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Patent Information - Para!!raDb I Certfication

In acordace with Title 21 of the Code of Federal Regulations, Par 314, Section 50 paragrh (i) (21 CFR
314.50(i)J and'Par 314, Section 53, parh (c) (21 CFR 314.53(c)), InKne Pharacutical Company,
Inc (InKne) is subnùtting the followig informaton for the patent described in this application. InKne
certfies that this patent informaton has not be previously submitted to the U.S. Food and Drug
Admnistaton for the application for which approval is being sought: NDA 21-892.

(1) General requirements

(i) Patnt number and the date on which th~ patent wil expire

Patent Number:
Date of Patent:
Date of Expiration:

5,616,346
April 0 I, 1997
May 18,2013

(ii) Type of patent

Patent number 5.616,346 is a method of use patent.

(ii) Name of the patent owner

Craig A. Aronchick, MD.
903 Bryn Mawr Avenue
Penn Valley. PA 19072

(iv) Not Applicable

(2) Formulation, composition, or method of use patents

(i) OrigiIal declaration

The undersigned declares that patent no. 5,616,346 covers the method of use of
_ M (sodium phosphate monobasic monohydrate. USP and sodium

phosphate dibl1ic anhydrous. USP). formerly INKP-I02. This product is the
subject of this application for which approval is being sought: NDA 21-892

-"
?f-

(ii) Amendmeiit of . patnt informaton upon approval

InKine Pharmactical Company, Inc shall amend the original patent
declaration by letter within 30 days after the date of approval of. this
application

(3) No relevant patents - This section not applicale

ohn Cullen, J.D.
Senior Vice Prsident & Genera Counl
InKne Pharacutical Company, Inc.

aLh. ii Zo s -~
--

,.



Page 1

EXCLUSIVTY SUMMARY FOR NDA # 21-892 SUPPL # N/ A

Trade Name: OsmoPrepTM

Generic Name: sodium phosphate monobasic monohydrate, USP änd sodium phosphate dibasic
anhydrous, USP

Applicant Name: Salix Pharmaceuticals, Inc. HFO # HFD- 1 80

Approval Date If Known: March 16, 2006

P ART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

i. An exclusivity determination wil be made for all original applications, but only for certain
supplements. Complete P ARTS II and II ofthis Exclusivity Summary only if you answer "yes" to one

or more of the following question about the submission.

a) Is it an original NDA?
YES / X / NO / /

b) Is it an effectiveness supplement?

YES / / NO /X/

If yes, what type? (SEl, SE2, etc.)

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 ofbi?availability or bioequivalence data,
answer "no.")

.~'l.

YES / X / 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 bioavailabil.ity 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:

Form OGO-011347 Revised 10/13/98
cc: Original NDA Division File HFO-93 Mary Ann Holovac

--,
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d) Did the applicant request exclusivity?

YES / / NO /X/

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

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

No

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRCTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedule, previously been approved by FDA for the same use?(Rx to OTC switches should be
answered NO-please indicate as such)

YES / / NO / X /

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRCTLY TO THE SIGNATUR BLOCKS ONPAGE 8..._._. q..
3. Is this drug product or indication a DESI upgrade?

YES / / NO /X/

IF THE ANSWER TO QUESTION 3 is "YES," GO DIRCTLY 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) ,

i. Single active ingredient product.

Has FDA previously approved under section 505 ofthe 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 / /

-- Page 2,



If "yes," identify the approved drugproduct(s) containing the active moiety, and, ifknown, the NDA
#(s).

NDA# 21-097, Visicol Tablets

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 anyone of the active moieties in the drug

product? If, for example, the combination contains one never-be fore-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 II NO / /

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

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO. THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDA'S 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 the
application contains clinical investigations only by virte 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 I) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (Le., information other than clinical trials, such as
bioavailability data, would be suffcient 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 suffcient to support approval of the application,
without reference to the clinical investigation submitted in the application.--,
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(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 supplemènt?

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 app.Iicable, answer NO.

YES / / NO / X /
If yes, explain:

(2) If the answer to 2(6) is "no," are you aware of pubiish~d st~dies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES/ /' NO / X /

If yes, explain:
~~

(c) If the answers to (b)( I) and (b )(2) were both "no," identify the clinical investigations

submitted in the application that are essential to the approval:

· Investigation 1: Study INKP-l 02-04-0 1 (Phase 3 study)

· Investigation 2: Study INKP-i 02-03-0 1 (Phase 2 study)

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.

-- Page 4,
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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,
an"swer "no. ")

Investigation # 1 YES/ / NO / X/

Investigation #2 YES / / NO IX /

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?

Investigation # 1 YES / / NO / X /. ~. '.._-.-._. . ~

Investigation #2 YES / / NO IX /

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"):

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 iIwestigation, I) the applicant was the sponsor of the
IND named in the form FDA 1571 fied 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.

-- Page 5,
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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?

YES IX / NO / / Explain:
(Investigation 1)

YES IX / NO / ~ Explain:
(Investigation 2)

(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? N/ A

Investigation # 1

YES / _/ Explain _ NO/~ Explain

Investigation #2
YES / ~ Explain_ NO / ~ Explain

(c) Notwithstanding an answer ()f"yes" to (a) or (b), areJli~re Q-Ih~U~i:sons 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 /X / -~

If yes, explain:

(See appended electronic signature pagej

Tanya Clayton

Regulatory Health Project Manager

Brian E. Harvey, M.D., Ph.D.
Division Director
Division of Gastroenterology Products
Offce of New Drug Evaluation II
Center for Drug Evaluation and Research

cc: Original NDA-DFS
HFD-93 Mary Ann Holovac

-- Page 6,



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

/s/
Tanya Clayton
3/23/2006 01: 15: 44 PM

Brian Harvey
3/23/2006 02: 09: 52 PM

'~
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PEDIATRIC PAGE
(Complete for all APPROVED original applications and efficacy supplements)

\. #: 21-892 Supplement Type (e.g. SE5): ~ Supplement Number: N/A

Stamp Date:Mav 17,2005 Action Date: _

Trade and generic names/dosage form: OsmoPrep (sodium phosphate monobas~oaAE;l:d sodium
phosphate dibasic anhydrous, USP)

Applicant: Salix Pharmaceuticals, Inc" Therapeutic Class: 38

Indication(s) previously approved: N/ A

Each approved indication "must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s):--

Indication #1: c1eansinl! of the colon as a .preparation for colonoscopv in adults.

Is there a full waiver for this indication (check one)?

I&Yes: Please proceed to Section A.

DNo: Please check all that apply: _Partial Waiver _Deferred _Completed
NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

I Section A: Fully Waived Studies

Reason(s) for full waiver:

a Products in this class for this indication have been studied/labeled for pediatric population
a Disease/condition does not exist in children

.Too few children with disease to study .

11Th ere are safety concerns

llther: The drul! product does not represent a meaninl!ful therapeutic benefit over existinl! treatments for pediatric

patients.

If studies are fully waived. then pediatric information is complete for this indication. If there isanother indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS. .

ISection B: Partially Waived Studies

Age/weight range being partially waived:

Min_
Max_ kg-kg--

moo_mo._ yr._yr._ Tanner Stage

Tanner Stage

Reason(s) for partial waiver:

o Products in this class for this indication have been studied/labeled for pediatric population
o Disease/condition does not exist in children

o Too few children with disease to study
o There are safety concerns

a Adult studies ready for approval



NDA 21-892
Page 2

o Formulation needed

o Other:

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS

¡Section C: Deferred Studies

Age/weight range being deferred:

Min
Max_ kg--~ mo._

mo._
yr._yr._ Tanner Stage

Tanner Stage

Reason(s) for deferral:

o Products in this class for this indication have been studied/labeled for pediatric population
o Disease/condition does not exist in children

o Too few children with disease to study
o There are safety concerns

o Adult studies ready for approval

o Formulation needed

Other:

Date studies are due (mm/dd/yy):

udies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS

I Section D: Completed Studies

Age/weight range of completed studies:.-

Min
Max_

k~kg- mo.
mo.

yr._yr._ Tanner Stage

Tanner Stage

Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS

This page was completed by:

¡See appended electroiiic signature pagej

Regulatory Project Manager

cc: NDA
HFD-950/Grace Carmouze

(revised 9-24-02) FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, PEDIATRIC TEAM, HFD-950
301-796-7654



--,

Debanent Certficaon -lN-I02 (som phosphate tablets)
29 Ape 2005

Item 16 - Debarment Cerifcation

InKine Pharaceutical Company, Inc. certfies tht it did not and will not us in any
. capacity the serces of any pers debar under secton 306 ofthe Federl Food, Drug,
and Cosmetic Act in connection with this application.

On behalf of Ine Pharmceutical Company, Inc.

c¡!u!c.j-
DateMan Rose, M.D., J.D.

Executive Vice President,
Research and Development

-l

/'



NDA REGULA TORY FILING REVIEW
(Including Memo of Filng Meeting)

NDA # 21-892 Supplement # Effcacy Supplement Type SE-

Trade Name: /-
Established Name: sodium I?hosphate monobasic monohydrate, sodium phosphate dibasic anhydrous

Strengths: 1.5 gram, oral tablet

Applicant: Inkine I?harmaceutical

Agent for Applicant: N/ A

Date of Application: April 29, 2005
Date of Receipt: Apri129,2005
Date clock started after UN: May 17,2005
Date of Filing Meeting: July 6, 2005
Filing Date: July 30, 2005
Action Goal Date (optional): User Fee Goal Date: March 17, 2006

Indication(s) requested: Cleansing of the bowel as a preparation for colonoscopy in adults.

Type of Original NDA:
OR

Type of Supplement:

(b)(l) 0

(b)(l) 0

(b)(2) ~
~. .._.........."

(b)(2) 0

NOTE:
(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see

Appendix A. A supplement can be either a (b)(1) or a (b)(2) rêgardless of whether the original NDA
was a (b)(1) or a (b)(2). if the application is a (b)(2), complete Appendix B.

(2) if the application is a supplement to an NDA, please indicate whether the NDA is a (b)(1) or a (b)(2)
application:

o NDA is a (b)(l) application OR 0 NDA is a (b)(2) application

-.\:
4"

Therapeutic Classification: S ~
Resubmission after withdrawal? 0
Chemical Classification: (1,2,3 etc.)
Other (orphan, OTC, etc.)

P 0
Resubmission after refuse to fie? 0

Form 3397 (User Fee Cover Sheet) submitted: YES ~ NO 0

User Fee Status: Paid ~ Exempt (orphan, government) 0
Waived (e.g., small business, public health) 0

NOTE: if the NDA is a 505(b)(2) application, and the applicant did not pay afee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required. The applicant is
required to pay a user fee if (1) the product described in the 505(b)(2) application is a new molecular entity
or (2) the applicant claims a new indication for a use that that has not been approved under section 505(b).
Examples of a new indication for a use include a new indication, a new dosing regime, a new patient
population, andan Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication

for a use is to compare the applicant's proposed labeling to labeling that has already been approved for the
Version: 12/15/2004

This is a locked document. If you need to ad a comment where there is no field to do so, unlock the document using the following procedure. Click the
~View . tab; drag the cursor down to 'Toolbars '; click on 'Forms. . On the forms toolbar. click the lock/unlock icon (looks like a padlock). This will

, - allow you to insert text outside the provided fields. The form must then be relocked to permit tabbing through the fields.



NDA Regulatory Filing Review
Page 2

product described in the application. Highlight the diferences between the proposed and approved labeling.
If you need assistance in determining if the applicant is claiming a new indicationfor a use, please contact the
user fee staff

· (s there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(I) or (b)(2)application? YES 0 NO is
If yes, explain:

. Does another drug have orphan drug exclusivity for the same indication? YES 0 NO is

· If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
(2 1 CFR 3 l6.3(b)(l3))?

YES 0 NO 0

If yes, consult the Director, Division of Regulatory Policy II, Offce of Regulatory Policy (HFD-007).

. Is the application affected by the Application Integrity Policy (AlP)? YES 0 NO is
If yes, explain:

. If yes, has OC/DMPQ been notified of the submission? YES 0 NO 0

. Does the submission contain an accurate comprehensive index? YES is NO 0

. Was form 356h included with an a.uthorized signature? 'YES is NO 0
If foreign applicant, both the applicant and the U.S. agent must sign.

. Submission complete as required under 21 CFR 314.50? YES is NO 0
If no, explain:

. Ifaaelectronic NDA, does it follow the Guidance? N/A 0 YES is NO
If an electronic NDA, all forms and certifcations must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

O ' y.
0(

Additional comments:

. If an electronic NDA in Common Technical Document format, does it follow the CTD guidance?

. N/A is YES 0 NO 0
· Is it an electronic CTD (eCTD)? N/ A 0 YES 0 NO is

If an electronic CTD, all forms and certifications must either be in paper and signed or be
electronically signed.

Additional comments:

· Patent information submitted on form FDA 3542a? YES 0 NO is

. Exclusivity requested? YES, Years NO ~
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required.

. Correctly worded Debarment Certification included with authorized signature? YES ~ NO 0
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

--
, Version: 12115/04



NDA Regulatory Filng Review
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NOTE: Debarment Certifcation should use wording in FD&C Act section 306(k)(1) i.e.,
"(Name 0/ applicant) hereby certifes that it did no/and wil not use in any capacity the services 0/
any person debarred under section 306 o/the Federal Food, Drug, and Cosmetic Act in connection

with this application." Applicant may not use wording such as "To the best o/my knowledge. . . . "

· Financial Disclosure forms included with authorized signature? YES iz NO 0
(Forms 3454 and 3455 must be included and must be signed by the APPLICANT, not an agent.)
NOTE: Financial disclosure is required/or bioequivalence studies that are the basis/or approval.

. Field Copy Certification (that it is a true copy of the CMC technical section)? Y iz NO 0

. PDUF A and Action Goal dates correct in COMIS? YES iz NO 0
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

. Drug name and applicant name correct in COMIS? If not, have the Document Room make the

corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered.

. List referenced INO numbers: 56,291

. End-of-Phase 2 Meeting(s)? Date(s) August 23,2004
If yes, distribute minutes before filing meeting~

NO 0

. Pre-NDA Meeting(s)? Date(s) March 10,2005
If yes, distribute minutes before filing meeting.

NO 0

Project Manaeement

. Was electronic "Content of Labeling" submitted?
If no, request in 74-day letter.

YES iz NO 0 "~

. All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to OOMAC?

YES iz NO 0

. Risk Management Plan consulted to ODSIIO? N/A r8 YES 0 NO 0

. Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? Y iz NO 0

. MedGuide and/or PPI (plus PI) consulted to ODSIDSRCS? N/A r8 YES 0 NO 0

. If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling, submitted?

NI A r8 YES o NO o
If Rx-to-OTC Switch application:

. OTC label comprehension studies, all OTC labeling, and current approved PI consulted toODSIDSRCS? N/A 0 YES 0
Has DOTCDP been notified of the OTC switch application? YES 0

NO 0

NO 0.

~-,
Version: 12115/04
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Clinical

. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES 0 NO 0

Chemistry

. Did applicant request categorical exclusion for environmental assessment? YES r; NO 0
If no, did applicant submit a complete environmental assessment? YES 0 NO 0
If EA submitted, consulted to Florian Zielinski (HFD-357)? YES 0 NO 0

. Establishment Evaluation Request (EER) submitted to DMPQ? YES r; NO 0

. If a parenteral product, consulted to Microbiology Team (HFQ-805)? YES 0 NO 0

-:t-

APPEARS THIS WAY
ON ORIGINAL

--
, Version: 12115/04



A TT ACHMENT

MEMO OF FILING MEETING

DATE: July 6, 2005

NDA Regulatory Filing Review
Page 5

Addendum, March 21, 2006: The referenced drug for this NDA is Visicol Tablets, 21-097. Visicol is also a
505(b)(2) since they referenced published literature for their pre-clinical section.

