Synthon

Pharmaceuticals, Inc.

May 18, 2006
VIA FEDERAL EXPRESS

Mary Parks, M.D.

Division Director

Division of Metabolic and Endocrine Drug Products
US Food and Drug Administration

5901-B Ammendale Road

Beltsville, MD 20705

Tel: 301.796.2290

RE: NDA #21-961 / Amendment 009
Simvastatin Orally Disintegrating Tablets (SVT-ODT)
10 mg, 20 mg, 40 mg and 80 mg
Postmarketing Commitment for Dissolution Testing

Dear Dr. Parks:

Synthon Pharmaceuticals, Inc. (“Synthon”) hereby amends the above referenced New Drug
Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally disintegrating
tablets (ODTs). This amendment provides a postmarketing commitment to perform
additional dissolution testing on Synthon’s SVT-ODT drug product. The commitment is
provided below. A completed Form FDA-356h is also enclosed.

Synthon hereby commits to concurrently validating the more discriminating dissolution
method QC.WO.5VT.0dt.020.C/12.02 (submitted as amendment 008 dated 5/16/06) to NDA
21-961 while performing Simvastatin lot release testing using dissolution method
QC.US01.SVT.020.C/6. The new dissolution test method (QC.WO.SVT.0dt.020.C/12.02)
will be validated to support a lot release specification of ¢~ at 15 minutes.

The new dissolution test method (QC.WO.SVT.0dt.020.C/12.02) will also be included in the
stability protocol. Appropriate real-time and accelerated stability data will be required to
support the use of the new dissolution test method instead of the current dissolution test
method. These stability data can be updated in the annual report to support the proposed
dating period.

Upon validation, Synthon will amend NDA 21-961 to replace lot release dissolution testing
method QC.US01.SVT.020.C/6 with the fully validated dissolution method
QC.WO.SVT.0dt.020.C/12.02.

9000 Development Drive * P.O. Box 110487 * Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104
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NDA # 21-961
Amendment 009 - Postmarketing Commitment for Dissolution Testing

Page 2 of 2

This amendment is to be submitted withir __ e of approval of NDA 21-961.

As per 21 CFR 314.60(c), Synthon hereby submits two copies of this Amendment 009 and
certifies that a true and exact copy of this amendment has been forwarded as a Field Copy to
the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA, 30309

Should you have any questions or comments concerning this amendment, please do not
hesitate to contact me at (919) 493-6006.

Sincerely,

ichael H. Hinckle
VP and General Counsel

Enclosures

Appears This Way
Cn COriginal

b(4)



. MAY-17-2086 16:12 FDA/CDER P.a1-88

Food and Drug Administration |
Center for Drug Evaluation and Research
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THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT (S PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. - '

If you are not the addressee, or a person authorized to defiver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copylng, o¢ other action hased on the
content of this communication is not authorized. If you have received this document in arror, please
notify us immediately by telephone at 301-§94-0020, Thank you.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
£O0D AND DRUG ADMINISTRATION

DISTRICT OFFICE ADORESS AND PHONE NUMBER DATE(S) OF INSPEGTION
international and Technical Operations Branch (HFC-134) 3-4 Navember 2005
5600 Fishers Lane, Rockville, Maryland 20857 phone (301) 827-3777 FELNUMBER

NAME AND YITLE OF INDIVIDUAL TO WHOM REPORT 15 ISSUED

- —

TO:
FIRM NAME X STREET ADDRFSS
PR ]
AR SRR A
CiT¥. STATE AND ZIP CQDE : TYPE OF ESTABLISHMENT INSPECTED
. d CRO

DURING AN INGPECTION OF YOUR FIRM () (WE) OBSERVED:

This document lists observations mada by the FDA representative(s) during the Inspaction of yaur facility. They are
inspectional cbservations, and do not represant a final Agency deleminalion regarding your compliance. If you hava an
abjeciion regarding an obsefvalion, or have {mplemanted, or plan to implement, corrective actlon In response (o an
ohservation, you may discuss the abjection or acfion with the EDA raprasentetiva(s) during the inspection of submit thiz
information 10 FDA at the address shove. If you have any questions, please contaci FDA at the phone number and address
above.

Audit of unbdlinded studies entilled:

- Randomized, Two Perlod, Crossover Bioequivalence Study on Amtodipine 10 mg Tablets (Synthon Pharmaceuticals, Lid.,
USA) varsus NORVASC 10 mg Tablals (Pfizar, USA) in Heelthy Volunteers under Fasting Condttions (study 075/182/03).

AND

- Randomized, Twa Period, Croasovar Bigequivalenca Study on Amilodipine 10 mg Teblats (Synthon Phatimaceuticals, Lid.,
USA) versus NORVASC 10 mg Tablets (Pfizer, USA} In Heslthy Volunteers under Fed Condilions (study 075/183/03);

" ravealed the following:

1. For both studies, failure 1o Include the name of tha dispensed madication (dasage farm) on the dispansing envelopea prlor
1o dosing. All dispensing anvelopes, whether they were \rtended to contaln thexreferance malerial {(NORVASC 10 mg
tablets). or the test anlicle (Amlodipina 10 mg tablets), were labeled “amiodipine 10 mg tbl*,

2 For bath studies, failure lo visually confirm lha identity of the madication at the fime of adminlstration, and o document
the results of the confirmation. Although the test atticle tabiats and ralerence malerfal tablets are distinctively different in

shape, size and scoring, thare is no record of tha Investigator confirming the idantity of the tablats afler ramoyving them from
the dispensing anvelope, prior to administaring the dose,

3. For both studies covered, failura to Include the balch number of the medicatian on the dispensed envelopas;

4. For boih studles coverad, he “Drug Administration Record” in the CRF falts 1o include signatures or initials to document
indIvidual dosing and dosing verification for study subjecls. In addition, dosing time davialons are docurmented only with a
hand-written fine in the “Time Deviation™ column, veportedly fo Indicate no dJeviation oceurred from the intended time far
doting. :

5.  For both sludies covered, fallure to maintain adaquélé and accurale records of receipt and handling of test article and
referance matarlals, as follows:

