. The submission did not specify
the ®@

15. Provide validation results for the we

analytical procedures based on method validation against pre-specified validation criteria

for the parameters tested. We do not consider these analytical procedures validated due to
the lack of pre-specified validation criteria.

16. Provide justification for not conducting robustness validation activities e

These
analytical procedures may be impacted by small variations in experimental conditions.

17. Provide the batch analysis results for oligomer profile, average oligomer, extractable
volume, ethanol content, canister pressure (polidocanol and oxygen) for all 1% strength
drug products used in clinical studies VV008, VVO015, and VV016. The batch analysis
results provided in the submission do not includes results for these test parameters.

18. Provide the batch size, date of manufacture, site of manufacture, drug substance lot used
during manufacturing, and batch analysis results for clinical drug product lots 0909018
and 0922012. These lots were identified as drug product lots used during Phase III
(Study VVO015) in Section 3.2.P.2.2.1.6 — Table 6 but the requested information was not
easily located in the submission.

19. Identify the use of drug product lot 0902002. The clinical analysis results in Section
3.2.P.5.4.4 — Table 11 include results for lot 0902002 but this lot was not included in the
list of drug products used in clinical studies (Section 2.3.P.2.2.1.2 — Table 2).

20. Provide justification for not including controls for foam expansion rate, foam residence
time, foam plug volume, and foam degradation rate in the proposed regulatory drug
product specification. Section 3.2.P.2.2.3 of the submission identified these properties as
quantifiable properties of foam behavior that were evaluated to assess foam cohesiveness,
an attribute critical to the safety and efficacy of the drug product.

21. Revise the post-approval and annual stability protocol to indicate that at least one (1)
drug product batch will be included in the stability program every year at least one drug
product batch is manufactured. Section 1.0 of the protocol indicates that one batch will
be added to the stability program annually for only three years. It is our expectation that
at least one batch of drug product will be added to the stability program for each year that
drug product is manufactured as continued assurance of drug product quality over the
shelf-life.

Reference |ID: 3342772
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22. Revise the post-approval and annual stability protocol to include testing of the
accelerated condition samples at the initial time point. The current test schedule only
includes testing at Month 3 and Month 6. Testing at the initial time point should be
included aswell. In addition, provide justification for not including content uniformity as
part of the accelerated condition test schedule for the post-approval and annual stability
protocol.

23. Revise the registered drug product specification (document reference FAR-13-PS001) to
include acceptance criterion for aluminum. The post-approval and annual stability
protocol in Section 3.2.P.8.2 indicates that aluminum content will be tested for the post-
approval and annual stability batches. However, the drug product specification included
in Section 3.2.P.5.1 does not include atest or criterion for aluminum content. Revise the
specification in Section 3.2.P.5.1 to include the aluminum test and to indicate all tests
intended for stability testing.

24. Provide a summary of the stability studies and stability results for 1% strength drug
product lots used during clinical studiesVV008, VV015, and VV016. If available, also
include results for any in-use stability studies conducted with these lots. The submission
included batch analysis results for these lots but did not appear to include stability data.

25. Provide in-use stability databased onal ®® in-use period. Assessthe impact of a®®

in-use period on available samples of the oldest available stability samples. This
information is requested to support our evaluation of a suitable in-use period for the drug
product.

26. Provide justification for not monitoring canister pressure for either the polidocanol or
oxygen canisters during the 7-Day in-use stability studies. The submission did not
clearly indicate why these tests were omitted from the 7-Day in-use stability study
protocol.

27. Clarify if Comparability Protocol ADTR191 included in the submission will be executed
post-approval or if it was previously executed to demonstrate equivalency of the drug
product manufacturing sites for NDA submission. If this protocol was previously
executed, inclusion in Section 3.2.R.3 of the submission is not appropriate. The protocol
can be included in Section 3.2.P.2.3 as an appended document for reference.

28. Update the methods validation package (Section 3.2.R.2) to include reference to the drug
product composition and identify the samples, by lot/batch number, that are included in
the package. Also include a statement that certificate of analyses (CoAs) and material
safety data sheets (MSDSs) will be provided with samples. The submission does not
include the requested information. Refer to FDA Guidance Guidelines for Submitting
Samples and Analytical Datafor Methods Validation for additional information
(http://www.fda.gov/Drugs/GuidanceComplianceRegul atory| nformation/Guidances/ucm
123124.htm).