BACKGROUND: -- provides for cleaning of the bowel in preparation for colonoscopy in adults. This
is an 505 (b )(2). The referenced drug is Visicol Tablets, NDA 2 1 -097.
(Provide a brief background of the drug, e.g., it is already approved and this NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: Joyce Korvick, Brian Harvey, Ruyi He, Eric Brodsky, Liang Zhou, Ali AI-Hakim, Suresh
Doddapaneni, Mushifiqur Rashid, Tarnal Chakraborti, Tanya Clayton

If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medicái
necessity or public health significanc~?

ASSIGNED REVIEWERS (including those not present at fiing meeting) :

Discipline
Medical:
Secondary Medical:
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
B iopharmaceutical:

Microbiology, sterility:
Microbiology, clinical (for antimicrobial products only):
DSI:

. Regulatory Project Management:
Other Consults:

Reviewer
Eric Brodsky

Mushifiqur Rashid
Tarnal Chakraborti

Ali AI-Hakim

Suliman AI-Fayoumi

Kahery Malik
Tanya Clayton

DMETS, DDMAC

Per reviewers, are all parts in English or English translation?
Ifno, explain:

CLINICAL FILE rg

. Clinical site inspection needed?

. Advisory Committee Meeting needed? YES, date if known

.

N/A

CLINICAL MICROBIOLOGY N/ A t8

N/A 0

FILE 0

FILE rgSTATISTICS
Version: 12/15/04--,

-~

YES rg NO 0

REFUSE TO FILE 0

YES t8 NO 0

NO. rg

rg o oYES NO

REFUSE TO FILE 0

REFUSE TO FILE 0



. B IOPHARMACEUTICS FILE f2

NDA Regulatory Filing Review
Page 6

REFUSE TO FILE 0
YES 0 NO f2

REFUSE TO FILE 0
YES 0 NO f2

REFUSE TO FILE 0
YES 0 NO 0
YES 0 NO f2

. Biopharm. inspection needed?

PHARMACOLOGY N/A 0 FILE f2

· GLP inspection needed?

CHEMISTRY FILE f2

· Establishment(s) ready for inspection?
· Microbiology

ELECTRONIC SUBMISSION:
Any comments: Fully Electronic

REGULA TORY CONCLUSIONSIDEFICIENCIES:

(Refer to 21 CFR 314.101(d) for fiing reqnirements.)

o
(3

The application is unsuitable for fiing. Explain why:

The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for fiing.

f2

o
No filing issues have been identified.

Filing issues to be communicated by Day 74. List (optional): ""

ACTION ITEMS:

1.0 If RTF, notify everybody who alrea~y received a consult request of RTF action. Cancel the EER.

2.0 If fied and the application is under the AlP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

3.(3 Convey document fiing iss~es/no fiing issues to applicant by Day 74.

Stats wil provide Information Request regarding the location of SAS fies.
Clinical wil provide Information Request regarding Safety Follow-up.

Tanya Clayton, B.S.
Regulatory Project Manager, HFD- i 80

Version: 12/15/04--,
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Appendix A to NDA Regulatory Filng Review

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

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a
written I-ght of reference to the underlying data)

(2) it relies on the Agency's previous approval of another sponsor's drug product (which may be
evidenced by reference to publicly available FDA reviews, or labeling of another drug
spo'nsor's drug product) to meet any of the approval requirements (unless the application
includes a written right of reference to data in the other sponsor's NDA)

(3) it relies 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.)

(4) it seeks approval for a change from a product described in an OTC monograph and relies on
the monograph to establish the safety or effectiveness of one or more aspects of the drug
product for which approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b )(2) application include combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph
deviations, new dosage forms, new indications, and new salts.'- .,._._- -0_'

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

'-
1'-
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Appendix B to NDA Regulatory Filng Review
Questions for 505(b)(2) Applications

1. Does the application reference a listed drug (approved drug)? YES r2 NO 0

If "No, " skip to question 3.

2. Name oflisted drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): NDA 21-097

3. The purpose of this and the questions below (questions 3 to 5) is to determine if 
there is an approved drug

product that is equivalent or very similar to the product proposed for approval and that should be
referenced as a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that isalready approved? .
YES r2 NO 0

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts ofthe active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, in(;!ud.i~KP?!enExand, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320. 

1 (c))

If "No, " skip to question 4. Otherwise, answer part (b).

(b) Is the approved pharmaceutical equivalent(s) cited as the listep drug(s)? YES r2
(The approved pharmaceutical equivalent(s) should be cited as the listed drug(s).)

NO 0

-"5..~

If "Yes, " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of 
Regulatory Policy II, Offce of Regulatory Policy

(ORP) (HFD-007)? YES 0 NO r2
If "No, " please contact the Director, Division of Regulatory Policy IL ORP. Proceed to question 6.

4. (a) Is there a pharmaceutical altemative(s) already approved?
YES 0 NO 0

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other i;pplicable standard of 

identity,

strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (2 i CFR 320. 1 (d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If "No, " skip to question 5. Othenvise, answer part (b).

. (b) Is the approved pharmaceutical altemative(s) cited as the listed drug(s)? YES 0
(The approved pharmaceutical altemative(s) should be cited as the listed drug(s).)

NO 0

NOTE: If there is more than one pharmaceutical alternative approved, consult the Director, Division of

__ Version: 12115/ü4
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Regulatory Policy II, Offce of Regulatory Policy (ORP) (HFD-007) to determine if the appropriate
pharmaceutical alternatives are rejèrenced.

If "Yes. " skip to question 6. Otherwise. answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II,
ORP?

YES 0 NO 0

If "No, " please contact the Director, Division of Regulatory Policy II ORP. Proceed to question 6.

5. (a) Is there an approved drug product that does not meet the definition of "pharmaceutical equivalent" or

"pharmaceutical alternative," as provided in questions 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?

YES 0

If "No, " skip to question 6.

NO 0

If "Yes, "please describe how the approved drug product is similar to the proposed one and answer part
(b) of this question. Please also contact the Director, Division of RegulatoryPolicy II Offce of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as the listed drug? YES 0 NO 0

6. Describe the change from the listed drug(s) provided for in this (b)(2) äppticatìöfl(for example, "This
application provides for a new indication, otitis media" or "This application provides for a change in
dosage form, from capsules to solution"). This application provides for a new dosage regimen, based on

comparability studies.

7. Is the application for' a duplicate of a listed drug and eligible for approval under YES 0
section 5050) as an ANDA? (Normally, FDA wìl refuse-to-fie such NDAs
(see 21 CFR 314.101(d)(9)).

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made YES 0
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(l)). If yes, the application should be refused for filing under
21 CFR 314.101(d)(9)).

9. Is the rate at which the product's active ingredient(s) is absorbed or otherwise YES 0
made available to the site of action unintentionally less than that of the RLD (see
21 CFR 314.54(b)(2))? If yes, the application should be 'refused for fiing under
21 CFR 314. io l( d)(9).

10. Are there certifications for each of the patents listed for the listed drug(s)? YES ~

NO ~
.~\¡~

~

NO ~

NO ~

NO 0

Ii. Which of the following patent certifications does the application contain? (Check all that apply and

identify the patents to which each type of certification was made, as appropriate.)

~ 21 CFR 314.50(i)(I)(i)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s): 5,616,346

o 21 CFR 314.50(ì)(1 )(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

Version: 12115/04--,
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o 21 CPR 314.50(i)(l)(i)(A)(3): The date on which the patent wil expire. (Paragraph II
certification)
Patent number(s):

o 21 CPR 314.50(i)(l)(i)(A)(4): The patent is invalid, unenforceable, or wil not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph iv certification)
Patent number(s):

NOTE: IF FILED, and if the applicant made a "Paragraph IV" certifcation (21 CFR
314.50(i)(1)(i)(A)(4)j, the applicant must subsequently submit a signed certifcation stating
that the NDA holder and patent owner(s) were notifed the NDA was filed (21 CFR
314.52(b)) The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the'notifcation (21 CFR 314.52(e))

o 21 CPR 314.50(i)(I)(ii): No relevant patents.

o 21 CPR 314.50(i)( 1 )(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section vii statement)Patent number(s): .. '~'''-'-'-''

o 21 CPR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CPR 314.50(i)(I)(i)(A)(4) above).
Patent number(s):

o Written statement from patent owner that it consents to an immediate effective date upon

approval ofthe application.
Patent number(s):

12. Did the applicant:

· Identify which pacs of the application rely on information (e.g. literature, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not
have a right of reference?

YES 0 NO ø
· Submit a statement as to whether the listed drug(s) identified has received a period of marketing

exclusivity?
YES 0 NO ø

· Submit a bioavailabilty/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug?

N/A ø YES 0 NO 0

· Certify that it is seeking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CPR 314.54(a)(1)(iv).?

N/A ø YES 0 NO 0
_"'ersion: 12115/04,
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13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
required by 21 CFR314.50Q)(4):

· Certification that at least one of the investigations included meets the definition of "new clinical
investigation" as set forth at 314.1 08( a).

YES 0 NO 0

· A list of aIi published studies or publicly available reports that are relevant to the conditions for
which the applicant is seeking approval.

YES 0 NO 0

· EITHER

The number of the applicant's IND under which the studies essential to approval were conducted.

OR
NO 0INO#

A certification that the NOA sponsor provided substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the INO under which those clinical studies were
conducted?

YES 0 NO 0

14. Has the Associate Director for Regulatory Affairs,.OND, been notified .ot:the existence of the (b )(2) application?

YES ~ NO 0

'\.
-'1
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NDA ACTION PACKAGE CHECKLIST

Application Information

NDA 21-892

Drug: Osmoprep(sodium phosphate monobasic Applicant: Salix Pharmaceuticals, Inc.
monohydrate, USP and sodium phosphat~ dibasic
anhydrous, USP)

RPM: Tanya Clayton

Application Type: 0505(b)(1) (X) 505(b)(2)

HFD-180 I Phone 301-796-0871

Reference Listed Drug (NA #, Drug name): Visicol Tablets, NDA 21-
097

.. .:. __!,pP-!Lc~~~~ Clas~!r~~ations-=.______.______________________________________.___.___________~__~eview priority (X) Standard () Priority----. - ------------------- --------- --------- ---------------------

.____._____~__~~~m c!~~s (NDAs ~_~l.L_.______________________._________________.__ ~______________________. Other (e.g., orphan, OTe) N/A.:. User Fee Goal Date March 17,2006
.:. Special programs (indicate all that apply) ( X) None

Subpart H
() 21 CFR 314.510 (accelerated
approval)

.- ._-.- -021 CFR 3 14.520

(restricted distribution)
( ) Fast Track
i ) Rolling Review

.:. User Fee Information

(X ) Paid -...._._.~..._....H~__ _._____...._.___.__._.__..._._._____._..__..._._....__

o Small business

( ) Public health
( ) Barrier-tQ-Innovation

.__...___._.._.__..___._______.___..___._..._____..____._._.__..__.___...__..___..._.__...__.___._.__....__._____....__...____ ..1LOth~.________________. User Fee exception ( ) Orphan designation
( ) No-fee 505(b )(2)
( ) Other

. User Fee
n_H_.H.._..._..__..'__H..H.__....__________________".."..______....____.._...._.___.......___......_....._._..____.__...__......__...._.-.._.-

. User Fee waiver "
*-

_~~__ A?R~cation In~eg~~_ Policy (AlP) .____ ___________
____m______~_._~I!i:licant is on the AI__________________________________m_______ Q_ y e~__ (XJ_N~_______________. This application is on the AlP . ( ) Yes (X) No-----_._-- ---------_._---_.._--_._------ --_._-_._----_._._-

. Exception for review (Center Director's memo) N/ A.____..______._.._.._ ___________._._______...____._.____.___._f-__._____._~_-----. OC clearance for approval N/ A
.:. Debarment certification: verified that qualifying language (e.g., wilingly, knowingly) was (X) Verified

. not used in certification and certifications from foreign applicants are co-signed by U.S.
a.ent.

.:. Patent.__.._-_.._----- ..-_._------_._._-_.._._-_.__.
. Information: Verify that patent information was submittd (X) Verified

._..m.___._...__..._._..__.._______..._._______._______..____.____._________.__.__._....___._..._____...____._ ..-.------.--.-------

. Patent certification (505(b )(2) applications ): Verify type of certifications 21 CFR 314.50(i)(1 )(i)(A)submitted (X) I ( ) lI( ) II ( ) iv
21 CFR314.50(i)(l)

.___ ..____..________.__.____________________________________.____________________.__ O_~ii) ___iH~~D___..______________
o Verified. For paragraph iV certification, verify that the applicant notified the patent

holder(s) of their certification that thepatent(s) is invalid, unenforceable, or will
not be infringed (certification of notification and documentation of receipt ofI
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notice)_

.:. Exclusivity (approvals only)

. Exclusivity summar X

. Is there an existing orphan drug exclusivity protection for the active moiety for
the proposed indication(s)? Refer to 2/ CFR 3l6.3(b)(13)for the definiton of ( ) Yes, Application #
sameness for an orphan drug (i.e., active moiety). This definiton is NOT the (X) No
same as that usedfor NDA chemical classification!

.:. Administrative Reviews (Project Manager, July 11,2005, amended March 21,2006) X

General Information

.:. Actions
_.. _ø___._ ------------------

. Proposed action (X ) AP ()TA ()AE ()NA.__....H._._.__.._._.___.____...____..._..__...._______..___.________________._____..__._......____...___1--._--_.._----- ---

. Previous actions (specify type and date for each action taken) N/A.-_._---------------.__._--- --~---------_.

. Status of advertising (approvals only) (X) Materials requested in AP letter
( ) Reviewed for Subpart H

.:. Public communications
.---..--........_.___..___.M.._________..._._____.H._________..._..._.______.___.__...__......__._m__._._..............__...._____...._...

. Press Offce notified of action (approval only) (X)Yes 0 Not applicable_._---_..._----_.__.__.---_._-_...._-_.__.__......__.....----------_._._-_..._--.."----_.__._- -------_._--"-------
(X) None
( ) Press Release. Indicate what types (if any) of information dissemination are anticipated ( ) Talk Paper
( ) Dear Health Care Professional

Letter
.. .._- "'_. .~.- - ~,,- -

.:. Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)._~..__..._--_._-_._----.-----_._.._------ .__._--_..._. ---_.-
. Division's proposed labeling (only if generated after latest applicant submission

X (March 16,2006 Final)
_. of labeling) -------- --

. Most recent applicant-proposed labeling (February, 2006) X._-_.._-- -----------

. Original applicant-proposed labeling (Apri/29, 2005) ,
X---_._--------_._---------------------------------_._-_._-----------_._- -. Labeling reviews (Offce of Drug Safety trade name review) -~

. ODS DMETS- February 22, 2006, August 24,2005 X

.__.______!.__J2a§J?!!!1ç-=~~ve~_~_~£~2~19~~___________________________..._____.__________ ._-_._-_._._----------------
. Other relevant labeling (e.g., most recent 3 in class) N/A

.:. Labels (immediate container & carton labels)._._---------------------------------------_._--_._--
. Division proposed (only if generated after låtest applicant submission) N/A----_._-------_._----_._-------------------_. --------
· Applicant proposed (April, 2005 and February, 2006) X-------------_._---._._-----------~----- _._-----,---------------. Reviews DMETS (February 22,2006, August24, 2005); DDMAC (November X

29, 2005)
.:. Post-marketing commitments

__A. -- -
. Agency request for post-marketing commitments X

'--._- ---. Documentation of discussions and/or agreements relating to post-marketing
X

commitments
.:. Outgoing correspondence (i.e., letters, E-mails, faxes) X

.:. Memoranda and Telecons X

.:. Minutes of Meetings

. Pre-NDA meeting (March 10, 2005) X.-_.__._---_._---_._------------------.__._-----

. Filing meeting (July 6, 2005) X

. Pre-Approval Safety Conference
N/A

I
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.:. Advisory Committee Meeting N/A._._...-._--._----_._._~-_.__.._-_._-----_.._--_._--_......_---------_..._-_.__.__.._--_._---_..._._---_.__._._._-"-
. Date of Meeting N/A._-_......._---_.._-_._-_.__.._--_._-_..----_...__.__._-......_-----_.._.._-_._-------_._---_.._--_.._-..._----.------- -----_._-------------. 48-hour alert N/A ..-.:.