- ' Records covering the 5 Septambér 2003 recelpl snd handling of lest articles and reference materials from the study
sponsor, through  e—r—=se=ems. 3l lO document the method of transporlation and dellvery. the conditlon of the products
upon reciepl, or an adequate dascriplion of the products receivad: records do nat Indicale whether the batlles raceivad were
previously unopened, whather safety saals existad or had been broken, or whether lhe cantenls of any of the batiles had
baen examined or counied. '

scE EMPLOYEE(S) SIGNATURE EMPLOYEE(S) NANE AND TITLE (Print orType) DAYE ISSUED
REVERSE : James M, Kewley - Complianta Officer/inv
OF THIS y Nov 200§
PAGE = ey
FORM FDA 483 (am)‘ PREVIOUSHDITION OBSOLETE INSPECTIONAL OBSERVATIONS PAGE | OF ) PAGES

Cremni vy Fid' Mrmaru (301} 432040 EF
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DEPARTMENT OF HEALTH AND HUMAN SERVICES ,...l
FOOD AND DRUG ADMINISTRATION

OISTRICT OFFIGE ADDRESS AND FHONE NUMBER DATE(3) OF INSPECTION

international and Tachnlcal Operations Branch (HFC-134) 34 November 2005
5600 Fishars Lane, Rockvile, Maryland 20857 phone (301) 827-3777 FEI NUMBER

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT 18 ISSUED

oo STREETAOBRESS b(4)
M

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
" CRO

OURING AN INSPECTION OF YOUR FIRM (1} (WE) OBSERVED:

This document liss observations made by the FDA rapresentative(s) during the Inspection of your facility. They are
inspectional ghsarvalions, and do not represent e final Agency detarmination regarding your compllance. if you have an
objection regarding an obsarvatlon, or have Implementad, or plan to implement, corective aclion la responge to an
observation, you may discuss the objection or action with the FDA represantative(s) during the inspection or submit this
information to FDA at the addrass above. If you have any questions, please contact FDA at the phone number and address
ahave.

6. Faiure to confirm that meals recelvad at ~" ,or administration lo study subjacts compiled with protocal
requiremants. Confirmation of the cantants of meal orders recaived for study subjects Is not documented.

see EMPLOYEE(S) SIGNATURE EMPLOYEE(5) NAME AND THTLE (Print arType) OATE ISSUED
REVERSE James M.Kewley - Compliance Officar/invglr
oF s § )
rms AN A S 4 Nov 2008’
FORM FDA 483 (smo)\ PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS PAGE  OF 9 PAGES

Crontod by T30 Mrdm A (}00) 243-3¢3¢  CF
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CONTAINS RROPRIETARY
INFORMATION NOT TQ BE
DISCLOSED TO A THIRD PARTY |

Syuthon Laboratories, Inc.

7130 Heritage Village Plaza, Suite 201
Gainesville, VA 20153

Phone 703-754-0065

Fux  703-754-0081

May 11, 2006 o CONFIDENTIAL

VIA FEDERAL EXPRESS

Gary J. Buehler
Director

Office of Generic Drugs
Center for Drug Evalustion agd Rescarch

Food and Drug Administration
Dacuement Coantrnl Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: BICEQUIVALENCY AMENDMENT
ANDA# 77-080/Amendment 011
Amlodipine Besylate Tzblets, 2.5 mg, 5 mg and 10 mg

Dear Mr. Buchler:

Synthon Laboratoties, Inc. (“Synthon”) is amending its Abbreviaied Ncw Drug
Application (“ANDA") for Amlodipine Besylate 2.5 mg, 5 mg avd 10 rog Tablets.
Reference is made to the Food and Drug Administration’s (‘FDA™) April 27, 2006
Biocquivalency deficiency fax. A completed Form FDA 356h is provided in Exhibit 1 w0
this response. Additionally. a copy of FDAs deficiency letter is enclosed as Bxhibit 2.
For eoge of review, FDA'» observation/comment is provided below in ftalicized text
followed by Synthon’s corresponding response in nonmal text.

The Division of Bioequivalence deems the DSI deficiencies concerning the accuracy of
study drug administration dosing times and drug sampling times 10 be significant enough
10 compromise the integrity of the hicequivalence studies.

In response 1o the DSI inspection, your propesal to implement corrective measurss for
fitture studies s acknowledged. However, it does not address deficiencies in the conduct
of the submitted studies. Therefore, the DBE finds your two bloequivalence studies
unacceptable. :

DPlease submit new bioequivalence sludies on your drug product.

P.v4-08
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Page 2 of 5
ANDA No. 77-080

Amendment 011: Bicequivalency Amendment : .GON FIDENTIAL

RESPUONSE:

Synthon mapcntfully disagreed with the Division ofBiueq'ui'éalcme’s (“DBE’s")
conclusion that the integrity of the bioequivalence studies submitted in ANDA No. 77-
020 were compramised as a2 xeswlt of alleged deficiencies at the clinical site, * ===

. As discussed in preater detail beJow, DBE’s conclusion appeats to
have been based an the limited administrative record that was available at that time. In
this response, Synthon will fil in this record with essential data and intormation that will
provide a high degree of assurance as to the integsity of the data in the biostudies. We
beijeve that, upon DBE's review ul Uy additional data, the Division will find that the
docurnentation is sufficient to assure the quality of the bjostudies and, therefore, will
acoept the studies as evidence of bioequivalence ta the refercnes listed dmg,

-

L Backgrnpnd

In the deficiency letter, DBE acknowledged the cortective actions that =~ proposer
in response to observations noted duzing the Navember 3-4, 2005 inspection of T8
facility. However, DBE was not made aware of the extensive measutes that ~ " hed
in place which ersured tic jolegrity of the biostudics supporting Synthon’s ANDA. This
disconnect was the result of the way in which ~— responded to the inspectional
observations. Rather than explaining why ——— s aurent methods and procadires
were adequate . merely “agreed” with the observations and committed to
impleraent corrective action for future studies.! More specifically, = thought that

 they were simply agreeing to make minor changes in the way that they documented

certain study data in order to align itself with the FDA’s preferred approach. ™~
never intended to “agree” that the methods and procedures used for its previous studies
were inadequate to epsure the integrity of those studies. Ot the contrary, 83 documented
in this respoase, (here {s ¥ plethors of dety v wueguivically suppul the convlusion that
each study subject received the praper drug product and that each drug adroinistration
and sampling time was accurately recorded. FDA and the courts bave loug recognized
that sporisors do not have to adopt the agency's prefened method so lone as the same
sssurance of quality and integrity is achieved. In this instance, ™7 J approach may
have differcd from FDA’s prefexced methods, but the data end docwnentation leave na
doubt as to the integrity of the study.