Reference ID: 3342772



NDA 205098
Page 5

If you have any questions, contact Teshara G. Bouie, Regulatory Project Manager, at (301) 796-
1649.

Sincerely,

{See appended electronic signature page}
Ramesh Sood, Ph.D.

Acting Division Director

Division of New Drug Quality Assessment |

Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 3342772
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"%md Food and Drug Administration
Silver Spring, MD 20993

NDA 205098
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Provensis Ltd.

c/o BTG International, Inc.

Five Tower Bridge, Suite 800

300 Barr Harbor Drive

West Conshohocken, PA 19428

ATTENTION: Heather MclIntosh
Regulatory Operations Manager

Dear Ms. Mclntosh:

Please refer to your New Drug Application (NDA) dated February 1, 2013, received
February 4, 2013, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic
Act for Polidocanol Injectable Microfoam, 1%.

We also refer to your correspondence, dated and received March 21, 2013, requesting review of
your proposed proprietary name, Varithena. We have completed our review of the proposed
proprietary name and have concluded that it is acceptable.

The proposed proprietary name, Varithena, will be re-reviewed 90 days prior to the approval of
the NDA. If we find the name unacceptable following the re-review, we will notify you.

If any of the proposed product characteristics as stated in your March 21, 2013, submission are
altered prior to approval of the marketing application, the proprietary name should be
resubmitted for review.

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Cherye Milburn, Safety Regulatory Project Manager,
in the Office of Surveillance and Epidemiology, at (301) 796- 2084. For any other information
regarding this application, contact Michael Monteleone, the Office of New Drugs (OND)
Regulatory Project Manager, at (301) 796-1952.

Sincerely,
{See appended electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology

Center for Drug Evaluation and Research

Reference ID: 3326777
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NDA 205098 INFORMATION REQUEST

Provenis Ltd.

c/o BTG International Inc.

Attention: Heather McIntosh, Regulatory Operations Manager
Five Tower Bridge, Suite 800

300 Barr Harbor Drive

West Conshohocken, PA 19428

Dear Ms. McIntosh:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Polidocanol Injectable Foam.

We are reviewing the Quality section of your submission and have the following comments and
information requests. We request a prompt written response in order to continue our evaluation
of your NDA.

Drug Substance

1. Provide details about how the @9 supplier controls identity. We note the
safety risk associated with sampling P9 on site to confirm the identity.
Therefore, the supplier should confirm identity and include the results on the
certificate of analysis.

2. Revise the ®® material specifications to
include criterion for identity. The proposed specifications do not include controls for
material identification.

3. Revise Section 3.2.S.2.3 of the submission to include the material specification for
the @@ We note that the
material 1s accepted based on the supplier’s certificate of analysis. However, the
material specification should still be included in this section of the submission.

4. Provide justification, supported by applicable data, for not implementing the
recommendations from the process parameter evaluation report concerning a limit for
@ starting material and a limit for @ in the
final drug substance for the proposed commercial process. Our review of the
information supporting the proposed commercial drug substance manufacturing
process determined that four of the six original recommendations were implemented.

Reference ID: 3316841
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10.

11.

12.

Reference ID: 3316841

We could not identiﬁ evidence that the process incorporates the proposed controls for

Revise the drug substance specification to include a test for polidocanol assay with
appropriate acceptance criterion. We note the specification includes a test for %
purity. However, the stability protocol includes a test for polidocanol assay. We
consider assay a more appropriate control for strength whereas we consider % purity
an additional measure for impurity content.
Revise the limit for single identified impurities to ®@in accordance with
ICH Q3A. Revise the limit for single unidentified imgurity to “Any sin%le
unidentified impurity ” Revise the '@ Jimit to “Any = ¢
The proposed representation of these limits is not consistent with
how similar limits are represented in the specification, which may lead to confusion.

Revise the acceptance criteria associated with Method TM 217

_ to include the limit for _ The method description and
validation indicate that this test controls the content of both *

Include a limit for related m the drug substance
specification or provide justification, supported by data, for omitting this test. The
impurities characterization studies indicate that degradants were
observed at release and during stability testing of the polidocanol batches.