Federal Register Notices, DESI documents, NAS, NRC (if any are applicable)-Tentative
N/AFinal Monograph

Summary Application Review X
Summary Review (e.g., Office Director, Division Director; Medical Team Leader) Division Director- March 16,2006
.:. Medical Team Leader- March 6,

2006

Clinical Information
.:. Clinical review ( March 3, 2006) X
.:. Microbiology (effcacy) review N/A
.:. Safety Update review (included in March 3,2006 Clinical review) X
.:. Pediatric Page (separate page for each indication addressing status of all age groups) X
.:. Demographic Worksheet (NME approvals only) N/A
.:. Statistical review (February 1,2006) X
.:. Biopharmaceutical (February 13,2006) X
.:. Controlled Substance Staff review and recommendation for scheduling N/A

._n
.:. ClinicaUnspection Review Summary (DSI) .' -.-- '_. ~-'. ..X..._----- -

.. Clinical studies (February 22, 2006) X--_._------------_._----_._._-------_....__......._-_.-...--------_...__._...__....__.._-_....._--_.-
\

Bioequivalence studies N/A.
._-----_..._-----

CMC Information
,

.:. CMC review X

.:. Environmental Assessment
"~----_._------------------ ._-----

. Categorical Exclusion X----- ...._._-~-~-_._---_._._--._._-..._-_._._._._-----_.__..----_...__._..-....__._...__.._----_..._-_.__.._---- ..._---_..__.__.__._. 1--.._-_.__..__._.__.__._--._._-_........._.__..... Review & FONSI N/A-'-- ...-

. Review & Environmental Impact Statement N/A--------------_.__._.__._-_._-.:. Micro (validation of sterilization & product sterility . N/A
.:. Facilities inspection (provide EER report) X
.:. Methods validation N/A

Nonclinical Pharmllox Information
.:. Pharm/tox review, including referenced IN reviews (Februar 3, 2006) X
.:. Nonclinical inspection review summary X
.:. Statistical review of carcinogenicity studies N/A
.:. CACÆCAC report N/A
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Salix(
PHARMACEUTICA LS, INC.

March 15, 2006 NDA Amendment - Phase IV Commitments
Osmoprepui

Brian Harvey, MD, PhD
Director
Food and Drug Administrtion

Center for Drug Evaluation and Research
Division of Gastroenterology Products
5901-B Ammendale Road
Beltsvile, M D 20705-1266

Subject: NDA 21-892
Sodium Phosphate Monobasic Monohydrate, USP, and sodium phosphate
dibasic anhydrous, US P Tablets
NDA Amendment - Phase iV Commitments

Dear Dr. Harvey:

Please note the above referenced pending New Drug Application (NDÁ)š'ubmittcd 29 April
2005 in accord with Section 505(b)(2) of the Federal Food, Drug and Cosmetìc Act for the.
cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age and older.

Salix Pharmaceuticals has received the Agency's proposed Phase iv commitment and agrees to
perform the following: -~

1. Conduct a phanacokinetic (pK) and safety study of OsmoPrep in patients with
renal impairment.

Salix agrees to perform the Phase iv study in accord with the following timelines:

1) submission ofthe protocol;
2) start of study enrollment;
3) completion of the study;. and
4) submission of the final. study report

1 year after approval
21 months after approval

33 months after approval

If there are any questions concerning this submission, please do not hesitate to contact me at
(919) 862-1047, facsimile (919) 862- i 095, or email.JilLKompa(fsalix.com.

Sincerely,
Salix Pharmaceuticals, Inc.

pc- 1.(:(~-VY'~-'--

Wompa, M.S., RAC
Director, Regulatory Affairs-- 1700 Perimeter Park Drive. Monisville. NC 27560 ww.salix.com T. 919.862.100 F. 919.862.1095,
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Appved: OMB No 091l)338

FOOD AND DRUG ADMINIS1RA TION EXpiratio Date: Augus 31, 2005
See OMB Sttement on pae 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC.
FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(TitJe21, Code of Federal Regulations, Parts 314 & 601)

APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSIÖN

Salix Pharaceuticals, Inc. i 5 March 2006

TELEPHONE NO. (Incude Area Cod) FACSIMILE (FAX) Numbr (Include Are., Cod)

(919) 862-1000 (9 19) 862-1095
APPLICNT ADDRESS (NumOO, St, Cl. State, Countr. zip Code or Mall AUTHORIZED V.S AGENT NAME & ADDRESS (Number, Stt CIty, State,
Coe, and V.S. License number if preiosl issued). ZJP Code, telephone & FAX number) IF APPLICABLE

1700 Perimeter Park Drive Not Applicable
Morrisvile, NC 27560

PRODUCT DESCRIPTION

NEW DRUG OR AHTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMB ER (tf prviusly I$sued) 21-892

ESTABLISHED NAME (e.g, Prper name. VSPIU$A neme) PROPRIETARY NAME (trade /lame) IF AN

See Chemical OsmoPrepTM

CHEMICAUB10CHEMICAL/BLOOD PRODUCT NAME (tf any) CODe NAE (If any)

Sodium phosphate monobasic monohydrate, USP & sodium phosphate dibask anhydrous, fNKP- 102

USP
DOSAGE fORM.

I STRENGTHS:

ROUT OF ADMINISTRATION:

Tablet i .5 grams -ör w-' ~

(PROPOSED) INDICATION(S) FOR USE

Cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age or older
~PllCA liON DESCRIPTION

"PLICATION TYPE .

(chck one)
C! NEW DRUG APPLICATION (eOA, 21 CFR 314.50) o ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

o BIOLOGICS LICENSE APPLICATION (at, 21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRlATE TYPE 0505 (b)(1) l8 505 (b)(2)

IF AN ANDA, OR 505(b)(2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drg Visicol ~ Tablets Holder of Appred ApplicatiOl Salix Pharmaceuticals, Inc.

TYPE OF SUBMISSION (chec on) a ORIGiNA APPlICA nON Ql AMENDMENT TO APENOlNG APPLICATION o RESUBMISSION

o PRESUBMISSION o ANNUAL REPORT o ESTAlLISHMENT DESCRIPTION SUPPLEMENT a EFFICAY SUPPLEMENT

o LAELING SUPPLEMENT o CHEMISTRY MAFACTURING AN CONTROLS SUPPLEMENT o OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LEIER DATE OF AGREEMENT TO PARTIAL SUBMISSION-

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY DcaE o CBE-30 o Pnor Approval (PAl

REASON FOR SUBMiSSION

Phase IV Commihnents

PROPOSED MARKETING STATUS (check oiie) 18 PRESCRIPTION PRODUCT (RK) o OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITED I THIS APPLICATION IS o PAPER ø PAPER AND ELECTRONIC o elECTRONIC

ESTABLI$lMENT INFORMATION (Full establishment Informallon should be provided In the boy of th Appication.,
Provlde loctis of all maufcturing, packaging and control site!rfor drug subsnce and dru produc (C(bnuation sheet may be use if nesary). lndude na.
address, contac leleplOle number, registrtion nube (CFN), DMF numbe. and manufacturii~ steps andlor type of tesbng (e 9 Final dosage form, Stabili testig)
coduced at th sUe. Please indicate whthr the site Is ready for inspecboo or, If oO\, when it wil be ready

Cross Refereces (list relate License Applicaons, INOs, NOM, PMAs. 5lO(k)s. IDEs, BMfs. and OMFs referenced In the currnt application)

'\DA 21-097, INO 56,291. OMF# DMF# -

I

FORM ~56h (3105) PAGE 1 OF2



Ths application contains the following items: (Check all that apply)

I 0 1. lndel(

"J 2. Labeling (check one) o Draft labeling o Final Printe Labeling

0 3. Summary (21 CFR 314.50 (e))

0 4. Chemistry section

0 A. Chemistry, manufacturing. and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

0 8. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

0 C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

0 5. Nonclinicl phaimacologyand toxiclogy secon (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

0 6 Human phamiacokinetics and bloavailabilty section (e.g.. 21 CFR 314.50(d)(3); 21 CFR 601.2)

0 7. Clinical Microbiology (e g., 21 CFR 314.50(dX4))

0 6. Clinical data secion (e.g.. 21 CFR 314.5O(d)(5), 21 CFR 601.2)

0 9. Safety update report (e.g , 21 CFR 314.50(d)(5)(VI)(b); 21 CFR 601.2)

0 10. Statistical section (e.g , 21 CFR 314.50(d)(6); 21 CFR 601.2)

0 11. Case report tabulations (e.g., 21 CFR 314.5O(f)(1); 21 CFR 601.2)

0 12. Cas report foims (e.9 ,21 CFR314.5O (f)(2); 21 CFR 601 2)

0 13. Patent Information on any patent which daims the dru (21 U.S.C. 355(b) or (cl)

0 14. A patent certifcation with respec to any patent which clims the drug (21 use. 355 (b)(2) or (J)(2)(A))

0 15. Establishment descption (21 CFR Part 600. if applicable)

0 16. Debarment certifition (FO&C Ac 306 (k)(1))

0 17. Field copy certification (21 CFR 314.50 (1)(3))

0 18. User Fee Cover Sheet (Form FDA 3397)
"_. -"-'.~" W'. _

0 19. Financial Information (21 CFR Part 54)

l8 20. OTHER (Specif) Phase IV Commitments

æTIFICATION

I agree to update this appliction with new safety information about the product that may reasonably aff the statement of contralndicaUons,
warnings. precautions, or adverse reactions in the draft labeling. I agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application IS approved. I agree to comply with all applicble laws and regulations that apply to approved applicaions,
Including, but not limited to the following.

1. Good manufacturing practice reulations in 21 CFR Parts 210, 211 or applicable reulations, Parts 60, and/or 820.
2. eiologicl establishment standan: in 21 CFR Part 600.

3 Labeling regulations in 21 CFR Parts 201,606,610,660, and/or 809.
4. In the cae of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

5. Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71,314.72,314.97,314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.aO. 314.61, 600.80, and 600.81.

7. local, stte and Fedral environmental impact las.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act I agree not to ma!1et the
product unti the Drug Enforcent Administration makes a final scheduling deciion.

The data and infomiatlon in this submision have. ben reviewe and. to the best of my knowledge are certfied to be tre and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, titl 18, section 1001.

SIGNATUR~ OF RESPONSIBLE OFfiCIAL OR AGENT TYPED NAME AND TITLE

SJS llX
~u,G ~&- Jil Kompa, M.S., RAe

Director, Regulatory Affairs
AO~r: $tt, Cit. Stite. and zip Coe) Telepone Number

170 imeter Park Drive (919) 862-\047
Morrsvile, NC 27560

Public reporting burden for this collection of infonnation is estimated to average 24 hours per response, including the time for revieng
instructiòns, searching existing data sources, gatheñng and maintaining the data needed, and completing and reviewing the colleion of ¡nfonnation.
Send coments regarding this burden estimate or any other aspect of this collection of intoonation. including suggestions for reducing this burden to:

Departent of Health and Human Servces Deartent of Healh and Human Services
Food and Drug Administration Food an Dru Administtion An agency may not conduct or sponsor, and
Center for Drug Evaluation and Research Ceter for B\oic Evaluation and Research (HFM-99) a person is not require to respnd to. a
Central Docment Room 1401 Rocklle Pike collecton of information unless it displays a
5901-8 Ammendale Road Rodwille, MO 20852-1448 currently valid OM8 control number.
leltsville, MD 20705-1266

FORMFßitS6h (31051 PAGE20F2
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Il=jD)A
Food and Drng Administration
Center for Drug Evaluation aDd Research
Offce of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

DATE: March 16, 2006

To: Jil Kompa, Dlre.ctor, Regulatory

Afirs
Company: Salix Pharmaceuticals. Inc.

From; Tanya D.-Clay ton; BS.' .
Rel!ulatory Health Proiect Manal!er
Division of Gastrintesinal and Coaglation
Drug Products

Fax number: 301-796-9905Fax number: 919.862-1095

Phone number: 919-862-1047 Phone number:'30 1-796-0871

Subject: NDA 21-892 ACLÎon Lettr "~

Total no. of pages includig cover: 14

Comments;
Pleae find atched the Action Lelt~r for NDA 21-892, OsmoPrep Tablets.

Bcst regas.

Docuent to be mailed: ItYES NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT 15 PRIVILEGED, CONf'IDENTlAL, AND PROTECTf:D
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authored to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 796-0871. Thank you.

---



Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SaEET

DATE: March 16, 2006

To: Jil Kompa, Director, Regulatory
Affairs

Company: Salix Pharmaceuticals, Inc.

From: Tanya D. Clayton, BS
Regulatory Health Project Manager
Division of Gastrointestinal and Coagulation
Drug Products

Fax number: 30 1-796-9905Fax number: 9 i 9-862- 1095

Phone number: 9 i 9-862- i 047 Phone number: 301-796-0871

Subject: NDA 21-892 Action Letter

Total no. of pages including cover: 14

Comments:
Please find attached the Action Letter for NDA 2 1-892, OsmoPrepTablets.

Best regards. .
~
'f

Document to be mailed: 0YES NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 796-0871. Thank you.

--,



Saiix~
PHARMACEUTlCALS, INC.

March 14, 2006 NDA Amendment - Revised Label Mock~up
OsmoprepTM

Brian Harvey, MD, PhD
Director
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastroenterology Products
5901-8 Ammendale Road
Beltsville, MD 20705-1266

Subject: NDA 21-892
Sodium Phosphate Monobasic Monohydrate, USP, and sodium phosphate
dibasic anhydrous, USP Tablets
NDA Amendment -. Revised Label Mock-up

Dear Dr. Harvey:

Please note the above referenced pending New Drug Application (NDA) submitted 29 April
2005 in accord with Section 505(b)(2) of the Federal Food, Drug and Cosmetic Act for the
cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age and older.

Enclosed please find the revised final printed labeling mock-up for the OsmoPrep container
labeL. Changes were made to the label in accord with the Agency's requested changes sent via
email on March 9, 2006.