' While one of the DBE deficitncies goes o the “accuracy” of “drug sempling timcs,” e  Tosponise
1o ths inspactional cbeervations did not gpecifically adoraes this fasue because it waa not limed oft the Form
FDA 483. Nevertheless, as explained hereln, ~=""d adequate proccdures in place to control drug
sampling times and has, since the jnspection, implemented procedures for recarding sampling timos that are
conaistent writh the FDA recommendesd approach.

P.B5/88
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Amendment 011: Bioequivalency Amendment

1L The Drug Dosing Times/Drug Sampling Times Wetre Accurately Recorded.

~— utilizes a drug envelopa system to dispense and dacument the time of dnig
adeinistration for bioequivalence studjes. On the cvening prior to adruinistration, the
drugs (Reference and Test) arc dispensed from the original containers into the drug
envelopes that are tabeled with the study number, Principal Investigator, subject number,
subject initials, Period number (1 versus for these crossover studies), drug name
(generic only), date of drug administration, and & place to document administration time
— 10 be haud-wiitten at the time of dosing —and a place provided on the label for the two
study personnel (i.c., nursc and physician investigator) to confirm dosing adwinistration.
Importantly, although the study drugs are both identified on the envelope by the generic
nswe “amlodiping 10 mg thl.”, the envelape alsa contains a unigue internal ende ’
following the generic narge thet classifies the drug as the Tast or Reference Drug, For h(4)
example, the label code for the test drug in Synthon’s fasting study was ““=.1§2-03/T
while the code for the reference drug was = [82-03/R (copies of the original
dispensing envelopes are provided in Exhibit 3A. (fasting study) and Exhibit 3B (fed
srudy)). The pratocol clearly states that the jetter at e end of the code [dendfics which
_ drug is contained in the envelope. Specifically, the protacal states that the letter *“T™
s oorTesponds to the Test Drug sad the lotter “R” to the Refarepes Drug. This coding
system is also intuitive in that onc would naturally associate the letwer “T™ with “test” and
" the letter “R” with “reference.” The study personnel are well trained on the meaning of
these codes to further svoid confusion. Prythermore, the drug in the désing envelope is
verified by two independent members of staff at the time of dispensing. The
double verification is documented on the Drug Packagiog Record (enclosed as Exhibit
4A (fasting stdy) and 4B (fed study)). This check and recheck of the eontent of the drug
envelope against the original drug convainer provides a high degree of assurance that the
comect drug will be administered ta the correel subject during the correct study period.

Additionally, the nurse snd physician investigator perform 2 verification of subject, dose
(Reference versus Test). dosing peried (1 versus 2), and documentation of time of dosing
on the cavelope at the time of dosing. To msure accuracy, each study subject wears an
identification arm band that is checked by the purse and verified by the physician prior to
dosing. Documentation of the “double verification” is provided by the initials of the
nurse and physician investigator on the dosing envelops. The envelope is consideted raw
data and provides the requisite documentation that the corvect dose was adiministered to
the correct subject during the comect dosing period. .

In addition to the documentation on the dispensing envelope, ~- also completes a .
“Dmg Administrétion Record” designed to capture the time of dosing and any time b(4)
deviation from the scheduled dosing time {(cxamples enclosed ag Exhibit SA (fasting

study) end Exhibit 5B (fed study)). Likewise, deviations in drug sampling times are
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Amendment 011: Bioegquivalency Amendment

recorded on 2 similarly formatted “Sample Time Record™ (examples enclosed as Exhibit

6A (fasting study) and Exhibit 6B (fed swudy)). For these two docurnents, which arc

included in the case report forms (“CRE”) === jas historically used a straight loe

through the “Timc Deviation” bux o frdicate when no deviation occurred from the b(a)
scheduled sdrainistration or dosing time- This procedure is described in, and controlled .

by, o Stondard Opemting Procedure ("SOP™) that was in place &t the time that these

studies were performed (copy and English trapslation enclosed as Exbibit 7). Study

personne] axe trained on this SOP and, as a result, are clearly instructed to document time

deviations on CRFs &s & minutes instead of listing the actugl dosing or sampling time,

which would require subtracting the actua) tirae from the scheduled time.

Although the FDA investigator took issue with ~—~=—— s approach of decumenting the
druy sduguivtration and saopling times e continucs to belicve that this system
reduces transcription errors and results in 2 CRF containing verification of the dose
administration by the nurse and investigator for all sulyests on the day of dosing. 2 As : h(A)
such, —==-praintains that this is an scceptable method for documenting deviations
from the scheduled adrainistration and/or sampling time. Nevertheless, <~ agreed
10 chauge its procedures to comply with FDA’s preferred epproach of writing the actual
dosing/sampliag time and theu celculating the deviation by means of subtraction from the
scheduled ime. " s acquiescence 1o FDA, however, was by 0o meens an
acknowledgement that the procedures used in the amlodipine biostudies were inadequate.
In fact, ~™====nd Synthon question whather FDA's requested chonges will provide

any addjtional assurance of study integrity.
m. Conclusion

The dispensing envelopes, the “Drug Administration Record,” and “Sample Time
Record” all constitute raw data thet provide verifiable and accurate documentation of the
drug administation and sampling times. - acknowledges that lts wemod of
documentation was not consistent with methods typically used by U.S. clinica! sites.
Consequently, ~="""fus agreed 10 changc its methods to conform with FDA’s desired
approach. Howcvex, in thig instance, there is no scientific justification to teject the
results of Syntbon’s biagtidies in Hpht of the: fact (which is supporied by dats) that the
studies were carefully performed and documented by clinical persopmel cotnmitted ta h“)
good research methods. In fact, Synthon believes that repesting the studies would
unnceessarily expose patients to study medications given that === has 100%
confidence that the current bicequivalence studies were performed with systems that
assured that the correct dose was adminfstered to the correct subject at the correct tunes.