Provide justification for omitting tests for refractive index, solubility, viscosity,
density, and melting range in the drug substance specification. The drug substance
characterization studies during process development indicated that these
physiochemical properties can potentially impact polidocanol’s surfactant action.

Provide justification for referring to the Ph. Eur. standards instead of the
corresponding USP standards for the analytical procedures where a USP standard
exists. Provide a copy of the Ph. Eur. standard for each test that references a Ph. Eur.
standard. Provide a statement acknowledging the corresponding USP method as the
official standard and the corresponding analytical procedures as the regulatory
analytical method.

Provide a brief summary for the appearance of solution analytical procedure in
Section 3.2.5.4.2. The submission includes brief summaries of all analytical
procedures based on compendial methods except the appearance of solution method.

Provide results for
content by Method 217 for the registration
stability batches as well as drug substance batches used in clinical and nonclinical
studies. The batch analysis results provided in the submission did not include values
for these drug substance release tests.
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13. Identify the specific container closure used to store the samples tested to generate the
drug substance registration stability data. Section 5.0 of the registration stability
batch protocol indicates that oa

. However, Appendix 1 of the protocol lists three
different fill amounts and three different bottles.

14. We determined that a @@ retest period is most appropriate for the
polidocanol drug substance based on our review of the data submitted. The limited
amout of submitted data does not allow for extrapolation of data. You may submit
long-term and accelerated stability data from the Month 6 time point, if available, to
further support your proposed ®® interim retest period.

15. Clarify the reporting units for the endotoxins test during stability testing. The release
specification lists the reporting unit as EU/g but the reporting unit used during
stability was IU/g.

16. Provide results from the confirmatory photostability test for polidocanol drug
substance. ICH Q1B Photostability Testing of New Drug Substances and Products
indicates that for drug substances, photostability testing should consist of two parts —
forced degradation and confirmatory testing. The confirmatory photostability test
should comply with the requirements outlined in ICH Q1B.

Drug Product

17. Provide a summary of the interactions with the United States Pharmacopeia,
including any official correspondence, regarding the establishment of’ 09 as
a dosage form. We were not able to identify any evidence in the submission that
supports the use of ®@ as the recognized dosage form.

If you have any questions, contact Yvonne Knight, Regulatory Project Manager, at (301) 796-
2133.

Sincerely,

{See appended electronic signature page}
Ramesh Sood, Ph.D.

Branch Chief

Division of New Drug Quality Assessment I

Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 3316841
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Food and Drug Administration
Silver Spring MD 20993

FILING COMMUNICATION

Provensis Ltd

Attention: Andreia Collier
5 Fleet Place

London

EC4M 7RD

UK

Dear Ms. Collier:

Please refer to your New Drug Application (NDA) dated February 1, 2013, received February 4,
2013, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act, for
polidocanal injectable foam 1%.

We also refer to your amendments dated February 13, 28, March 5, 6, 11, 13, 18, 21 and April 8,
2013.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standar d. Therefore, the user fee goal date is December 4,
2013.

We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings). Please be aware that the timelines described in the guidance
are flexible and subject to change based on workload and other potential review issues (e.g.,
submission of amendments). We will inform you of any necessary information requests or status
updates following the milestone meetings or at other times, as needed, during the process. If
major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by November 4, 2013.

Reference ID: 3291604
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We request that you submit the following information:

Chemistry
1. Inorder to facilitate our review of the design and function of the drug product, please
submit samples of the to-be-marketed drug product. Functioning samples containing the
commercia formulation or arepresentative surrogate formulation are desired over empty
demonstration samples.
2. Please providethe @@ procedure and the results of validation studies for all
container closure components contacting the drug product.

3. Please provide the results of the 12/24/36-hour modified antimicrobial effectiveness test
on polidocanol referred to in section 3.2.P.2.5 of the application.

SEALD
4. Please provide full transcripts and saturation grids for both the VV SymQ and the PA-V 3.

5. Please provide a description of the data management process for el ectronic data collected
by electronic diary to show that maintenance, transmission, and storage of electronic
source documents comply with regulatory requirements.