If there are any questions concerning this submission, please do not hesitate to contact me at
(919) 862-1047, facsimile (919) 862- 1095, or email.Jill.Kompa~saiix.com~

Sincerely,
Salix Pharmaceuticals, Inc.~

1700 Penmeter Park On~ Morò,viUe, NC 27560 ww..alix.com T. 919.862.1000 F. 919.862.1095
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved. OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION £Xt)tIDn Date: August 31, 2005

See OMB Statement on pagf 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,
FOR FDA USE ONL Y

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations. Parts 314 & 601)

APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Salix Pharmaceuticals, rne. . 14 March 2006
TELEPHONE NO. (Incude Area Code) FACSIMILE (FAX Number (fncludeArea Code)

(919) 862-1000 (919) 862~I095
APPLICANT ADDRESS (Number, Stret. City, State, Country, zip Coe or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, CIty, State,
Code. and U S. LIcense number if previously issued) zip Code, telephone & FAX number) IF APPLICABLE
1700 Perimeter Park Drive Not Applicable
Morrsville, NC 27560

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPliCATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (ff prvisl issued) 21-892

ESTABUSIiEO NAME (e g, Prop name, USP/USAN name) PROPRIETARY NAME (tre name) IF ANY

See Chemical OsmoPrepTM
CHEMICAUBIOCHEMICALILOOD PRODUCT NAME (I any) CODE NAME (If any)

Sodium pho~¡phate monobasic monohydrate, USP & sodium phosphate dibasic anhydrous, INKP-102
USP
DOSAGE FORM'

I STRENGTHS:

ROUTE OF ADMINISTRATION:

Tablet i.5 grams Oral .

(PROPOSED) INOfCATION(S) FOR USE

Cleansing of the bowel as a preparation for colonoscopy in adults 18 year of age or older

~PPLlCATlON DESCRIPTION
APPLICATION TYPE
(chck one) t8 NEW DRUG APPLICATION (eOA, 21 CFR 314.50) o ABBREVIATED NEW DRUG APPLlCATlON (ANDA, 21 CFR 314 94)

o BIOLOGICS LICENSE APPLICATION (BLA.21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0505 (bX1) 18 505 (bX2)
IF AN ANOA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name or Drug Visicol ~Tablets Holder of Ap proved Appllcaflon Salix Pharmaceuticals, Inc,

TYPE OF SUBMISSION (check one) a ORIGtNAL APPCATION ~ AMENDMENT TO APOING APPLICATION a RESU8MISSlON

a PRESUBMISSION a ANNUAL REPORT a ESTABLISHMENT OESCRIPTION SUPPLEMENT a EFFICACY SUPPLEMENT

o LA8ELING SUPPlEMENT o CHEMISTRY MANUFACTURING ANO CONTROLS SUPPLMENT o OTHER

IF A SUBMISSION OF PARTIAL APPUCATION. PROVIDE LETER DATE OF AGREEMENT TO PARTIAL SUBMISSION.

IF A SUPPlEMENT, IDENTIFY THE APPROPRIATE CATEGORY .OCHE o CBE-30 o Pnor Approv;il (PA)

REASON FOR SUBMISSION

Revtsed Container Label Mock-up

PROPOSED MARKETNG STATUS (check one) t8 PRESCRIPTION PROOuCT (Rx) o OVER THE COUNTER PROOUCT (OTCI

NUMBER OF VOLUMES SUBMITTED i THIS APPliCATION IS o PAPER 18 PAPER AND elECTRONIC o ELECTRONIC

ESTABLISHMENT INFOAMA TION (Full establishment information should be provided in the body of the Application.)
PlOvide locafion of all manufacturing. packagIng and control Slles for dru9 substance and drug product (confinuation shets may be used If neessary). Include name,
address. contact, telephooe number, registafion number (CFNl. OMF numr, and manufacturng steps andlor type 01 testing (e.g. Final dosage for, Stability tesfingl
conducted at the s~e. Please indicate whether !he site is ready lor inspecfion or, if not, when it win be ready -

Cros Reference (list relate( License Applicaions, IN Os. NOAs. ?MAs. 510(k)s,IOEs, BMFs, and OMFs referenced in the current application)
._..~-...-

l\DA 21-097. IND 56,291, DMF# ! .c.,OMF#

i
FORM FDA 356h (3/05) PAGE 1 Of 2



This application contains the following items: (Check al/ that apply)
. 0 1. Index .

'0 2 Labeling (check one) . 0 Draft labeling o Final Pnnted Labeling

0 3 Summary (21 CFR 314.50 (e))

0 4. Chemistr section

0 A. Chemistry, manufactunng. and controls information (e.g., 21 CFR 314.50(d)(1); 21 CfR 601.2)
.

0 B Samples (21 CFR 314.50 (e)(1), 21 CFR 601.2 (a)) (Submit only upon FDA's requesi)

0 C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

0 5. Nonclinical pharmacology and toxicology section (e.g.. 21 CFR 314.50(d)(2); 21 CFR 601.2)

0 6. Human pharmacokinetics ana bioavailabilty section (e.g., 21 CFR 314 50(d)(3); 21 CFR 601 2)

0 7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

0 8 Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

0 9 Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601 2)

0 10 Statistical seclion (e.g.. 21 CFR 314.50(d)(6); 21 CFR 601.2)

0 11. Case report tabulations (e.g.. 21 CFR 314.50(f)(1), 21 CfR 601.2)

0 12. Case report forms (e.g.. 21 CFR 314.50 (f)(2); 21 CFR 601.2)

0 . 13 Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

0 14 A patent certcation with respec to any patent \\ich daims the drug (21 U.S.C. 355 (b)(2) or úl(2)(A))

0 15. Establishment descnption (21 CFR Part 600, if applicable)

0 16 Debarment certification (FD&C Act 306 (k)(1))

0 17. Field copy certlficatJon (21 CFR 314.50 (1)(3))

0 18. User Fee Cover Sheet (Form FDA 3397)

0 19. Financial Information (21 CFR Part 54)

~ 20. OTHER (Specify) Revised Container label Mock-up

CERTIFICATION

I agree to update this application with new safety information about the prouct that may reasonably affect the statement of contraindications,
warnings. precautions, or adverse reactions in the draft labeling. I agree to submit safety update report as provided for by regulation or as
requested by FDA. If this appllcation Is approved, I agree to comply with all applicable laws and regulallons that apply to approved applications.
including, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR Part 210, 211 or applicable regulations, Part 606, and/or 820.
2. Biological establishment standards in 21 CFR Part 600.
3. Labeling regulations in 21 CFR Paris 201. 606, 610. 660. and/or 809.
4 In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
5 Regulatins on making changes in application in FD&C Act seclion 50A, 21 CFR 314.71, 314.72. 314.97. 314.99, and 601.12.
6. Regulations on Report in 21 CFR 31480,314.81,600.80. and 600.81-
7. Local, state and Federal environmental impact laws.

If this appllcation applies to a drug product that FDA has proposed for scheduling under the Contrlled Substances Act, i agree not to market the
product untJl the Drug Enforceent Administration makes a final scheduling decision
The data and information in this submission have been reviewd and. to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement IS a cnminal offense, U.S. Code, title 18, section 1001.

SiGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPEO NAME AND TIRE DATE:

A JJ. ~r~ Jill Kompa, M.S., RAe
3/i'l/b bDirector, Regulatory Affairs .

AD~E i-d. "' s'""'. "' zip ~""J Telephone Number

l70 Pc meter Park Drive (919) 862-1047
Mom. vile, NC 27560

Public reporting burden for this collection of information is estimated to average 24 hours per response. including the time for reviewing

instructions, searching existing data sources, gathenng and maintaining the data needed. and completing and reviewing the collecon of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, induding sugestions for reducing this burden to:

Department of Health and Human Servics Department of Health and Human Services
Food and Drug Administration Food and Drug Administration An agency may not conduct or sponsor. and
Center for Drug Evaluation and Research Center for Biologics Evaluation and Research (HFM-99) a person is not required to respond to, a
Central Document Room 1401 Rockville Pike collection of informalion unless it displays a
-;o 1-B Amenda1e Road Rockville. MD 20852-1448 currently valid OMS control numbe.
ieltsvile. MD 20705-1266

FORM FDA 356h (3(05) PAGE 2 OF 2
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§. 552(b)( 4) Trade Secret I Confidential

X . § 552(b)( 4) Draft Labeling

§ 552(b )(5) Deliberati~e Process



Clayton, Tanya

J:

Peat, Raquel (raquel.peat~fda.hhs.govl
Monday, March 13,20062:16 PM
Clayton, Tanya
Strongin, Brian K; Colangelo, Kim M; Harvev, Brian; Korvick, Joyce A; He, Ruyi; Brodsky, Eric
CLEARED: 505(b)(2)- NDA 21-892, ~ with a goal date of March 17,2006

'm:

Cc:
Subject:

'\

Hi Tanya:

Thanks so very much for the detailed responses to our questions. You are cleared to act on NDA 2 i -892 by 10,
ORP and OCC. It should be noted that the applicant should submit a new Form 3542 (Patent Information
Submitted Upon and After Approval of an NDA or Supplement) to list their patents within 30 days after
approval.

Happy Action!

Raquel

L(¡ CJue( (Peat, :M, :Mcp VS(J
Regulatory Project Officer
FDA/CDER/OND, Immediate Office
301-796-0700 (OND 10 main)
30 1-796-0517 (direct)
Fax: 301-796-9858

Aress: .
10903 New Hampshire Ave.
Bldg #22, Room 6469
Silver Spring, MD 20993
Email address has changed as of Februry 1,2006: RaqueLPeat(ffda.hhs.gov

1



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRA nON
CENTER FOR DRUG EV ALUA nON AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: January 27, 2006

TO: Tanya Clayton, B.S., Regulatory Health Project Manager
Eric Brodsky, M.D., Medical Officer

FROM: Khairy W. Malek, M.D., Ph.D.
Medical Officer

THROUGH: Constance Lewin, M.D., M.P.H.
Acting Branch Chief
Good Clinical Practice Branch I
Division of Scientific Investigations

SUBJECT: Evaluation of Clinical Inspections

NDA: # 21-892

APPLICANT: InKine Pharmaceutical, Inc.

DRUG: --
THERAPEUTIC CLASSIFICATION: Standard Review

INDICATION: Cleansing of the bowel in preparation for Colonoscopy in adults.

. CONSULTATION REQUEST DATE: Date: July 7, 2005

DIVISION ACTION GOAL DATE: December 6, 2005

. PDUF A DATE: March 17, 2006



i. BACKGROUND:

Visicol tablets (INKP-IOO) (sodíum phosphate monobasic monohydrate and sodium
phosphate dibasic anhydrous) was approved for its use in colon cleansing before
colonoscopy in 200 I. There were post-marketing reports of whitish flocculent or hazy
residue which obscured mucosal visualization in some cases. It was found to be
microcrystalline cellulose (MCC) which was used as excipient in the original formula
(23%). The sponsor has introduced another form of tablets which contain the same active
ingredients plus 13% of the excipient MCC (INKP-lO 1)

In this NDA, the sponsor included results from study INKP-102-04-01 using a new
formulation which contain the same active ingredient without MCC to get a better
visualization of the mucosa. Each tablet contains 1.102 gm of sodium phosphate
monobasic monohydràte USP and 0.398 gm of sodium phosphate dibasic anhydrous USP
for a total of 1.5gm of sodium phosphate.

Eligible subjects wil be randomized to receive one of the following 3 regimens:

1. Visicol tablets (INKP-I0 1), 60 g of sodium phosphate.
2. 40 INKP-I02 tablets (60 g sodium phosphate)
3. 32 INKP-I02 tablets (48 g sodium phosphate)

Primary Efficacy Endpoint:

The primary effcacy endpoint evaluation would be performed by a blinded investigator
(endoscopist) directlyviewing the colon at Visit L. Assessment of the effectiveness of
the study medication was measured by the investigator using a 4-point scale as stated in
Appendix 4 ofthe protocol (I = Excellent, 2 = Good, 3 = Fair, 4 = inadequate). The
Investigator would assign a score for the overall quality of colonic cleansing and a score
for the quality of cleansing of the ascending colon based on the amount of retained
colonic content observed during the endoscopic procedure.

Secondary endpoints:

· Frequency of inadequate preparation, assessed by the physician questionnaire
· Length of procedure time

· Amount of irrigation fluid used
· Assessment of laboratory parameter changes from baseline.
· Assessment of safety, assessed by frequency and severity of clinical adverse

events.
· Assessment of patient acceptance of dosing regimen taken.



required by the protocol. The CI did not do a complete physical examination at the
screening for six subjects: 1201, 1202, 1203, 1204, 1205 and 1206. The systems not
done for these subjects at the screening physical examination were: HEENT (except
for 1202), Endocrine/Metabolic, Neurologic, Hematologic/Lymphatic and
MusculoskeletaL.

There was no limitation to the inspection.

These violations would not affect the validity of the data. The data from this site can
be used in support of the NDA.

3. Site # 3: Nav Grandhi, M.D., GastrointestinalResearch Consultants of Greater
Cincinnati, i 0600 Montgomery Road, Suite 100, Cincinnati, Ohio, 45242

The field investigator reviewed the records of 19 subjects out of 47 enrolled. There
were no violations observed at this site.

There was no limitation to the inspection.

The data from this site can be used in support of the NDA.

II. OVERALL ASSESSMENT OF FINDINGS AND GENERAL
RECOMMENDA nONS

The violations observed in the first two sites (# 31 & 12) do not adversely affect data
acceptability and the results of the inspection at these two sites support use of the data for

this NDA. The third site (# 3) had no violations observed during the inspection, and the
data from that site are acceptable for use in support of this NDA.

No follow-up inspections are needed in this case.

Khairy W. Malek
Medical Offcer

CONCURRNCE:

Constance Lewin, M.D., MPH
Acting Branch Chief
Good Clinical Practice Branch I
Division of Scientific Investigations



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

Khairy Malek
2/22/2006 03: 01: 44 PM
MEDICAL OFFICER

Constance Lewin
2/22/2006 03: 06: 58 PM
MEDICAL OFFICER



,
DEPARTMENl OF HEALTH AND HÙMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION
FOOD AND DRUG ADMINISTRATION

, (Division/Offce): FROM:

~cott Dallas and Diane Smith, White Oak Tanya Clayton, Regulatory Health Project Manager
Rr 4421 White Oak, Rm 5103

DATE INDNO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

February22,2006 56,291 21-892 Tradename Review
i

February 16,2006

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

INKP-102 (Sodium Phosphate High Laxative April 16, 2006
Monobasic Monohydrate, USP,
sodium Phosphate dibasic

anhydrous, USP tablets
NAME OF FIRM: Salix Pharmaceuticals, Inc.

REASON FOR REQUEST

i. GENERAL

o NEW PROTOCOL o PRE-NDA MEETING o RESPONSE TO DEFICIENCY LETTER

o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING

o NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISION

o DRUG ADVERTISING o SAFET/EFFICACY o ORIGINAL NEW CORRESPONDENCE

o ADVERSE REACTION REPORT o PAPER NDA o FORMULATIVE REVIEW
o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT lE OTHER (SPEC/FY BELOW): See comments below.
o MEETING PLANNED BY

COMMENTS/SPECIAL INSTRUCTIONS:

This is a 505 (b)(2) New Drug Application that is indicated for cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age and older.

he sponsor is previously pro'posed --and' := as the tradename. Your August 24, 2005 review denied both names as the tradename.