_ 2 It should be notgd that e has been vsing thiz approach for documouﬁng'dosing and sampling times
N for aver 10 years in over 180 _studiu. Nurticrous other regulatary authoritles have reviewed the
mechodology and agresd that it adcguately reeords the relevant informatiot.
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IV. ‘ Meeting Request

Synthon hereby Ieiluesté a meeting with the appropriete representatives of DBE and DSI
10 discuss this matiar. Synthon plans on having the following pecsong present at the

meeting:
.
Wayoe Stargel, Pharm.D. = V.P. of Medical A(lairs, Syuthon Phunnuceuticaly, Ioc. b(4)
Joe Marchetti — President, Synthou Laboratories, Inc.
x ~
= , 2

Please contact us at your earliest convenience to schedule a meeting time. If DBE
- determines that this response is sufficient to accept the biostudies, ibe aforementioned
meeting request should be considered withdrawi.

Please dircct any communication or correspondence conceming this matter 10 my |
attention at telephone number (703) 754-0065 or via facsimile at (703) 754-0081.

Thank you for your aitention to this matter,
Sincerely,
Joscph Marchett)

President
Synthon Laboratories, Ine.

Enclosure(s) .

Appears This Way
On Griginal

TOTAL P.WB8



Simoneau, Margaret A

Com: Simoneau, Margaret A

it: Wednesday, May 17, 2006 12:16 PM .
.0 ~ 'ralmond@synthon.com'
Cc: Hill, John; Chung, Sang; Colman, Eric C; Galliers, Enid M
Subject: NDA 21-961 Simvastatin ODT '
Mr. Almond,

In follow-up to the tcon today, the following are the labeling comments and the postmarketing commitment as
discussed. »

To the CLINICAL PHARMACOLOGY, Phamacokinetics subsection, please add the following new second
paragraph:

- |
- : < bia)

DRUEETIRRT:

The following is the postmarketing commitment discussed:

The Agency requests that Synthon commit to concurrently validating the more discriminating dissolution
method QC.WO.SVT.0dt.020.C/12.02 (submitted as amendment XXX, e-mail dated 15-MAY-2006) to NDA
961 while performing Simvastatin lot release testing using dissolution method QC.US01.SVT.020.C/6. The
«ew dissolution test method (QC.WO.SVT.0dt.020.C/12.02 ) will be validated to support a lot release ,
specification of C === it 15 minutes. b(4)

The new dissolution test method (QC.WO.SVT.0dt.020.C/12.02 ) will also be included in the stability protocol.
Appropriate real-time and accelerated stability data will be required to support the use of the new dissolution
test method instead of the current dissolution test method. These stability data can be updated in the annual
report to support the proposed dating period.

Upon validation, Synthon will amend NDA 21-961 to replace lot release dissolution testing method
QC.US01.SVT.020.C/6 with the fully validated dissolution method QC.WO.SVT.0dt.020.C/12.02..

This amendment is to be submitted within six (6) months of approval of NDA 21-961.

Thank you.

Margaret Simoneau, M.S., R.Ph.
FDA/CDER/DMEP
301-796-1295

Please note new email address
Margaret.Simoneau@fda.hhs.gov



ORIG AMENDMENT
) Synthon . . CDER/CDR
Pharmaceuticals, Inc.
MAY 17 2006
RECEIVED

May 16, 2006. |
VIA FEDERAL EXPRESS : | OR,G'NA L

Mary Parks, M.D.

| Division Director - QE{;E ¥ o

. Division of Metabolic and Endocrine Drug Products s -
US Food and Drug Administration MAY'1 8 2006. |

§ 5901-B Ammendale Road S

§ Beltsville, MD 20705 CDER White Oak DR 1.

Tel: 301.796.2290

RE: NDA #21-961 / Amendment 008
Simvastatin Orally Disintegrating Tablets (SVT-ODT)
10 mg, 20 mg, 40 mg and 80 mg
Additional Dissolution Data and Revised Dissolution Method

Dear Dr. Parks:

Synthon Pharmaceuticals, Inc. (“Synthon”) hereby amends the above referenced New Drug
Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally disintegrating
tablets (ODTs). This amendment provides additional 'dissolution data along with a revised
dissolution method. A completed Form FDA-356h is provided in Exhibit 1 to this response.

Reference is made to the following teleconferences and emails:

* May 3, 2006 teleconference between Richard Almond, Christine Walker and Dr. Po
Lui of Synthon and Margaret Simoneau, Dr. Sang Chung (FDA/OCPB/DCPB2) and
Dr. Hae Young Ahn (FDA/OCPB/DCPB2) requesting that Synthon supply additional h(A)
dissolution data or ==;eparate lots of each strength (10 mg, 20 mg, 40 mg and 80 mg)
of Synthon’s SVT-ODT using the parameters of 75 rpm paddle speed, 0.1% and
0.15% SDS buffer at pH of 6.8.

* May 15, 2006 email from Richard Almond of Synthon to Margaret Simoneau, Dr.
Sang Chung and Dr. Hae Young Ang supplying the additional dissolution data
requested on May 3, 2006 and proposed/revised dissolution method. This email
communication is provided in Exhibit 2.

9000 Development Drive * P.O. Box 110487 ¢ Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104
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NDA # 21-961

Amendment 008 — Additional Dissolution Data and Revised Dissolution Method
Page 2 of 2

Additional dissolution data is provided for — NDA registration batch of each strength of b ( 4
SVT-ODT 10 mg, 20 mg, 40 mg-and 80 mg. The additional dissolution data and updated - )
dissolution method is provided in Exhibits 3 - 4 respectively. For ease of review, a List of

Exhibits is attached and delineates the information presented in each exhibit.

SIIAIUXST 10 1811

Please note that Dr. Kamali Chance is no longer the contact person at Synthon. The follo.v.s'/ing-
people may be contacted at with questions regarding this application. ' .