6. Please provide the user manual and/or training guide for patients and investigators for the
electronic diary.

DRISK

7. The Division of Risk Management is reviewing your proposed risk management plan.
Y our proposal suggests there are risks associated with polidocanol that may require
mitigation strategies beyond labeling and routine pharmacovigilance (e.g., elements to
assure safe use). If you feel additional risk mitigation is necessary to assure safe use of
polidocanoal, please refer to the following Guidance for Industry for the correct format
and content for your proposal and resubmit accordingly.
http://www.fda.gov/downl oads/Drugs/GuidanceComplianceRegul atoryl nformation/Guid
ances’'UCM 184128.pdf .
Furthermore, we note that your proposed risk management plan includes alist of training
forms and materials. In order to facilitate an efficient review of a proposed risk mitigation
plan, all materialsidentified within the proposal that will be necessary to implement the
plan should be submitted.

During our preliminary review of your submitted labeling, we have identified the following
labeling format issues:

Under Highlights

1. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full
Prescribing Information (FPI) that contains more detailed information. The preferred format
isthe numerical identifier in parenthesis[e.g., (1.1)] at the end of each bullet.

Advice: Add references for Drug Interactions, Use in Specific Populations

Reference ID: 3291604
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2. If a product belongs to an established pharmacologic class, the following statement is
required in the Indications and Usage section of HL: [(Product) is a (name of class) indicated
for (indication)].”

Advice: Add pharmacologic class, 'sclerosing agent'

Under Table of Contents

3. If asection or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading
“FULL PRESCRIBING INFORMATION: CONTENTS' must be followed by an
asterisk and the following statement must appear at the end of TOC: “*Sections or
subsections omitted from the Full Prescribing Information are not listed.”

Advice: Capitalize Full Prescribing Information
Under Full Prescribing Information

4. The preferred presentation for cross-references in the FPI is the section heading (not
subsection heading) followed by the numerical identifier in italics. For example, [see
Warnings and Precautions (5.2)].

Advice: Follow above formatting scheme for cross references.

5. Review and ensure that font type and size is consistent throughout the body of the Full
Prescribing Information.

We request that you resubmit labeling that addresses these issues by April 25, 2013. The
resubmitted labeling will be used for further labeling discussions.

Please respond only to the above requests for information. While we anticipate that any response
submitted in atimely manner will be reviewed during this review cycle, such review decisions
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

Y ou may request advisory comments on proposed introductory advertising and promotional
labeling. Please submit, in triplicate, a detailed cover letter requesting advisory comments (list
each proposed promotional piece in the cover letter along with the material type and material
identification code, if applicable), the proposed promotional materialsin draft or mock-up form
with annotated references, and the proposed package insert (Pl). Submit consumer-directed,
professional-directed, and television advertisement materials separately and send each
submission to:

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road

Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package
insert (Pl), and you believe the labeling is close to the final version.
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For more information regarding OPDP submissions, please see
http://www.fda.gov/AboutFDA/CentersOfficess CDER/ucm090142.htm. If you have any
guestions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

We acknowledge receipt of your request for afull waiver of pediatric studiesfor this application.
Once we have reviewed your request, we will notify you if the full waiver request is denied and a
pediatric drug development plan is required.

If you have any questions, please call Michael Monteleone, Regulatory Project Manager, at
(301) 796-1952.

Sincerely,

{See appended electronic signature page}
Norman Stockbridge, MD, PhD

Director

Division of Cardiovascular and Rena Products

Office of Drug Evaluation |
Center for Drug Evaluation and Research
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From: Mesmer, Deborah

To: "Andreia Collier"

Cc: Monteleone, Michael V.

Subject: NDA 205098 Information Request 03/06/13
Date: Wednesday, March 06, 2013 11:23:21 AM

Dear Ms. Collier,
Please refer to NDA 205098 for polidocanol injectable foam 1%.

We have the following requests:

Your firm has provided a summary of the manufacturing sites involved in the production of
their device, and a summary of the activities performed at each site. However, it is unclear
what manufacturing activities are performed at each location. Specifically:

O@ dite. Your firm’s

1. It is unclear what activities are performed at the S
X

submission mentions that it is responsible for “GMP storage of finished product

and prior to release and final packaging (storage only)”. The
recerving/final acceptance activities related to product stored at this site are unclear.
Please explain how this site is related to your quality systems, and detail what
acceptance activities are performed at @9 yersus at other facilities.