,onsequently, the firm then proposed.: Osmoprep, or r -, as the proposed tradenames, as you are currently reviewing. However, as of

Feb. 16,2006 (see attached e-mail), the firm has changed their order of proposed trade names. The firm is now proposing \ -
Osmoprep and' - The firm is aware that a decision on these proposals will not take place prior the PDUFA goal date, 03/17/06. Please note that
this application was submitted electronically, consequently, it may be found on the EDR pathway - N 21892/29ApriI2005. i wil forward the offcial
submission once it arrives. Please let me know if you require additional information. Thank you in advance.
TanyaClayton - 301-796-0871.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
lE MAIL (e-mail) OHAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER



Hi T anyã,

I relayed the information you provided yesterday to our marketing group regarding the proposed trade names. They have actually
rl°cided that they would ask the Agency reviewers to reprioritize the trade names we submitted yesterday, even if it means you
. them to stop reviewing the names previously submitted in Dec 05 (Osmoprep, __ They understand that you cannot

tantee approval of a trade name by the NDA action date of March 17; however, they would prefer these names enouqh to
reshuffle those in the queue. Again, they would like those we submitted yesterday, in that order r '
OsmoPrep, and' - i.

I would like to discuss with you by phone - would you kindly give me a call when you get this. Mymain concern is that once we
obtain the Agency's agreement on a trade name post-approval, do we need to resubmit the mock-up labeling with the approved
trade name, even if it is after approval.

Also, I am working to get you the labeling mock-ups in the Salix tradedress format by next week.

Kind regards, Jil

Jill Kampa, M.S., RAC
Director, Regulatory
Salix Pharmaceuticals.
1700 Perimeter Park Drive
Morrisvile, NC 27560
Phone: 919-862-1047
Cell: 919-360-3314
Fax: 919-862-1095
Email: jil.kompa~salix.com



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

Tanya Clayton
2 /22 /2 006 01: 27 : 28 PM
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*** * * ** * * *** *** * * *** *

*** TX REPORT ***
******* **************

TRANSMISSION OK

TX/RX NO
RECIPIENT ADDRESS
OESTINA TION IO

ST. TIME
TIME USE
PASES SENT
RESUL T

0872
919198821095

02/2118:23
00' 19

2

OK

Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation in

FACSIMILE TRANSMITTAL SHEET

DATE: Februar 21,2006

From: Tanya D. Clayton, as
Regulatory Health Project Manager
Division of Gastroenterology Prooucts

\
To: Jut Kompa, Director. Regutory

Afrs
Company; Salix Pharaceuticas, Inc.

Fax nltniber: 9) 9-862-) 095 Fax number: 30 i. 796-9905
.

Phone number; 30 i -796-0871Phone number; 919-862-1041

Subject: 'NDA 21-892 Clinical Information Request

Tota no. of pages inclucling cover: _2_

Comments
Please find attched an Information request for NDA 21-892. Please submit the request as an amendment to
the NDA.

Best regards.

Document to be maUed: YES 6lNO

--
, THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS AODRESSeD

AND MAY CONTAIN INFORMATION THAt IS PRIVILEGED, CONFIDENTIAL, ANO PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL - SHEET

DATE: February 21,2006

To: Jil Kompa, Director, Regulatory
Affairs

Company: Salix Pharmaceuticals, Inc.

From: Tanya D. Clayton, BS
Regulatory Health Project Manager
Division of Gastroenterology Products

Fax number: 919-862-lO95 Fax number: 301-796-9905

Phone number: 919-862-1047 Phone number: 301-796-0871

Subject: NDA 21-892 Clinical Information Request

Total no. of pages including cover: 2

Comments:
Please find attached an Information request for NDA 21-892. Please submit the request as an amendment to
the NDA.

Best regards. "l

Document to be mailed: YES ØNO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any reviêw, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 796-0871. Thank you.

--,



The clinical Information Request is as follows:

Please submit the efficacy results for the co-primary efficacy endpoints for the seven
treatment groups for the following three subgroups in Study NKP-102-03-01 (your
phase 2, dose ranging study): patients between ages of 18 and 64 years old, patients
between the ages of 65 and 74, and patients 75 years or older.

APPEARS THIS WAY

ON ORIGINAL ~.

--,
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation in

FACSIMILE TRANSMITTAL SHEET

DATE: Februai 14,2006

From: Tanya D. Clayton, BS
Regulatory Heath Project Manager
Division of Gastrointestinal and Coagulation
Dru Products

Fax Dumber: 301-796-9905

-l
To: Jil Kompa, Director, Regultory

Afrs
Company: Sal Pharaceuticas, Inc.

Fa number: 919-862-1095

Phone number: 919-862-1047 Phone number: 301-796-0871

Subject: NDA 21-89:2 Clinical Information Request

Tota no_ of pages including cover: 2

Comments:
Please fid atached an Inormation request for NDA 2 i -892. Please submit the request as an amendment to
the NDA.

Besi regards.

Doument to be maied: YES laNO

--
# THIS DOCUMENT 18 INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED

AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED. CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.



Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: February 14, 2006

To: Jil Kompa, Director, Regulatory
Affairs

Company: Salix Pharmaceuticals, Inc.

From: Tanya D. Clayton, BS
Regulatory Health Project Manager
Division of Gastrointestinal and Coagulation
Drug Products

Fax number: 301-796-9905Fax number: 919-862- 1095

Phone number: 919-862-1047 .
Phone number: 301-796-0871

Subject: NDA 21-892 Cliiical Information Request

Total no. of pages including cover: 2

Comments:
Please find attached an Information request for NDA 2 i -892. Please submit the request as an amendment to
the NDA.

Best regards. \

Document to be mailed: YES ItNO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 796-0871. Thank you.

--,



The Statistical Information Request is as follows:

· Please send the Glimmix Sas macro that was used to analyze the primary endpoint in Study
INKP-102-04-01.

APPEARS THIS WAY

ON ORIGINAL
.,.
"

--,



DEPARTMENT OFHEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINlSmA T10N

" (Division/Offce): FROM:

Jcott Dallas and Diane Smith, 'White Oak Tanya Clayton; Regulatory Health Project Manager
Rm 4421 White Oak, Rm 5103

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

January 5, 2006 56,291 21-892 Tradename Review December 19,2005

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

INKP-102 (Sodium Phosphate High Laxative February 1, 2006
Monobasic Monohydrate, USP,
sodium Phosphate dibasic
anhydrous, USP tablets
NAME OF FIRM: Salix Pharmaceuticals, Inc.

REASON FOR REQUEST

I. GENERAL

o NEW PROTOCOL o PRE--NDA MEETING o RESPONSE TO DEFICIENCY LETTER

o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING

o NEW CORRESPONDENCE o RESUBMISSION D' LABELING REVISION

o DRUG ADVERTISING o . SAFET/EFFICACY o ORIGINAL NEW CORRESPONDENCE

o ADVERSE REACTION REPORT o PAPER NDA o FORMULATIVE REVIEW

o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT (R OTHER (SPECIFY BELOW): See comments below.
o MEETING PLANNED BY

COMMENTS/SPECIAL INSTRUCTIONS: 

This is a 505 (b)(2) New Drug Application that is indicated for cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age and older.

ie sponsor is previously proposed. ~ ind - as the tradename. Your August 24,2005 review denied both names as the tradename.

.nsequently, the firm is now proposing ( ~Osmoprep, or r -: as the proposed tradenames. The PDUFA goal date is 03/17/06. Please note
that this application was submitted electronically, consequently, it may be found on the EDR pathway - N 21892/29Apríl2005. Please let me know if you
require additional infonnation. Thankyou in advance.
Tanya Clayton - 301-796-0871.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Chec one)
(R MAIL (e-mail) DHAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER



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

Tanya Clayton
1/5/2006 12: 54: 42 PM



DEPARTMENT OF HEATH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION
FOOD AND DRUG AOMINISTRA TION

. ''l(visionlflce): FROM:

..~ùtt Dallas and Diane Smith, White Oak Tanya Clayton, Regulatory Health Project Manager
Rm 4421 White Oak, Rm 5103.

DATE INDNO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

January 5, 2006 56,291 21-892 Tradename Review December 19, 2005

NAME OF DRUG PRIORITY CONSIDERA nON CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

INKP-102 (Sodium Phosphate High Laxative February 1 J 2006
Monobasic Monohydrate, USP,
sodium Phosphate dibasic
anhydrous, USP tablets

NAME OF FIRM: Salix Pharmaceuticals, Inc.

REASON FOR REQUEST

i. GENERAL

o NEW PROTOCOL o PRE-NDA MEETING . 0 RESPONSE TO DEFICIENCY LETTER
o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING
o NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISION
o DRUG ADVERTISING o SAFETY/EFFICACY o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o PAPER NDA o FORMULATIVE REVIEW
o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT o OTHER (SPEC/FY BELO~: See comments below.
o MEETING PLANNED BY

COMMENTS/SPECIA INSTRUCTIONS: 

This is a505 (b)(2) New Drug Application that is indicated for cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age and older.

'sponsor is pre~iously proposed-- and - as the tradename. Your August 24,2005 review denied both names as the tradename.

3equently, the finn is now proposing '= Osmoprep, or i - as the proposed tradenames. The PDUFA goal date is 03/17/06. Please note

mat this application was submitted electronically, consequently, it may be found on the EDR pathway -N 21892/29ApriI2005. Please let me know if you
require additional infonnation. Thank you ifi advance.

Tanya Clayton - 301-796-0871.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)

o MAIL (e-mail) OHAND

SIGNATURE OF RECEIVER i SIGNATURE OF DELIVERER

\/ ~/
L .'l Ú

"1 (j¥



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

Tanya Clayton
1/5/2006 12: 54: 42 PM
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 21-892

Salix Pharmaceuticals, Inc.
Attention: Jil Kompa, Director, Regulatory Affairs
1700 Perimeter Park Drive
Morrisville, NC 27560

Dear Ms. Kompa:

We acknowledge receipt on October 11,2005, of your October 7,2005, correspondence
notifying the Food and Drug Administration of the change of ownership of the following new
drug application (NDA):

Name of Drug Product: Sodium Phosphate Monobasic Monohydrate, USP & Sodium
Phosphate Dibasic Anhydrous, USP-f Tablets.

NDA Number: 21-892

Name of New Applicant: Salix Pharmaceuticals, Inc.

Name of Previous Applicant: InKine Pharmaceutical Company, Inc. 'l

Your correspondence provided the information necessary to effect this change, and we have
revised our records to indicate Salix Pharmaceuticals, Inc. as the sponsor of record for this
application

We remind you that you must comply with the requirements for an NDA set forth under 21 CFR
3 i 4.80 and 314.81. In addition, you are responsible for any correspondence outstanding as of
the effective date of the transfer.

Please cite the NDA number listed above 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 Gastroenterology Drug Products
590 I-B Ammendale Road
Beltsville, MD 20705-1266

--,



NDA 21-892
Page 2

If you have any questions, call me at (301) 796-0871.

Sincerely~

(S'ee appended electronic signature pagel

Tanya Clayton, B.S.
. Regulatory Health Project Manager
Division of Gastroenterology Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

cc: InKine Pharmaceutical Company, Inc.

1787 Sentry Parkway West
Building 18, Suite 440
Blue Bell, P A 19422

.~

--,



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

/s/
Tanya Clayton
11/16/2005 02: 50: 53 PM

..~

--,



MEMORANDUM

To: Tanya Clayton, 8.5.
Div. of Gastroenterology Products

From: Iris Masucci, PharmD, 8CPS
Debi Tran, PharmD
DDMAC

Date: November 23, 2005

Re: Comments on draft labeling for t-" tablets

(sodium phosphate monobasic monohydrate and sodium phosphate
dibasic anhydrous)
NDA 21-892

/'

DDMAC has reviewed the proposed package insert, carton, àndcontâiiîer fo'r - and offers

the following comments.

PackaQe Insert

'~

Description

M is manufactured with a highly soluble tablet binder and does not contain

microcrystalline cellulose (MCC)."

/-
Clinical Studies

.r
-l

We recommend that the mention of the brand name "Visicol" be deleted from this
sentence. In general, comparator drugs are identified only by generic names in labels,
regardless of whether or not they are produces by the same manufacturer.

--
1,.



"Response was defined as a rating of "excellent" or "good" on a 4 point cleansing scale, as
determined by the physician performing the colonoscopy, who was blinded to the treatment
assignment. "

Is this rating scale a validated instrument? We note that the Visicollabel specifically
mentions that its scale is in fact validated. We recommend you consult Laurie Burke of
the OND 10 for evaluation of the adequacy and validity of this scale for use in labeling.

Is the inclusion of the dose ranging study appropriate for labeling? In general, dose
ranging studies are not included in labeling because they are inadequately designed to
allow clinical conclusion (as this label in fact notes) and because they include a range of
off-label dosing regimens. Unless this study is particularly helpful to the clinician for
understanding the proper use of the drug, we recommend its deletion.

Table 2: Phase 3 Study - Overall Colon Cleansing Response Rates

. In this table, we suggest that results for all possible sceres OR the rating scale be
included, not just the "overall response rate," a combination of "excellent" and "good"
scores. This revised presentation would be consistent with the results presentation in
the Visicol clinical studies section.

In addition, we recommend deletion of the p-values from this table. Despite the
explanation of the p-values in the table footnote and in the paragraph that immediately
follows the table, the overall impression from these data with p-values is that - ~ is "~

statistically better than Visicol.

r-

-l
Are the data on results in the ascending colon supported by substantial evidence? If
not, we recommend they be deleted entirely from the labeL. We also note that the claim
of " :-==' mentioned above is most likely inappropriate for labeling because it
appears to be a secondary endpoint and the findings have not been replicated in another
study.

r--

~
-- 2,

--.



r
-l

These final three paragraphs of the clinical studies section describe results for amount of
irrigation fluid needed, compliance rates, and patient preferences. We recommend
these findings all be deleted from the label unless they are adequate supported.

Precautions - Preparative Diet

r-

We suggest the section on preparative diet be moved to the Dosage and Administration
section so that it is included in the description of the overall bowel prep regimen. In its
current placement, it can be easily overlooked.

Adverse Reactions

We recommend that all mention of '-- differences in advers,e event rates be
deleted from the labeL. This includes removal of the p-values from Table 6. In general,
adverse events are not presented with statistics unless particular events were the
primary endpoints of prospectively designed safety studies. -~

Table 6

We recommend that the result~ for the 32 tablet dose of
type as is currently proposed.

not appear on bolded

Carton and Container Labeling

DDMAC has no comment on the proposed carton or container labeling.

-- 3,



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

/s/
Michelle Safarik
i i / 2 9/20 05 0 i : 4 i : 43 PM
DDMAC REVIEWER
Signed for Iris Masucci.

'Yt

--,



Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: November 1,2005

To: Jil Kompa, Director, Regulatory
Afairs

Company: Salix Pharmaceuticals, Inc.

From: Tanya D. Clayton, BS.
Regulatory Health Project Manager
Division of Gastrointestinal and Coagulation
Drug Products

Fax number: 301-796-9905Fax number: 919-862-1095

Phone number: 919-862-1047 Phone number: 301 -796-0871

Subject: NDA 21-892 Statistical Information Request

Total no. of pages including cover: 2

Comments:
Please find attached an Information request for NDA 21-892. P1ease'submit the request as an amendment to
the NDA.

Best regards. ''l

Document to be maied: YES IiNO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 827-4005. Thank you.

--,
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Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: November I, 2005
\'~

To: Jil Rompa. Director, RegutoryAf
Compauy: Sal Pharaceuticas, Inc.

Fa number: 919-862-1095

From: Tanya D. Clayton, BS
Regulatoiy Health Project ManRer

. Diviion of Gasointestinal and Coagulation

Drg Products
Fax number: 301-796-9905

Phone Ilumber: 30 I -796..87 iPhone number: 919-862-1047

Subject: NDA 2 i -892 Statistical Information Reuest

Tota no. of paces Including cover: _2_

Conuents:
Please fid attched an Information request for NDA 21-892. Pleas submit the request as an amendment to
the NDA.