Michael Hinckle Richard Almond

VP and General Counsel Manager, Regulatory Affairs
(919) 493-6006 (919) 536-1325

T marax-r

As per 21 CFR 314.60(c), Synthon hereby submits two copies of this Amendment 008 and
certifies that a true and exact copy of this amendment has been forwarded as a Field Copy to
the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District'Office -

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA, 30309

Nquyxy

Should you have any questions or comments concerning this amendment, please do not
hesitate to contact me at (919) 493-6006. '

Sincerely, |
%Zé/ ’CM

ichael H. Hinckle
VP and General Counsel

€ mamxnr

Enclosures
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Simoneau, Margaret A

From: Richard Aimond [ralmond@synthon.com]

Sent: Monday, May 15, 2006 9:03 AM

To: Simoneau, Margaret A; Ahn, Hae Young; Chung, Sang

Cc: Mike Hinckle; Kim Bartakovits

Subject: RE: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)

Attachments: SVT ODT dissolution method pH6.8.pdf; AR-U-SVT-003-06.01.pdf

Good Morning,

Please find attached the dissolution analysis report of Simvastatin Orally Disintegration Tablets (NDA #21-961)

from Synthon Pharmaceutical, Inc.’'s (Synthon). As requested, Synthon has performed dissolution profiles using b(d)
0.1 and 0.15% SDS with a pH of 6.8 onm™Jatches of each strength (10 mg, 20 mg, 40 mg and 80 mg) of
Simvastatin Orally Disintegrating Tablets. Also attached is a proposed dissolution method using the 0.15%
SDS/pH 6.8 conditions. Please call me, or email if you have any questions.
Best Regards,
Rich Almond
Synthon Pharmaceuticals, Inc.
(919) 536-1325
----- Original Message-----
From: Ahn, Hae Young [mailto:haeyoung.ahn@fda.hhs.gov]
Sent: Friday, May 05, 2006 8:01 AM
To: Chung, Sang; Richard Alimond
Cc: Simoneau, Margaret A; Mike Hinckle
Subject: RE: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)
During the t-con, the following was also agreed upon: h(a)
Because of time constraint, if the sponsor prefers to use—2atches of each strenath for 0.1 and 0.15%
SDS in stead of 2 step approach (i.e, ~—— scoomemeall 1S

acceptable as well.

Hae-Young Ahn

From: Chung, Sang

Sent: Friday, May 05, 2006 7:27 AM

To: 'Richard Almond'

Cc: Simoneau, Margaret A; 'Mike Hinckle'; Ahn, Hae Young

Subject: RE: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)

Dear Mr. Almond,
Thanks for your kind summary of the telecon. | would like to clarify a few points as follows:

For 0.1% SDS concentration, you can provide results of dissolution study (cf. one of you indicated that
you already had this), or you don't have to do a dissolution study for 0.1% SDS concentration if you prove
it is not a sink condition.

For dissolution method justification (i.e. 0.1% vs 0.15% SDS), you need to provide dissolution study
results using_~Datch of each strength. _ D(@

5/17/2006



Simoneau, Margaret A

bject:
sation:

Start:
End:

Recurrence:

Meeting Status:

Required Attendees:

Optional Attendees:
Resources:

NDA 21-961 Simvastatin ODT INDUSTRY LABELING T-CON
; CDER WO 3270 conf rm Bldg22

Thu 5/11/2006 1:00 PM
Thu 5/11/2006 2:00 PM

(none)

Sang; Hill, John e
Davis Bruno, KarenL ° :
CDER 520 Calendar; CDER WO 3270 conf rm Bldg22

Meeting organizer ' /
| l 3 7 ¢4 s
Simonegu, Margaret A; Colmén, Eric C; Iy)as, William (CDER); Ahyﬂae Young;
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Simoneau, Margaret A

From: Richard Almond [ralmond@synthon.com]

Sent: Wednesday, May 10, 2006 3:02 PM

To: Simoneau, Margaret A

Cc: " Mike Hinckle; Kim Bartakovits

Subject: Simvastatin Orally Disintegrating Tablets (NDA 21-961)

Attachments: SVT-ODT SideBySide Package Insert (revised 5.10.06) - FINAL.doc; SVT-ODT Package
Insert (revised 5.10.06) - FINAL .doc

Hi Margaret,

In response to our telecon on May 8, 2006 regarding labeling of our pending NDA 21-961 for Simvastatin Orally
Disintegrating Tablets (SVT-ODT), | have attached 2 word documents with Synthon Pharmaceuticals, Inc.
(Synthon) revised, proposed Physicians Insert for SVT-ODT. One word document is our revised, proposed
Physicians Insert, the other word document is a side by side annotated comparison of the innovator’s latest
Physicians Insert and our revised, proposed Physicians Insert. Please feel free to contact me if you have any

. questions. :

Best Regards,
Rich Almond

Rich Almond, MBA, RAC
Manager, Regulatory Affairs
Synthon Pharmaceuticals, Inc.
9000 Development Drive
Research Triangle Park, NC 27709
Phone: (919) 536-1325

Fax: (919) 493-6104
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‘Simoneau, Margaret A

3
i

. om: Hill, John :
Sent: Monday, May 08, 2006 11:19 AM :
To: Colman, Eric C; Simoneau, Margaret A : b(4)
Cc: ‘ Fraser, Blair; Hill, John ‘ _
Subject: Relevant e-mail concerning the ' =—==manufacturing facility
Attachments: — manufacturing issue part 1 NDA 21961.msg —— manufacturing issue part 2 NDA

21961.msg

To all:

Attached are the two e-mails from the office of compliance which summarize the current state of affairs. 1 left a voice mail
with Shawnte on Friday asking for a status update. | have not received any response yet.

wfacturing issue pa 1wfaceuring issue pa

As of today the inspectional status for the manufacturing facilities associated with this NDA are as follows:

1. emmmeme.  (Drug Product manufacturer): Inspection 'performed 06-APR-2006, there were 483 items noted in
this inspection.

2. The =——Tacilities are now accepted based on profile. bm;

/}s.ummary: All manufacturing facilities EXCEPT for the 7 ~~—=emwm— e facCility have been accepted by the Office of
<wompliance.

John C. Hill, Ph.D., CDR. USPHS

Chemist :

Division of Pre-Marketing Assessment I

Office of New Drug Quality Assessment, CDER, FDA
10903 New Hampshire AVE.