®® ite. Your firm’s

2. It 1s unclear what activities are performed at the
O® -

submission mentions that it is responsible for
Polidocanol Injectable Microfoam Drug Product Fully Assembled Units (FAUs)”. The
receiving/final acceptance activities related to product 9 at this facility are
unclear. Please explain how this site is related to )yom' quality systems, and detail what
acceptance activities are performed af @ versus at other facilities.
3. It 1s unclear what activities are performed at the ®@ site. Your firm’s
submission mentions that it is responsible for “Storage of container closure
components”. It is unclear what components of the product are the “container closure
components”. Additionally, the receiving/final acceptance activities related to product
stored at this site are unclear. Please explain how this site is related to your quali
systems, and detail what acceptance activities are performed at el
versus at other facilities.

Please submit your response to your application by the close of business on March 7, 2013.
Please provide to me a courtesy copy of your response.

Please acknowledge receipt of this message, and contact me if you have questions.

Sincerely,
Debbie Mesmer

Deborah Mesmer
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Regulatory Project Manager for Quality

Office of New Drug Quality Assessment (ONDQA)
Division of New Drug Quality Assessment (DNDQA1)
Food and Drug Administration

White Oak Building 21, Rm 2623

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

(301) 796-4023
debo esmel da.hhs.gov
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From: Mesmer, Deborah

To: "Andreia Collier"

Cc: Monteleone, Michael V.

Subject: NDA 205098 Information Request
Date: Monday, February 25, 2013 3:36:54 PM
Importance: High

Dear Ms. Collier,
Please refer to your submission dated February 12, 2013, received February 13, 2013.

Please indicate where in your application you have provided the contact information for each of
the manufacturing sites. We find a contact person and their information listed only for the
Biocompatibles UK Limited facility.

If this information has not been submitted to your NDA, please submit it prior to FDA close of
business on February 26, 2013.

Please contact me if you have any questions.
Sincerely,
Debbie Mesmer

Deborah Mesmer

Regulatory Project Manager for Quality

Office of New Drug Quality Assessment (ONDQA)
Division of New Drug Quality Assessment (DNDQA1)
Food and Drug Administration

White Oak Building 21, Rm 2623

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

(301) 796-4023
deborah.mesmer@fda.hhs.gov
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From:
To:

Cc:
Subject:
Date:

Mesmer, Deborah

"Andreia Collier"

Monteleone, Michael V.

NDA 205098

Monday, February 25, 2013 2:50:34 PM

Dear Ms. Callier,

Please refer to NDA 205098 dated February 1, 2013, received February 4, 2013, for
Polidocanol Injectable Microfoam 1%.

We are conducting our filing review of your NDA. Please provide the following information
by February 28, 2013:

1. The make, model, and seria number of the

. Thelocation (room number) of the

(b) (4)
of the final assembled units (FAU)
(b) (4)

manufacturing facility

. The production cycle and validation cycle sterilization parameters (time and

temperature)
. Theresults of @@ i ndicator
studies for the FAU sterilization validation cycles
Diagrams of @@ Within the loads
. The manufacturer, @@ indictors
used for the cycles

. Theincubation parameters used for the biological indicators and the results of

positive control studies

. A statement as to whether or not the FAU will be reprocessed

. Theresults of container closure integrity tests conducted on units exposed to

the commercial sterilization cycles

Please acknowledge receipt of this message, and send to me a courtesy copy of your

response.

Please contact me if you have any questions.

Sincerely,

Debbie Mesmer
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)+(
h Food and Drug Administration
Silver Spring MD 20993

NDA 205098
NDA ACKNOWLEDGMENT

ProvensisLtd

Attention: Andreia Collier
5 Fleet Place

London

EC4M 7RD

UK

Dear Ms. Callier:

We have received your New Drug Application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product:  polidocanol injectable foam 1%
Date of Application: February 1, 2013

Date of Receipt: February 4, 2013

Our Reference Number: NDA 205098

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on April 5, 2013, in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductL abeling/default.htm. Failure
to submit the content of labeling in SPL format may result in arefusal-to-file action under 21
CFR 314.101(d)(3). The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

Y ou are also responsible for complying with the applicable provisions of sections 402(i) and
402(j) of the Public Health Service Act (PHS Act) [42 USC 88 282 (i) and (j)], which was
amended by Title VIl of the Food and Drug Administration Amendments Act of 2007
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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The NDA number provided above should be cited at the top of the first page of all submissions
to this application. Send all submissions, electronic or paper, including those sent by overnight
mail or courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Cardiovascular and Renal Products
5901-B Ammendale Road

Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at |least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size.
Non-standard, large pages should be folded and mounted to alow the page to be opened for
review without disassembling the jacket and refolded without damage when the volumeis
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see

http://www.fda.gov/Drugs/Devel opmentA pproval Process/ FormsSubmi ssionRequirements/Drug
MasterFilesDM Fs'ucm073080.htm.