Best regacds.

Doent to be mad: YES JaNO

--
, THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED

AND MAY CONTAIN INFORMATION THAT IS PRMLEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW. .



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION
FOOD AND DRUG ADMINISTRATION

, (Division/Offce): FROM:

Guirag Poochikian, Tanya Clayton, Project Manager
Acting Chair of the COER Nomenclature Committee, Division of Gastroenterology
White Oak, 2618 (building #21) White Oak, 5103 (building #22)

DATE INDNO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

November 2, 2005 21-892 Tradename Review February 25,2005

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

--. (sodium phosphate Standard Laxative December 17, 2006
monobasic monohydrate, USP
and sodium phosphate dibasic
anhydrous, USP)

NAME OF FIRM: Salix Pharmaceuticals, Inc.

REASON FOR REQUEST

i. GENERAL

o NEW PROTOCOL o PRE--NDA MEETING o RESPONSE TO DEFICIENCY LETTER

o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING

o NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISION

o DRUG ADVERTISING o SAFETYÆFFICACY o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o PAPER NDA o FORMULA TIVE REVIEW

o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT 1R OTHER (SPECIFY BELOW): See comments below.
o MEETING PLANNED BY .

DMMÈNTSISPECIAL INSTRUCTIONS:

i'his is an New Drug Application that is being investigated for cleansing of the bowel as a preparatron for colonoscopy in adults 18 years of age or older.

The proposed tradenames are __ M and - ¡TM. The onginal consult was sent to DDMAC and DMETS prior to the submission of the NDA. Both

divisions have completed their reviews and DMETS recommended further review by the COER Labeling and Nomenclature Committeee. The NDA
review is now in progress with a PDUFA date of March 17, 2006. The Divisional Goal date is January 17, 2006, in which I'm asking for your completed
review by December 17, 2006, if possible. I'm attaching the supportive documents provided by the sponsor as well as the DDMAC/DMETS review.
Please let me know if you require additional information. Thank you in advance. Tanya Clayton - 301-796-0871.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
1R MAIL o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER



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

Tanya Clayton
11/2/2005 06: 06 : 4~ PM



l"~ DEPARTMENT OF HEALTH & HUMAN SERVICES
+,~,-:~L- Public Health Service

Food and Drug Administration
Rockvile, MD 20857

FILING COMMUNICATION
NDA 21-892

InKine Pharmaceutical Company, Inc.
Attention: Martin Rose, M.D., J.D.

Executive Vice President, Research and Development
1787 Sentry Parkway West
Building 18, Suite 440
Blue Bell, PA 19422

Dear Dr. Rose:

Please refer to your May i 7,2005 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for ~ (sodium phosphate monobasic
monohydrate, USP and sodium phosphate dibasic anhydrous, USP)-.

We have completed our fiing review and have deteriined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been fied under section
505(b) of the Act on July 16,2005 in accordance with 21 CFR 314.10 l(a).

At this time, we have identified the following potential fiing review issues. '*

1. Please provide the location of the SAS datasets that contain the primary and secondary
variables.

2. Please provide the names of the variables within the SAS datasets.

Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review.

--,



NDA 21-892
Page 2

If you have any questions, call Tanya Clayton, B.S., Regulatory. Health Project Manager, a.t
(301) 827-4005.

Sincerely,

(See appended electronic sigiiature page/

Brian K. Strongin, R.Ph., M.B.A
Chief, Project Management Staff
Division of Gastrointestinal and Coagulation
Drug Products, HFD-180
Office of Drug Evaluation III
Center for Drug Evaluation and Research



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

Brian Strongin
7/25/05 0 i : 57 : 3 9 PM



MEMORANDUM OF TELECON

DATE: June l5, 2005

APPLICATION NUMBER: NDA 2l-892

BETWEEN:
Name: Ronald Carnal, Compliance Manager

Martin Rose, M.D., J.D., Executive Vice President, Research and
Development
John Cullen, General Counsel

Phone: 2 L 5-283-6861
Representing: Inkine Pharmaceuticals

AND
Name: Tanya Clayton, Regulatory Health Project Manager

Division of Gastrointestinal and Coagulation Drug Products, HFD- L 80

Michael Jones, Special Assistant
Offce of Regulatory Policy, HFD-005

SUBJECT: User Fee Goal Date

Backeround
The purpose of this teleconference was to discuss InKine's request to have their use fee date
adjusted to April 29, 2005, their original submission date. Upon arrival on April 29, 2005, it was
determined that the NDA was not exempt from user fees and a fee was not paid. As a result, the
sponsor was notified and an Unacceptable for Filing-No User fee Received letter, dated
May 11,2005, was sent to the sponsor. On May l7, 2005, the Agency was notified of the receipt
of payment of user fees. The agency followed up with a May 24, 2005, acknowledgment letter
acknowledging receipt of the user fees.

Following the sponsors receipt of the May 24,2005, acknowledgment letter, the sponsor
responded by submitting a General Correspondence letter, dated May 24, 2005. Their
May 24, 2005, letter outlined Inkine's reasons as to why the PDUFA goal date should start as of
April 29, 2005. Consequently, the Agency scheduled a teleconference to discuss their concerns.

Discussion

Dr. Rose led the discussion on InKine's behalf. Mr. Jones led the discussion on the Agency's
behalf. Dr. Rose explained that InKine's failure to submit a user fee was based, in part, on their
misinterpretation of the user fee cover sheet (FDA Form 3397). He also stated that experienced
FDA counsel (counsel were not FDA employees, rather they were outside counsel with FDA
experience) was consulted in which they concluded that a user fee would not be required.



IiiKine's rationale 'for adj usting the PD UF A goal date back to the original submission date is
because InKine acted in "good faith" as shown by sending the fee on May 13,2005. Mr. Jones
responded:

· The statute (see section 736(e) of the FOC Act) is clear in that if an application is subject
to a fee, and the fee is not paid then the application is not accepted for filing. It does not
matter if you believed that you did not need to pay a fee.

InKine then suggested that instead of returning the goal date to April 29, 2005, it should start as
of May 13, 2005, the date they state that they have documentation to show that the bank received
their check. Mr. Jones responded:

· MaPP 6050. i states that FDA's longstanding, consistent policy, is that the goal date
starts when FDA's Offce of FinancIal Managment has been notified of payment. The
goal date does not start when the check is delivered to the bank.

Therefore, the goal date remains as March 16, 2006.

The sponsor dosed by asking the project manager to provide information concerning the
procedures required to discuss this topic further.

Tanya Clayton, B.S.
Regulatory Health Project Manager



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

Tanya Clayton
7/20/05 09:45:52 AM
CSO

Michael Jones
7/20/05 11:17:51 AM
MEDICAL OFFICER



NDA Regulatory Filing Review
Page 5

A TT ACHMENT

MEMO OF FILING MEETING

DATE: July 6,2005

BACKGROUND: == provides for cleansing of the bowel in preparation for colonoscopy in adults. This
is an 505 (b)(2). The referenced drg is Visicol Tablets, NDA 21-097.
(Provide a brief background of the drg, e.g., it is already approved and tils NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: Joyce Korvick, Brian Harvey, Ruyi He, Eric Brodsky, Liang Zhou, Ali AI-Hakim, Suresh
Doddapaneni, Mushifiqur Rashid, Tarnal Chakraborti, Tanya Clayton

ASSIGNED REVIEWERS (including those not present at fiing meeting) :

Discipline
Medical:
Secondary Medical:
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
Biopharmaceutical:
Microbiology, sterility:
Microbiology, clinical (for antinncrobial products only):
DSI:
Regulatory Project Management:
Other Consults:

Reviewer
Eric Brodsky

Mushifiqur Rashid
Tamal Chakraborti

Ali AI-Hakim

Suliman Al-Fayounn

Kahery Malik
Tanya Clayton
DMETS, DDMAC

Per reviewers, are all parts in English or English translation?
If no, exp lain:

YES i: NO 0

CLINICAL . FILE i: REFUSE TO FILE 0

· Clinical site inspection needed? YES rg NO 0

NO rg· Advisory Commttee Meeting needed? YES, date if known

· If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medical
necessity or public health significance?

N/A rg YES 0 NO 0
CLINICAL MICROBIOLOGY N/A rg FILE 0 REFUSE TO FILE 0
ST A TISTICS N/A 0 FILE rg REFUSE TO FILE 0
BIOPHARACEUTICS FILE i: REFUSE TO FILE 0
Version: 12/15/04



PHARACOLOGY N/A D FILE IZ

NDA Regulatory Filing Review
Page 6

YES D NO IZ

REFUSE TO FILE 0
YES 0 NO IZ

REFUSE TO FILE 0
YES D NO 0

YES D NO IZ

· Biopharm. inspection needed?

· GLP inpection needed?

CHEMISTRY FILE IZ

· Establishment(s) ready for inpection?
· Microbiology

ELECTRONIC SUBMISSION:
Any comments: Fully Electronic

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

o
IZ

The application is unsuitable for filing. Explain why:

The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.

IZ

o
No filing issues have been identified.

Filing issues to be communicated by Dày 74. List (optional):

ACTION ITEMS:

1.0 If RTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

2.0 If fied and the application is under the AlP, prepare a letter either granting (for signature by Center

Director) or denying (for signature by ODE Director) an exception for review.

3.~ Convey document filing issues/no fiing issues to applicant by Day 74.

Stats wil provide Information Request regarding the location of SAS files.
Clinical will provide Information Request regarding Safety Follow-up.

Tanya Clayton, B.S.
Regulatory Project Manager, HFD-180

Version: 12115/04
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NDA REGULATORY FILING REVIEW
(Including Memo of Filng Meeting)

NDA # 21-892 Supplement # Effcacy Supplement Type SE-

Trade Name: -
Established Name: sodium Phosphate monobasic monohydrate, sodium phosphate dibasic anhydrous

Strengths: 1.5 gram, oral tablet

Applicant: Inkine Pharmaceutical
Agent for Applicant: N/ A

Date of Application: April 29, 2005
Date of Receipt: April 29, 2005
Date clock started after UN: May 17, 2005
Date of Filing Meeting: July 6, 2005
Filing Date: July 30, 2005
Action Goal Date (optional): User Fee Goal Date: March 17, 2006

Indication(s) requested: Cleansing of the bowel as a preparation for colonoscopy in adults.

Type of Original NDA:
OR.

Type of Supplement:

(b)(l) 0

(b)(l) 0

(b)(2) IZ
.. .~.. -__,_..,_. _. w"

(b)(2) 0
NOTE:
(1) If you have questions about whether the application is a 505(b)(l) or 505(b)(2) application, see

Appendix A. A supplement can be either a (b)(l) or a (b)(2) regardless 01 whether the original NDA
was a (b)(l) or a (b)(2). If the application is a (b)(2), complete Appendix B.

(2) If the application is a supplement to an NDA, please indicate whether the NDA is a (b)(l) or a (b)(2)

application:

o NDA is a (b)(l) application OR IZ NDA is a (b)(2) application

"'i

Therapeutic Classification: S IZ

Resubmission after withdrawal? 0
Chemical Classification: (1,2,3 etc.).
Other (orphan, OTC, etc.)

P 0
Resubmission after refuse to file? 0

Form 3397 (User Fee Cover Sheet) submitted: YES IZ . NO 0

User Fee Status: . Paid i¿ Exempt (orphan, governent) 0
Waived (e.g., small business, public health) 0

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay alee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user lee is not required The applicant is
required to pay a user lee if: (1) the product described in the 505(b)(2) application is a new molecular entity
or (2) the applicant claims a new indication lor a use that that has not been approved under section 505(b).
Examples 01 a new indication for a use include a new indication, a new dosing regime, a new patient
population, and an Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication
lor a use is to compare the applicant's proposed labeling to labeling that has already been approved lor the
Version: i 2/1 5/2004
This is a locked documenl. If you need 10 add a commenl where there is no field to do so, unlock the documenl using ihe following procedure. Click ihe
'View' lab; drag ihe cursor down 10 'Too/bars '; click on 'Forms.' On ihe forms ioa/bar, click ihe lock/unlock icon (looks like a padlock). This wil

, itw you to insert texl oulside the provided fields. The form musiihen be relocked 10 permil tabbing Ih;ough ihe fielc4.
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product described in the application. Highlight the diferences between the proposed and approved labeling.
If you need assistance in determining if the applicant is claiming a new indication for a use, please contact the
user fee staff

. Is there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(l) or (b)(2)application? YES D NO (g
If yes, explain:

. Does another drug haveorphan drg exclusivity for the same indication? YES D NO (g

. If yes, is the drg cons idered to be the same drg according to the orphan drug definition of sameness

(21 CFR 316.3(b)(13))?
YES D NO D

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

. Is the application affected by the Application Integrity Policy (AlP)? YES D NO (g
If yes, explain:

. If yes, has OC/DMPQ been notified of the submission? YES D NO D

. Does the submission contain an accurate comprehensive index? YES (g NO D

. Was form 356h included with an -authorized signature? "YES (g NO D
If foreign applicant, both the applicant and the U.S. agent must sign.

. Submission complete as required under 21 CFR 314.50? YES (g NO D
If no, explain:

. If an electronic NDA, does it follow the Guidance? N/A D YES (g NO D .-\¡,

If an electronic NDA, all forms and certifications must be in paper and require a signature. .,

Which parts of the application were submitted in electronic format?

Additional comments:

. If an electronic NDA in Common Tèchnical Document format, does it follow the CTD guidance?

N/A (g YES D NO D
. Is it an electroruc CTD (eCTD)? N/A DYES D NO (g

If an electronic CTD, all forms and certifications must either be in paper and signed or be
electronically signed.

Additional comments:

. Patent information submitted on form FDA 3542a? YES D NO (g

. Exclusivity requested? YES, Years NO (g
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required

. Correctly worded Debarment Certification included with authorized signature? YES (g NO 0
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

, -~rsion: 12115/04
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NOTE: Debarment Certifcation should use wording in FD&C Act section 306(k)(1) i.e.,
"(Name of applicant) hereby certifes that it did not and wil 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." Applicant may not use wording such as "To the best of my knowledge. . . . "

· Financial Disclosure forms included with authorized signature? YES ~ NO 0
(Forms 3454 and 3455 must be included and must be signed by the APPLICANT, not an agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approvaL.

· Field Copy Certification (that it is a true copy of the CMC technical section)? Y ~ NO 0

· PDUF A and Action Goal dates correct in COMIS? YES ~ NO 0
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

· Drug name and applicant name correct in COMIS? If not, have the Document Roöm make the

corrections. Ask the Doc Rm to add the established name to COMIS for the supporting !NO if it is not
already entered.

. List referenced !NO numbers: 56,29 L

. End-of-Phase 2 Meeting(s)? Date(s) August 23,2004
If yes, distribute minutes before fiing meeting.

NO 0

. Pre-NDA Meeting(s)? Date(s) March 10, 2005
If yes, distribute minutes before filing meeting.

NO 0

Project Mana2:ement

. Was electronic "Content of Labeling" submitted?
If no, request in 74-day letter.

YES ~ NO 0 '\'

. All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?

YES ~ NO 0
· Risk Management Plan consulted to ODS/IO? N/A ~ YES O. NO 0

. Trade name (plus PI and aU labels and labeling) consulted to ODS/DMETS? Y ~ NO 0

. MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A ~ YES 0 NO 0

. If a drg with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling, submitted?