Bldg. 21, RM. 2545

Silver Spring. MD 20993-0002

(301) 796-1679

Appears This Way
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Simoneau, Margaret A

" bject: NDA 21-961 Simvastatin ODT INTERNAL .LABELING/STATUS MEETING

sation: CDER WO 3302 conf rm Bldg22
Start: Mon 5/8/2006 10:00 AM
End: Mon 5/8/2006 11:00 AM
Recurrence: (none)
Meeting Status: Meeting organizer
Required Attendees: Simonpeail; Margaret A; Colman? Erlc Ccm@ William (CDth.Sang,
Resources: WM;W 7 0;{;0( 5~
S\quvm M+
/‘Q £ Ackr

2 Rovens i b e

VETTLEbA e /w,‘?b. ,
$1-902-1149
/‘,5(;;«6/ 7/’ éﬁbfé g /é‘:o( e
2. updats bt » o % Sy

3 Teve /?eo«é‘ﬁ
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Simoneau, Marﬁret A

~om: Subramaniam, Sriran’”
at: Friday, May 05, 2006 10:35 AM
«0: Simoneau, Margaret A
Subject: NDA 21-961 Simva ODT Biopharm Inspection
Margaret,

This is a follow-up to our telecon we had this morning. You can e-mail the information to me. Thank you.

Sriram

' -
Sriram Subramaniam, Ph.D. ) /}@DS}/
DSI, HFD-48 l

301 594-1051
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Simoneau, Margaret A

From: Ahn, Hae Young -

Sent: Friday, May 05, 2006 8:01 AM

To: Chung, Sang; 'Richard Almond'

Cc: Simoneau, Margarét A; ‘Mike Hinckle'

Subject: RE: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)

During the t-con, the following was also agreed upon:
Because of time constraint, if the sponsor prefers to use ~™Jatches of each strength for 0.1 and 0.15% SDS in
stead of 2 step approach v et ===t is acceptable as weil.

Hae-Young Ahn

From: Chung, Sang

Sent: Friday, May 05, 2006 7:27 AM

To: 'Richard Almond' _

Cc: Simoneau, Margaret A; 'Mike Hinckle'; Ahn, Hae Young

Subject: RE: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)

Dear Mr. Almond,
Thanks for your kind summary of the telecon. | would like to clarify a few points as follows:

For 0.1% SDS concentration, you can provide results of dissolution study (cf. one of you indicated that you
already had this), or you don't have to do a dissolution study for 0.1% SDS concentration if you prove it is not a
sink condition.

For dissolution method justification (i.e. 0.1% vs 0.15% SDS), you need to provide dissolution study results using
~=batch of each strength.

For your final dissolution method and determination of specification, you need to provide dissolution study results
usinc~=batches of each strength. -

Please, let me know if you have any questions.
Regards,

Sang M. Chung, Ph.D.
Office of Clinical Pharmacology and Biopharmaceutics

From: Richard Almond [mailto:ralmond@synthon.com]

Sent: Thursday, May 04, 2006 2:55 PM

To: Simoneau, Margaret A

Cc: Mike Hinckle; Chung, Sang

Subject: NDA #21-961 (Simvastatin Orally Disintegrating Tablets)

Hi Margaret,
Please reference the May 3, 2006 telecon between Synthon Pharmaceuticals, Inc. (Synthon) and FDA

regarding the dissolution parameters of Synthon’s Simvastatin Orally Disintegrating Tablets, NDA #21-
961. During the telecom, FDA requested that Synthon perform additionat dissolution studies using the

5/5/2006
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following parameters:

1. buffer pH of 6.8

2. paddle rotation speed of 75 rpm

3. SDS buffer concentrations of BOTH 0.1% and 0.15%

4. ~—gatches of each strength of drug product (10 mg, 20 mg, 40 mg and 80 mg) b(@)

Studies are currently being scheduled and the data will be available to FDA (electronically) no later than
May 15, 2006. Please contact me if you have any questions.

Thanks for your help.

Best Regards,
Rich Almond

Rich Aimond, MBA, RAC
Manager, Reguiatory Affairs
Synthon Pharmaceuticals, Inc.
9000 Development Drive
Research Triangle Park, NC 27709
Phone: (919) 536-1325

Fax: (919) 493-6104

3 E""}k"‘\c'.\'w‘ o 1
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Simoneau, Margaret A

am: Himaya, Amalia
at: Thursday, May 04, 2006 11:37 AM
Y Yau, Martin K; Simoneau, Margaret A
Subject: RE: Inspection status - NDA 21-961
4l y
Hi Margaret, ‘4’ /»"
This inspection is scheduled to start May 15, 2006. /
FYI
Amalia
From: Yau, Martin K
Sent: Thursday, May 04, 2006 9:54 AM
To: Simoneau, Margaret A
Cc: Himaya, Amalia
Subject: Inspection status - NDA 21-961
Hi Margaret:
| was out of my office this week and just returned this morning. | have received your voice mail concerning the b(4)

inspection status for NDA 21-961 (Simvastatin Orally Disintegration Tablets sponsored by Sinton Pharmaceuticals,
Ltd.). Our project manager, Ms. Amelia Hamada will check on the status of the inspections in —" and will
get back to you soon.

Thanks.
Martin

" Martin K. Yau, Ph.D.
Pharmacologist

Division of Scientific Investigations
GLP and Bioequivalence Investigations Branch

o
'ﬁvﬁ I A \/S\Dkﬁ
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Simoneau, Maggaret A

am: Adams, Shawnte L
Sent: Thursday, May 04, 2006 8:05 AM
To: Hill, John
Cc: Snmoneau Margaret A; Fraser, Blair
Subject: RE: NDA 21961 7 .
e b{4)

We should have our evaluation completed before then. We received the inspection report for
~'~~—--~yesterday and once we get the information on —= we can make sure that's taken care
of as well.

Thanks,

Shawnte L. Adams

Program Analyst

Division of Manufacturing and Product Quality
Foreign Inspection Team, HFD 325
301-827-9051 (Office)

301-827-8909 (Fax)

From: Hill, John
"\ Sent: Thursday, May 04, 2006 7:10 AM
! To: Adams, Shawnte L.
Cc: Simoneau, Margaret A; Fraser, Blair
Subject: RE: NDA 21961
Shawnte:

Thank you for the status update.

Not to be a worry wart, but | do want to remind you that the medical division (510) wants to take an action on this NDA
by May 26. Time flies when a PDUF goal data draws near. Let me know if you need any help.

| do have a question, since i canceled the inspection request in EES do | now need to re-enter it? | did note that the
scheduling of the inspection occurred after | canceled the request. Hopefully there is an administrative means of
correction this inspection request.