Secure email between CDER and applicantsis useful for informal communications when
confidential information may be included in the message (for example, trade secrets or patient
information). If you have not already established secure email with the FDA and would like to
set it up, send an email request to SecureEmail @fda.hhs.gov. Please note that secure email may
not be used for formal regulatory submissions to applications.

If you have any questions, please call Michael Monteleone, Regulatory Project Manager, at (301)
796-1952.

Sincerely,
{See appended electronic signature page}

Edward Fromm, RPh, RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation |
Center for Drug Evaluation and Research
Cc:
BTG International Inc.
Attention: Heather Mclntosh
US Agent for Provensis Ltd
Five Tower Bridge, Suite 800
300 Barr Harbor Drive
West Conshohocken, PA 19428-2998
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[Form Approved: OMB No. 0910 - 0297 Expiration Date: January 31, 2013, See instructions for OMB Statement, below.

DEPARTMENT OF HEALTH AND HUMAN |[PRESCRIPTION DRUG USER FEE

SERVICES

FOOD AND DRUG ADMINISTRATION COVERSHEET

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See
exceptions on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
Payment instructions and fee rates-can be found on FDA's website:

http/iwww fda gov/Forlndustry/UserFees/PrescriptionDrugUserFee/default. him

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA
NUMBER

PROVENSIS LTD

Heather Mcintosh 205-098

5 Fleet Place

London EC4M 7RD

GB

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA
2. NAME AND TELEPHONE NUMBER OF REPRESENTATIVE ||lIFOR APPROVAL? Q c A

610-943-3519
[XJYES []NO

IF YOUR RESPONSE {S "NO" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE IS "YES", CHECK THE APPROPRIATE
RESPONSE BELOW:

[X] THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

[] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

3. PRODUCT NAME 6. USER FEE I.D. NUMBER
Polidocanol Injectable Microfoam PD3012830 ]

7. ARE YOU REDEEMING A PRIORITY REVIEW VOUCHER FOR THE TREATMENT OF TROPICAL DISEASES? [} YES [X]NO

PRIORITY REVIEW VOUCHER NUMBER:

8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE
EXCLUSION.

[ 1A LARGE VOLUME PARENTERAL DRUG PRODUCT APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, DRUG,
AND COSMETIC ACT BEFORE 9/1/92 (Self Explanatory)

[ 1 THE APPLICATION QUALIFIES FOR THE ORPHAN EXCEPTION UNDER SECTION 736(a)(1)(F) of the Federal Food,Drug, and
Cosmetic Act

[] THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
DISTRIBUTED COMMERCIALLY

9. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION?[] YES [X]NO
If a waiver has been granted, include a copy of the official FDA notification with your submission.

OMB Statement:

Public reporting burden for this coliection of information is estimated to average 30 minutes per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information, Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to;

Department of Health and Human Services Deparntment of Health and Human Services An agency may not conduct or
Fooed and Drug Administration Food and Drug Administration sponsor, and a person is not
Center for Biologics Evaluation and Research Center for Drug Evaluation and Research required to respond to, a collection
Office of Information Management (HFA-710) Office of Information Management (HFA-  of information unless it displays a
1350 Piccard Drive, 4th Floor 710) currently valid OMB control
Rockville, MD 20850 1350 Piccard Drive, 4th Floor number.

Rockyille, MD 20850

PRINTED NAME AND SIGNATURE OF AUTHORIZED TITLE DATE
REPRESENTATIVE .

ANDRELA COLLIER. Lien, VP, REGULATOR eivlfs 3.8/ TAN 2013
L I\

9. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION
$1,958,800.00

|Form FDA 3397 (01/10)

httPs //uselfees fda.gov/OA_HTML/pdufaCScdCfgltemsPopup.jsp?ordnum=3012830 | 1/22/2013
Reference ID: 3416