N/A ~ YES o NO o
If Rx-to-OTC Switch application:

. OTC label comprehension studies, all OTC labeling, and current approved PI consulted toODS/DSRCS? N/ A 0 YES 0
Has DOTCDP been notified of the OTC switch application? YES 0

NO 0

NO 0.

, -1'rsion: 12/15/04



NDA Regulatory Filing Review
Page 4

Clinical

. If a controlled substance, has a consult been sent to the Controlled Substance Staff
YES 0 NO 0

Chemistry

. Did applicant request categorical exclusion for environmental assessment? YES IZ NO 0
If no, did applicant submit a complete environmental assessment? YES 0 NO 0
If EA submitted, consulted to Florian Zielinski (HFD-357)? YES 0 NO 0

. Establishment Evaluation Request (EER) submitted to DMPQ? YES IZ NO 0

. If a parenteral product, consulted to Microbiology Team (HFD-805)? YES 0 NO D

c)

., -'trsion: i 21l5/04
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A TT ACHMENT

MEMO OF FILING MEETING

DATE: July 6,2005

BACKGROUND: - provides for cleansing of the bowel in preparation for colonoscopy in adults. This
is an 505 (b)(2). The referenced drg is Visicol Tablets, NDA 21-097.
(Provide a brief background of the drg, e.g., it is already approved and tils NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: Joyce Korvick, Bnan Harvey, Ruyi He, Eric Brodsky, Liang Zhou, Ali AI-Hakim, Suresh
Doddapaneni, Mushifiqur Rashid, Tarnal Chakraborti, Tanya Clayton

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline
Medical:
Secondary Medical:
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
B iop harmaceutical:
Microbiology, sterility:
Microbiology, clinical (for antimicrobial products only):
OS!:
Regulatory Project Management:
Other Consults:

Reviewer
Eric Brodsky

Mushifiqur Rashid
Tarnal Chakraborti

AIi AI-Hakim

Suliman AI-Fayoumi

Kahery Malik
Tanya Clayton
DMETS, DDMAC

-'*

Per reviewers, are all parts in English or English translation?
If no, explain:

YES i: NO 0

CLINICAL FILE i: REFUSE TO FILE 0

· Clinical site inspection needed? YES i: NO 0

NO i:· Advisory Commttee Meeting needed? YES, date if known

· If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medical
necessity or public health significance?

N/A i: YES 0 NO

CLINICAL MICROBIOLOGY N/A i: FILE 0 REFUSE TO FILE 0
ST A TISTICS N/A 0 FILE ~ REFUSE TO FILE 0
BIOPHARMACEUTICS FILE ~ REFUSE TO FILE 0
Version: 12/15/04

--,
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YES 0 NO is
REFUSE TO FILE 0

YES 0 NO is

REFUSE TO FILE 0
YES 0 NO 0
YES 0 NO is

· Biopharm. inspection needed?

. GLP inspection needed?

CHEMISTRY FILE is

· Establishment(s) ready for inpection?
· Microbiology

ELECTRONIC SUBMISSION:
Any comments: Fully Electronic

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

o
is

The application is unsuitable for filing. Explain why:

The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.

IS

o
No filing issues have been identified.

Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:
~

1.0 If RTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

2.0 If filed and the application is under the AlP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

3.IS Convey document filing issues/no filing issues to applicant by Day 74.

Stats wil provide Information Request regarding the location of SAS fies.
Clinical wil provide Information Request regarding Safety Follow-up.

Tanya Clayton, B.S.
Regulatory Project Manager, HFD-l80

Version: i 2/15/04

--,
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Appendix A to NDA Regulatøry Filng Review

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

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a
written right ofreference to the uhderlying data)

(2) it relies on the Agency's previous approval of another sponsor's drug product (which may be
evidenced by reference to publicly available FDA reviews, or labeling of another drug
sponsor's drug product) to meet any of the approval requirements (unless the application
includes a written right of reference to data in the other sponsor's NDA)

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to

support the safety or effectiveness ofthe 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 diseas.e etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

(l') it seeks approval for a change from a product described in an OTC monograph and relies on
the monograph to establish the safety or effectiveness of one or more aspects of the drug
product for which approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b)(2) application include combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph
deviations, new dosage forms, new indications, and new salts. - --". -'

If you have questions about whether an application is a 505(b)(I) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy II, Offce of Regulatory Policy (HFn-007).

\

Version: 12/15/04--,
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Appendix B to NDA Regulatory Filng Review
Questions for 505(b)(2) Applications

. 1. Does the application reference a listed drug (approved drug)? YES ~

If "No, " skip to question 3.

2. Name oflisted drg(s) referenced by the applicant (if any) and NDNANDA #(s): NDA 21-097

NO 0

3. The purpose of this and the questions below (questions 3 to 5) is to determine if there is an approved drg
product that is equivalent or very similar to the product proposed for approval and that should be
referenced as a listed drg in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application thàt is
already approved?

YES ~ NO 0

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR32i:l,ltc)J

If "No, " skip to question 4. Otherwise, answer part (b).

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES ~
(The approved pharmaceutical equiva1ent(s) should be cited as the listed drug(s).)

If "Yes, " skip to question 6. Otherwise, answer part (c).

NO 0

-'I

(c) Have you conferred with the Director, Division of Regulatory Policy II, Office of Regulatory Policy(ORP) (HFD-007)? YES 0 NO ~
If "No, "please contact the Director, DiviSion of Regulatory Policy II ORP. Proceed to question 6.

4. (a) Is there a pharmaceutical alternative(s) already approved? YES 0 NO 0

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective'compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformìty, disintegration times
and/or dissolution rates. (21 CFR 320.1( d)) Different dosage forms and strengts within a product line by a
single manufacturer are thus phaiìaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If "No, " skip to question 5. Otherwise, answer part (b).

(b) Is the approved pharIaceutical alternative(s) cited as the listed drug(s)? YES 0
(The approved pharmaceutical alternative(s) should be cited as the listed drug(s).)

NO 0

Version: 12/15104

NOTE: If there is more than one pharmaceutical alternative approved, consult the Director, Division of

--
,.
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Regulatory Policy II, Offce of Regulatory Policy (ORP) (HFD-007) to determine if the appropriate
pharmaceutical alternatives are referenced.

If " Yes, " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II,
ORP?

YES 0 NO 0

If "No, " please contact the Director, Division of Regulatory Policy II ORP. Proceed to question 6.

5. (a) Is there an approved drg product that does not meet the definition of "pharmaceutical equivalent" or

"pharmaceutical alternative," as provided in questions 3(a) and 4(a), above, but that is otherwise very
siinilar to the proposed product?

YES 0

If "No, " skip to question 6.

NO 0

If "Yes, " please describe how the approved drug product is similar to the proposed one and answer part
(b) of this question. Please also contact the Director, Division of Regulatory Policy II Offce of
Regulatory Policy (HFD-007), tofurther discuss.

(b) Is the approved drug product cited as the listed drg? YES 0 NO 0

6. Describe the change from the listed d-g(s) provided for in this (b)(2).applicaton(for example, "This
application provides for a new indication, otitis media" or "This application provides for a change in
dosage form, from capsules to solution"). This application provides for a new dosage regimen, based on

comparability studies.

7. Is the application for a duplicate of a listed drg and eligible for approval under YES 0
section 505(j) as an ANDA? (Normally, FDA will refuse-to-fie such NDAs
(see 21 CFR 314.lOl(d)(9)).

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made YES 0
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(l)). If yes, the application should be refused for filing under
21 CFR 314.lOl(d)(9)).

9. Is the rate at which the product's active ingredient(s) is absorbed or otherwise. YES 0
made available to the site of action unintentionally less than that of the RLD (see
21 CFR 314.54(b)(2))? If yes, the application should be refued for fiing under'
21 CFR314.101(d)(9).

lO. Are there certifications for each of the patents listed for the listed drg(s)? YES ~

Ii. Which of the following patent certifications does the application contain? (Check all that apply and

identify the patents to which each type of certification was made, as appropriate.)

i: 21 CFR 314.50(i)(l)(i)(A)(l): The patent information has not been submitted to FDA.

(Paragraph I certification)
Patent number(s): 5,616,346

o 21 CFR 314.50(i)(l)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

Version: 12/15104

--,
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o 21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent wil expire. (Paragraph II
certification)
Patent number(s):

o 21 CFR 314.50(i)(1)(i)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph iv certification)

Patent number(s):

NOTE: IF FILED, and if the applicant made' a "Paragraph IV" certifcation (2 I CFR
3/4.50(i)(l)(i)(A)(4)), the applicant must subsequently submit a signed certifcation stating
that the NDA holder and patent owner(s) were notifed the NDA was filed (2 I CFR
3.f4.52(b)) The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notifcation (21 CFR 314.52(e))

o 21 CFR 314.50(i)(l)(ii): No relevant patents.

o 21 CFR 314.50(i)(l)(iii): The patent on the listed drg is a method of 
use patent and the

labeling for the drg product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not

claim any of the proposed indications. (Section viii statement) .Patent number(s):_~_._ ..
o 21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent

owner (must also submit certification under 21 CFR 314.50(i)(l)(i)(A)(4) above).
Patent number(s):

o Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

~
y
'f

12. Did the applicant:

. Identify which parts of the application rely on information (e.g. literatue, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not
have a right of reference?

YES o NO i:

. Submit a statement as to whether the listed drg(s) identified has received a period of 
marketing

ex.ius i vity?
YES o NO i:

. Submit a bioavailabilitylbioequivalence (BNBE) study comparing the proposed product to the
listed drug?

N/A ~ YES 0 NO 0

. Certify that it is seeking approval only for a new indication and not for the indications approved

for the listed drg if the listed drg has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)( 1 )(iv).?N/ A ~ YES 0 NO 0

Version: 12/15/04
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13. If the (b)(2) applicant is requesting 3-yearexclusivity, did the applicant submit the following information
required by 21 CFR 314.500)(4): .

. Certification that at least one of the investigations included meets the defirution of "new clinical

investigation" as set forth at 314. lO8(a).

YES 0 NO 0

. A list of all published studies or publiclyavailable reports that are relevant to the conditions for

which the applicant is seeking approvaL
YES 0 NO 0

. EITHER

The number of the applicant's IND under which the studies essential to approval were conducted.

NO 0IND#
OR

A certification that the NDA sponsor provided substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the IND under which those clirucal studies were
conducted? .

YES 0 NO 0

14. Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?
- .. "._. .._". ~-. ~,,-

YES rg NO 0

~'t

Version: 12/l5/04--,.
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Request for Clinical Inspections

Note: International inspection requests or requests for five or more inspections
require sign-off by the ORM Division Director and forwarding through the Director,
DSI.

Goal Date for Completion:

. We request that the inspections be performed and the Inspection Summary Results be provided
by (inspection summary goal date) December 6. 2005. 'We intend to issue an action letter on
this application by (action goal date) March 17. 2006,.

Should you require any additional information, please contact Tanya Clayton at 301-827-4005.

Concurrence: (if necessary)

N/A
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR CONSULTATION
PU8UC HEALTH SERVICE

FOOD AND DRUG ADMINISTRTION

TO (Division/Offce):
FROM:

iannon Benedetto and Elaine Hu,
Tanya Clayton (Regulatory Health Project Manager)iFD-42, Parklawn Building, Room 17B-17
GI and Coagulation Drug Products, HFD-180,

PKLN 68-45

DATE INDNO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENTJune 24, 2005
21-892 New Drug Application April 29, 2005

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
- (sodium phosphate monobasic Standard Laxative November 30,2005monohydrate, USP & sodium

phosphate dibasic anhYdrous, USP

NAME OF FIRM: InKine Pharmaceutical Company

REASON FOR REQUEST

i. GENERAL

.o NEW PROTOCOL o PRE--NDA MEETING o RESPONSE TO DEFICIENCY LETTERo PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LAELINGo NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISIONo DRUG ADVERTISING a SAFETYÆFFICACY o ORIGINAL NEW CORRESPONDENCEo ADVERSE REACTION REPORT o PAPER NDA o FORMULATIVE REVIEWo MANUFACTURING CHANGE/ADDITON o CONTROL SUPPLEMENT (2OTHER (SPECIFY BELOW): Labeling Reviewo MEETING PLANNED BY

COMMENTS/SPECIALINSTRUCTIONS:

This is a 505 (b)(2) New Drug Application that is indicated for cleansing of the bowel as a preparation for colonoscopy in adults 18 years of age or older.., . ..... . . . . '. 4.~e reference drug for this application is Visicol Tablets, NDA 21097, which is also owned by In Kine Pharmaceutical Co.mpany. The PDUFAgoal date ls
'17/06. I'm attaching a copy of the proposed package and Pi labeling. Also, please note that this application was submitted electronically,

Jnsequeiitly, it may be found on the EDR pathway - N 21892/29 Apr2005. Please let me know if you require additional information. Thank you in
advance.
Tanya Clayton - 827-4005.

SIGNATURE OF REQUESTER
METHOD OF DELIVERY (Check one)

o MAIL o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER



. i;;. Page(s) Withheld

§. 55~(b)( 4) Trade Secret I Confidential

. X § 552(b)(4) Draft Labeling

§ 552(b )(5) Deliberati~e Process
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PDUFA Clock Restart
(This form must be. completed upon applicant removal from the arrears list.)

Ápplicant: InKine Pharmaceutical Company, Inc.

Date Firm Removed From Arrears List (Payment Date): May i 7,2005

PROJECT MANAGER: Tanya Clayton

HFD-180

NOTES:
I. The user fee clock restarts on the date the firm was removed from arrears list. This date is from the daily

"User Fee Payment & Arrears List" e-maiL.
2. In DFS, link the form only to the initial submission of the NDA (original N document) or the supplement

(base document) or the Reviewable Unit (RU).
,. This form performs different functions depending on how it is checked into DFS.

a. If checked in as:

Document type: "FORMS"
Form group: "ADMINISTRATIVE"
Form name: "PDUF A Clock Restart"
then it informs the DDR to create an AR document, which restarts the clock as of the payment date.

b. If checked in as:

Document type: "FORMS"
Form group: "ADMINISTRATIVE"
Form name: "Establishment UN & PDUF A Clock Restart"
then it informs the DDR to stop the clock with an UN decision as of the submission receipt date and also
create an AR document, which restarts the clock as of the payment date.

c. If checked in as: .
Document type: "FORMS"
Form group: "ADMINISTRATIVE"
Form name: "Application UN & PDUFA Clock Restart"
then it informs the DDR to stop the clock with an UN decision as of the submission receipt date plus 5
calendar days and also create an AR document, which restarts the clock as of the payment date.

4. The document room will create a document with amendment type "AR" for each listed
application/supplement/reviewable unit on the form. The payment date wil be used as the letter date, stamp
date, and decision date. After this document has been created, prepare an "Acknowledge Receipt of Owed
User Fee" letter and link it to the "AR" document in DFS.

Version: 3/24/04
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Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-892

InKine Pharmaceutical Company, Inc.
Attention: Martin Rose, M.D., J.D.

Executive Vice President, Research and Development
1787 Sentry Parkway West
Building 18, Suite 440
BlueBell,PA 19422

Dear Dr. Rose:

Please refer to your new drg application (NDA) submitted under section 505(b) of the Federal Food, Drug and
Cosmetic Act for - (sodium phosphate monobasic monohydrate, USP and sodium phosphate dibasic

anhydrous, USP).