Again, thanks for the update and happy Thursday!

John C. Hill, Ph.D., CDR. USPHS

Chemist

Division of Pre-Marketing Assessment I

Office of New Drug Quality Assessment, CDER, FDA
10903 New Hampshire AVE.

Bldg. 21, RM. 2545

Silver Spring. MD 20993-0002

(301) 796-1679

From: Adams, Shawnte L
Sent: Wednesday, May 03, 2006 4 58 PM
To: _Hill, John

Subject: " NDA 21961



"~ John,

_ / Apparently there is some manufacturing at the -1 site as well as it being the administrative
address. We received conflicting information from the US Agent's office intially. DF| found this
out and went ahead and sent an inspection team. I've requested the results because that h( )
information has not been passed on to our office yet. I'm interested in the recommendation so
that | can find out exactly what they are manufacturing at the " _ site.

Thank you,

Shawnte L. Adams

Program Analyst

Division of Manufacturing and Product Quality
Foreign Inspection Team, HFD 325
301-827-9051 (Office)

301-827-8909 (Fax)
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Simoneau, Marg_aret A

bject:
cation:

Start:
End:

Recurrence:

Meeting Status:

NDA 21-961 Simvastatin ODT/T-con with Synthon (Biopharm)
CDER WO 3376 conf rm Bidg22

- Wed 5/3/2006 2:30 PM
Wed 5/3/2006 3:00 PM

(none)

Meeting organizer

Required Attendees: - Simoneau, Margaret A; Ahn, Hae Young; Chung, Sang
Optional Attendees: Colman, EricC
Resources:

7 ﬁ( /v(/li’

C/Zw}‘v/ﬂjk »

CDER WO 3376 conf rm Bidg22
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Simoneau, Margaret A

From: Richard Almond [ralmond@synthon.com]
Sent: Monday, April 24, 2006 2:04 PM

To: Chung, Sang

Cc: Simoneau, Margaret A; Kim Bartakovits

Subject: NDA # 21-961 (Simvastatin Orally Disintegrating Tableis)
Importance: High

Dr. Chung,
Please reference Synthon Pharmaceuticals Inc.’s:

NDA #21-961 for Simvastatin Orally Disintegrating Tablets (SVT-ODT) submitted to the FDA on July 27, 2005.
FDA’s acceptance to file fax dated October 4, 2005.

NDA #21-961 Amendment 006 presenting a revised, more discriminating dissolution method for SVT-ODT
submitted to the FDA on March 14, 2006.

As a follow up to our teleconference on April 21, 2006 with Margaret Simoneau, | would like to highlight the points
of our discussion and present where in the dissolution validation document (VR-U-SVT-001-06.01) that was
submitted in amendment 006 to NDA #21-961 the information is located.

1. FDA recommends at least ~——i0ts of the drug product be used in the validation of the dissolution method.

Up tr —ts of SVT-ODT were used in the validation of the dissolution method. Refer to pages 5 and 6 of
63. Batch (lot) numbers 3117702V2 (10 mg), 3117902V (20 mg), 3118202V2 (40 mg) and 3118402V2
(80 mg) were used.

a. Deaeration of dissolution mediun ~—iot (80 mg), page 28/63, 6 vessels — individual dissolution data h(d}
is presented.

b. Precision/Repeatability =ots (10 mg, 20 mg, 40 mg and 80 mg), pp 31/63 and 32/63, 6 vessels —
individual dissolution data nresented. .

c. Intermediate Precision —tots (10 mg, 20 mg, 40 mg and 80 mg), pp 33/63, 34/63, 35/63 and
36/63, 3 vessels — individual dissolution data presented.

d. Accuracy“--ots (10 mg, 20 mg, 40 mg and 80 mg), pp 37/63, 38/63, 39/63, 40/63, 41/63 and
42/63, 3 vessels — individual dissolution data presented.

e. Adsorption test ™ lots (10 mg, and 80 mg), pp 43/63, 6 vessels — individual dissolution data
presented.

f. Robustness ot (80 mg) for 8 different conditions (pH, stirring speed and medium molarity), pp
49/63, 50/63, 51/63, 52/63, and 53/63) 1 vessel — individual dissolution data presented (note that
section 16.1 on page 49/63 incorrectly states that 6 dissolution vessels were used).

2. FDA would like to see individual dissolution data as a means to help justify the dissolution specifications.
As indicated in item #1 above, all individual dissolution data is presented in validation report VR-U-SVT-

001-06.01. The dissolution specification of «=—= (Q) dissolved in 30 minutes was met using the revised b(m
dissolution method. 4

3. FDA would like justification for using a buffer pH of 7.0 instead of 6.8.

The pH of 7.0 used in the dissolution buffer for SVT-ODT is recommended by the current USP under the
Simvastatin immediate release monograph and Synthon used this as a starting point for developing the

5/3/2006
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dissolution method. In addition, Synthon received recommendations from the FDA on a revised
dissolution method in the acceptance to file letter received on October 11, 2005. In the letter, FDA
recommended that Synthon revise their current dissolution method to “use a lower paddle speed with
lower — concentration”. Svnthon used the FDA’s recommendations and specifically looked at
lower paddle speed and '——— . concentration only.

Please feel free to contact me via email (richard.almond@synthon.com) or phone (919) 536-1325 if you have
additional questions.

Best Regards,
Rich Almond

Rich Almond, MBA, RAC
Manager, Regulatory Affairs
Synthon Pharmaceuticals, Inc.
9000 Development Drive
Research Triangle Park, NC 27709
Phone: (919) 536-1325

Fax: (919) 493-6104
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Simoneau, Margaret A

“bject:
cation:

Start:
End:

Recurrence:

Meeting Status:

Required Attendees:

NDA 21-961 Simvastatin ODT/T-con with Synthon re: F/up Biopharm issues
Bld 22 Rm 3372 (Peggy's office)

Fri 4/21/2006 1:30 PM
Fri 4/21/2006 2:00 PM

(none)
Meeting organizer

Chung, Sang
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moneau, Margaret A

m: Ahn, Hae Young

nt: Friday, April 21, 2006 2:59 PM

: Chung, Sang; Simoneau, Margaret A

: Galliers, Enid M '

bject: RE: Update: Dissolution study and NDA21-961 for simvastatin ODT

1g and Peggy

1at the sponsor will submit early next week may not be sufficient.  The sponsor should be informed on what they need to
erate:

ssolution data using 75rpm, 0.15%, 0.3% and 0.5% SDS, pH 6.8

atches per strength

>-Young
n: Chung, Sang
t: " Friday, April 21, 2006 2:52 PM
Simoneau, Margaret A
Galliers, Enid M; Ahn, Hae Young
ject: Update: Dissolution study and NDA21-961 for simvastatin ODT
1gy.

st had a discussion with Hae-Young regarding T-CON with the sponsor we had yesterday and today. In conclusion, she
gested we could call it as a major amendment if the sponsor needs to conduct additional study to generate new data
if we can not make the final decision without the new data.