You were notified in our letter dated May 11,2005, that your application was not accepted for filing due to non-
payment of fees. This is to notify you that the Agency has received all fees owed and your application has been
accepted as of May 17,2005.

The review priority classification for this application is standard(S).

Unless we notify you within 60 days of the above date that the application is not suffciently complete to permit a
substantive review, this application wil be fied under section 505(b) of the Act on July 16,2005 in accordance with
21 CFR 314.101(a). If the application is fied, the primary user fee goal date will be March 17,2006 and the
pC0RQary 'i£er fei: W,,,I elate will he May 17, )006 ÒP~

Under 21 CFR 314.1 02( c), you may request an informal conference with this Division (to be held approximately 90
days from the above receipt date) for a brief report on the status of the review but not on the ultimate approvability
of the application. Alternatively, you may choose to receive a report by telephone.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. Send all electronic or mixed electronic and paper submission to the Central Document Room at the
following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Central Document Room (CDR)
5901-B Ammendale Road
Beltsvile, MD 20705-1266



NDA 21-892
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If your submission only contains paper, send it to thè following address:

u.s. Postal Service/Courier/Overnight Mail:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastrointestinal & Coagulation Drug Products, HFD-180
Attention: Division Document Room, 88-45
5600 Fishers Lane
Rockvile, Maryland 20857

(fyou have any questions, call me at (301) 827-4005.

Sincerely,

(See appended electronic signature pagel

Tanya Clayton, B.S.
Regulatory Health Project Manager
Division of Gastrointestinal & Coagulation Drug Products
Offce of Drug Evaluation II

Center for Drug Evaluation and Research
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This letter was faxed to the sponsor May 23, 2005. Following receipt, the sponsor noticed that the
Un letter date (April 29, 2005) in the second paragraph was incorrect. The correct date is May 11,
2005. As a result, the project manager sent another letter with the correct date. Please refer to
the May 24, 2005 User Fee Letter as the correct letter for acknowledgment of receipt for owed user
fees.

¥r

--,



/~
(,,-:f- DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 21-892

InKine Pharmaceutical Company, Inc.
Attention: Martin Rose, M.D., J.D.

Executive Vice President, Research and Development
1787 Sentry Parkway West
Building 18, Suite 440
Blue Bell, PA 19422

Dear Dr. Rose:

Please refer to your new drug application (NA) submitted under section 505(b) of the Federal Food, Drug and
Cosmetic Act for.- (sodium phosphate monobasic monohydrate, USP and sodium phosphate dibasic

anhydrous, USP).

You were notified in our letter dated April 29, 2005, that your application was not accepted for filing due to non-
payment of fees. This is to notifY you that the Agency has received all fees owed and your application has been
accepted as of May 17,2005. -
The review priority classification for this application is standard(S).

Unless we notifY you within 60 days of the above date that the application is not sufficiently complete to permit a
substantive review, this application wil be fied under section 505(b) of the Act on July 16,2005 in accordance with

21 CFR 314.10 l(a). If the application is filed, the primary user fee goal date will be March 17,2006 and the
secondary user fee goal date will be May 17, 2006.

Under 21 CFR 3 14. 102(c), you may request an informal conference with this Division (to be held approximately 90
days from the above receipt date) for a brief report. on the status of the review but not on the ultimate approvability
of the application. Alternatively, you may choose to receive a report by telephone.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. Send all electronic or mixed electronic and paper submission to the Central Document Room at the
following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Central Document Room (COR)
5901-B Ammendale Road
Beltsvile, MD 20705-1266

--,
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If your submission only contains paper, send it to the following address:
U.S. Postal Service/Courier/Overnight Mail:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastrointestinal & Coagulation Drug Products, HFD-180
Attention: Division Document Room, 88-45
5600 Fishers Lane
Rockville, Maryland 20857.

If you have any questions, call me at (301) 827-4005.

Sincerely,

¡See appended electronic signature pagej

Tanya Clayton, B.S.
Regulatory Health Project Manager .
Division of Gastrointestinal & Coagulation Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

- ~".
~-

--,



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

/s/
Tanya Clayton
5/23 /05 0 i : 48 : 57 PM

c
V"

--,



~S£lVl('I'S

... (.~f-......~..~...

:"'",..,~:' 't-..,lQ~ .
DEPARTMENT OF HEAL TH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 21-892

InIGne Pharaceutical Company, Inc.
Attention: Martin Rose, M.D., J.D.

Executive Vice President, Research and Development
1787 Sentr Parkway West
Building 18, Suite 440
Blue Bell, PAl 9422

Dear Dr. Rose:

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal Foo, Drug and
Cosmetic Act for -, (sodium phosphate monobasic monohydrate, USP and sodium phosphate dibasic

anhydrous, USP).

You were notified in our letter date~ ~20Ò5, that your application was not accepted for filing due to non-
payment of fees. This is to notifY you that the Agency has received all fees owed and your application has been
accepted as of May 17, 2005.

The review priority classification for this application is stadad(S).

Unless we notify you within 60 days of the above date that the application is not suffciently complete to permit a
substantive review, this application wil be filed under section 505(b) of the Act on July 16, 2005 in accordance with
21 CFR 314.101(a). If the application is fied, the primary user fee goal date will be March 17,2006 and the
secondary user fee goal date wil be May 17, 2006.

Under 21 CFR 3 14. 102(c), you may request an informal conference with this Division (to be held approximately 90
days from the above receipt date) for a brief report on the status of the review but not on the ultimate approvability
of the application. Alternatively, you may choose to receive a report by telephone.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. Send all electronic or mixed electronic and paper submission to the Central Document Room at the
following address:

Food, and Drug Administration
Center for Drug Evaluation and Research '
Central Document Room (CDR)
5901 -B Ammendale Road
Beltsvile, MD 20705-1266

¡
ii
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If your submission only contains paper, send it to the following address:
U.S. Postal Service/Courier/Overnight Mail:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastrointestinal & Coagulation Drug Products, HFD- i 80
Attention: Division Document Room, 88-45
5600 Fishers Lane
Rockville, Maryland 20857

If you have any questions, call me at (301) 827-4005.

Sincerely,

(See appended electronic signature page)

Tanya Clayton, B.S.
Regulatory Health Project Manager
Division of Gastrointestinal & Coagulation Drug Products
Offce of Drug Evaluation II

Center for Drug Evaluation and Research
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('" -l DEPARTMENT OF HEALTH & HUMAN SERVICES. ,~,~~l- Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-892

InKine Pharmaceutical Company, Inc.
Attention: Martin Rose, M.D., J.D.

Executive Vice President, Research and Development
1787 Sentry Parkway West
Building 18, Suite 440
Blue Bell, PA 19422

Dear Dr. Rose:

We have received your new drug application (NA) submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act for the following:

Name of Drug Product: =- (sodium phosphate monobasic monohydrate, USP and sodium phosphate
dibasic anhydrous, USP)

Date of Application: April 29, 2005

Date of Receipt: April 29, 2005

Our Reference Number: NDA 21-892

We have not received the appropriate user fee for this application. An application is considered incomplete and
cannot be accepted for filing until all fees owed have been paid. Therefore, this application is not accepted for
filing. We will not begin a review of this application's adequacy for fiing until FDA has been notified that the
appropriate fee has been paid. Payment should be submitted to the following address:

Food and Drug Administration
P.O. Box 360909
Pittsburgh, P A 15251-6909

Checks sent by a courier should be addressed to:

Food and Drug Administration (360909)
Mellon Client Service Center, Room 670
500 Ross Street
Pittsburgh, PA 15262-0001

NOTE: This address is for courier delivery only. Make sure the FDA Post Offce Box Number (p.O. Box
360909) and user fee identification number are on the enclosed check.

The receipt date for this submission (which begins the review for filability) wil be the date the review division is
notified that payment has been received by the bank.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. Send all electronic or mixed electronic and paper submission to the Central Document Room at the
following address:



NDA 21-892
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Food and Drug Administration
Center for Drug Evaluation and Research
Central Document Room (CDR)
5901-B Ammendale Road
Beltsville, MD 20705-1266

If your submission only contains paper, send it to the following address:
u.s. Postal Service/Courier/Overnight Mail:
Food and Drug Administrtion

Center for Drug Evaluation and Research
Division of Gastrointestinal & Coagulation Drug Products, HFD-180
Attention: Division Document Room, 8B-45
5600 Fishers Lane
Rockville, Maryland 20857

If you have any questions, call me at (301) 827-4005.

Sincerely,

¡See appended electronic signature pagel

Tanya Clayton, B.S.
Regulatory Health Project Manager
Division of Gastrointestinal & Coagulation Drug Products
Offce of Drug Evaluation II

Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service

Food and Drug Administration
Rockvile, MD 20857

IND 56,291

InKine Pharmaceutical Company
Attention: Martin Rose, M.D., J.D.

i 787 Sentry Parkway West
Building 18, Suite 440
Blue Bell, PA 19422

Dear Dr. Rose:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Visicol Tablets, INKP-I02 (sodium phosphate
monobasic monohydrate, USP and sodium phosphate dibasic anyhydrous, USP).

We also refer to the meeting between representatives of your firm and the FDA on
March 10,2005. The purpose of the meeting was to discuss the future submission of your
original NDA for the new formulation product.

The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 827-4005.

Sincerely,

(See appended electronic signature page)

Tanya Clayton, B.S.
Regulatory Health Project Manager
Division of Gastrointestinal and Coagulation
Drug Products, HFD-180
Offce of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure



MEMORADUM OF MEETING MINUTES

Meeting Date: March 10, 2005

Time: 10:30-12:00 PM

Location: Parklawn Building, Conference Room C

Application: IND 56,291

Type of Meeting: Type B, pre-NDA meeting

Meeting Chair: Ruyi He, M.D.

Meeting Recorder: Tanya Clayton, B.S.

FDA Attendees, Titles, and Offce/Division:

Division of Gastrointestinal and Coagulation Drug Products

Julie Beitz, M.D. Deputy Director, Offce of Drug
Evaluation II

Acting Division Director
Acting Deputy Director
Medical Team Leader
Medical Reviewer
Supervisory Pharmacologist
Pharmacology Reviewer
Biometrics Team Leader
Chemistry Team Leader
Chemistry Reviewer
Regulatory Health Project Manager

Joyce Korvick, M.D., M.P.H
Kathy Robie-Suh, M.D., Ph.D.

Ruyi He, M.D.
Fathia Gibril, M.D.
Jasti Choudary, Ph.D., B.V.Sc.
Sushanta Chakder, Ph.D.
Stella Grosser, Ph.D.
Liang Zhou, Ph.D.

Ali AI-Hakim, Ph.D.
Tanya Clayton, B.S.

External Constituent Attendees and Titles:

InKine Pharmaceutical Company, Inc.

Martin Rose, M.D, J.D.
Robyn Karlstadt, M.D.
Nancy Ettinger
Ronald Carnal
Stephen Skiendzielewski

Eddie Carter

Executive Vice President, R&D
Vice President, Clinical Operations
Senior Director, Clinical Operations
Compliance Manager
Vice President, Manufacturing
Vice President, Kentucky Clinical Research
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Background:

On January 10, 2005 the sponsor, InKine Pharmaceuticals, requested a typeB, pre-NDA
meeting for the purpose of discussing the upcoming submission of their original NDA for the
new formulation product.

A subsequent February 9,2005 background package was submitted, which contained 4 questions
for discussion.

Following introductions, the Sponsor provided a brief presentation in response to the pre-
meeting responses that were sent February 25, 2005 via facsimile. After the presentation, the
Sponsor agreed to proceed directly to the questions for discussion.

Discussion Points: (bullet format):

List of specific questions, grouped by discipline:

General

1. By the time of the requested meeting, InKine should have the efficacy and safety data from

the completed Phase 3 study comparing INKP-I02 with marketed VisicolCI Tablets.
InKine believes that there is a reasonable likelihood that IN- i 02 wil show superiority to
VisicolCI in effcacy, safety and patient preference.

IfINKP-l02 is demonstrated to be more effective than VisicolCI in the phase 3 study,
InKine believes that Priority Review would be appropriate for the INKP-l 02 NDA. To our
knowledge, all approved colon-cleansing agents have been approved on the basis of data
showing comparability or non-inferiority of effcacy to marketed products. This is
certainly true for NuL YTEL YCI (which was compared to GoL YTEL YCI), HalfLytelyCI
with bisacodyl (compared to NuL YTEL YCI), and VisicolCI (compared to NuL YTEL YCI).
INKP- i 02 may be the first NDA colon-cleansing agent with data from a large, well-
controlled trial showing statistically significant superiority in effcacy over an approved
product along with improved safety and patient preference. Our smaller, completed phase
2 study would be supportive of a superiority claim.

Our question is: how and when should InKine request Priority Revtew for INKP- i 02 if we
believe that the data support this request?

(Although InKine acknowledges that our phase 3 trial was set up as a non-inferiority trial,
we cite the EMEA document CPMP/EWP/482/99 entitled "Points to Consider on
Switching Between Superiority and Non-Inferiority" (attached Tab 2). This document
indicates that a superiority claim may be appropriate when a study planned to demonstrate
non-inferiority does indeed demonstrate superiority.)

Page 2



Response

A priority designation wil be determined by the Division at the 45-day meeting after
the application is fied.

The request for priority review should be requested at the time of NDA submission.
. You should provide rationale for priority review. .

2. Does FDA agree with the presentation and formatting of the data as represented in the
attachments listed in item 9 of this package?

Response

The presentation and formatting of ISS and ISE tables appear reasonable.

CMC

3. In the meeting between InKine and FDA on January 7, 2004, FDA agreed with InKine's

stated plan to submit for approval CMC data from 3 batches with 6-month stability data
under stressed (400 C, 75% RH) and ambient (250 C, 60% RH) conditions, with updates
during the review period at 9 and 12 months (ambient conditions only). Since that
discussion, InKine's project timelines have accelerated. At this time, InKine is proposing
to submit to the FDA for approval of the new formulation, CMC data from 3 batches with
3-month stability data under stressed (400 C, 75% RH) and ambient (250 C, 60% RH)
conditions, with updates during the review period at 6 and 9 months (ambient conditions
only). Does FDA agree with this revised plan?

Response

No, you should provide 3-month accelerated (400 C, 75% RH) and 6-month ambient
conditions (250 C, 60% RH stabilty data at submission. You can submit 9-month
data during the review cycle, prior to 3 months of the action date. However, the
assignment of expiration dating period wil be a review issue.

4. The 12-month stability data wil be available in mid November 2005; which would be
during the review period, albeit not in the first 6 months of the review. period. Would the
Agency be wiling to accept and consider the 12-month stability at that point of the review
cycle without penalty regarding the user fee goal date?

Response

The submission of 12-month stabilty data would not be considered a major

amendment and would not affect the user fee goal date of the application.

Page 3



Additional Comments

· We remind you of the meeting minutes dated August 31,2004 forlND 56, 291 and your
correspondence dated November 19, 2004. The need for recommended 4-week
toxicology studies in a rodent and non-rodent spedes would depend on your submission
of the NDA under 505 (b)(I) application. It is our understanding that you are going to
submit your NDA as a 505 (b)(2) application. You have not submitted data to the IND
to support that PEG 8000 in your formulation is not an active ingredient. If PEG 8000
shows activity as an active ingredient in the clinical subjects, toxicology studies would
stil be needed.

· If PEG 8000 is an active ingredient, the manufacturing site(s) for PEG 8000 should be
ready for inspection at the time of NDA submission and CMC information for PEG
8000 would need to be submitted or cross-referenced to a DMF.
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