: sponsor will send to me any available data in early next week, and | will update you whether the sponsor need to do
itional study or not.

jards,

g
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. Simoneau, Marggret A

_“J;bject: NDA 21-961 Simva ODT T-con with Synthon; Additional biopharm data requirement

Location: Bldg 22 Rm 3372/ Time: whenever you get here!
Start: Wed 4/19/2006 2:30 PM |
.End: Wed 4/19/2006 3:00 PM

Recurrence: (none)

Meeting Status: Meeting organizer

Required Attendees: Simoneau, Margaret A; Chung, Sang

Minutes

T- Con discussion:
Referrence March 14, 2006 submission, requests:

1. Individual dissolution data for 16.1, .2 &.3

2 Agency recommend ph dissolution media of 6.8 (this is the ph of the small intestine); if you want a ph of 7.0 then
justification is required

3. In 16.12, the ph is 6.8, therefore, no new studies are needed. :

4. Information request response will be sent to to the NDA, with a copy to Dr. Chung

Appears This Way
: On Griginal
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'NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 21-961 Supplement # N/A Efficacy Supplement Type SE- N/A

Trade Name:
Established Name: Simvastatin Orally Disintegrating Tablets
Strengths: 10, 20, 40 and 80 mg

Applicant: Synthon Pharmaceuticals, Inc
Agent for Applicant: Kamali Chance

Date of Application: July 28, 2005

Date of Receipt: July 29, 2005

Date clock started after UN: N/A

Date of Filing Meeting: September 19, 2005

Filing Date: September 27, 2005 : _

Action Goal Date (optional): User Fee Goal Date:  May 29, 2006

Indication(s) requested: Reductions in Risk of CHD Mortality and CV Events; Pts with Hypercholesterolemia
Req. modifications of Lipid Profiles; Adolescent Pts with HeFH

Type of Original NDA: G ®2) X
OR )

Type of Supplement: o\ O ®@2) [

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) regardless 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:

[0 NDA is a(b)(1) application OR NDA is a (b)(2) application
Therapeutic Classification: S X P []
Resubmission after withdrawal? O : Resubmission after refuse to file? [ ]
Chemical Classification (1,2,3 etc.):
Other (orphan, OTC, etc.):
Form 3397 (User Fee Cover Sheet) submitted: YES NO [
User Fee Status: - Paid [] Exempt (orphan, government) [X]

Waived (e.g., small business, public health) ]

NOTE: Ifthe NDA is a 505(b)(2) application, and the applicant did not pay a fee 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, and an Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication

Version: 5/20/2005

This is a locked document. [f you need to add 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 ##HHt#
NDA Regulatory Filing Review
Page 2

Jor a use is to compare the applicant’s proposed labeling to labeling that has already been approved for the
product described in the application. Highlight the differences 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. :

Version: 5/20/2005

[s there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(1) or (b)(2)
application? YES NO [T
If yes, explain: Zocor/ April 18, 2006 (ped)

N

Does another drug have orphan drug exclusivity for the same indication? YES [] NO X

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

{21 CFR 316.3(b)(13)]? YES [ No [

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 (AIP)? YES [] NO [X
If yes, explain:

If yes, has OC/DMPQ been notified of the submission? YES [] NO [X
Does the submission contain an accurate comprehensive index? YES X NO []
If no, explain:

Was form 356h included with an authorized signature? YES [X NO [
If foreign applicant, both the applicant and the U.S. agent must sign.

Is the submission complete as required under 21 CFR 314.507 YES X NO [
If no, explain:

If an electronic NDA, does it follow the Guidance? NA [] YES [X NO [
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 Technical Document format, does it follow the CTD guidance?

NA [] YES No [
Is it an electronic CTD (eCTD)? NA [ YES X NO [
If an electronic CTD, all forms and certifications must either be in paper and signed or be
electronically signed. '
Additional comments:
Was the patent information submitted on form FDA 3542a? YES NOo [
Was exclusivity requested? YES, Years NO [X

N



NDA ####
NDA Regulatory Filing Review

Page 3
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required. '
. Correctly worded Debarment Certification included with authorized signature? YES X NO []

If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . . . "

. Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES [] NO [X

. If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? YES [] NO

o Were financial disclosure forms included with authorized signature? YES X NO []

(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 [X] NO []
e Are the PDUFA and Action Goal dates correct in COMIS? YES . NO []

If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

. Are the trade, established, and applicant names correct in COMIS? YES X NO [
If no, have the Document Room make the corrections.
Is the established name correct in COMIS IND(s) file(s): YES X -~ No [}

If no, have the Document Room make the corrections.
. List referenced IND numbers: PIND 70,964

. End-of-Phase 2 Meeting(s)? Date(s) : NO [X
If yes, distribute minutes before filing meeting.

. Pre-NDA Meeting(s)? Date(s) | Adyvice It and t-con with User Fee No X
If yes, distribute minutes before filing meeting.

Project Management

. Was electronic “Content of Labeling” submitted? YES [X NO []
If no, request in 74-day letter.

) All labeling (P1, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?
YES [] NO X

. Risk Management Plan consulted to ODS/IO? NA [ YES [] NO [X

Version: 5/20/2005 . ' 3



L Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? Y

. MedGuide and/or PPI (plus PT) consulted to ODS/DSRCS? NA [] YES []

° If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for

scheduling, submitted?

NA X YES []
If Rx-te-OTC Switch application:
. OTC label comprehension studies, all OTC labeling, and current approved PI consulted to
ODS/DSRCS? NA X YES []
° If the application was received by a clinical review division, has YES []
DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?
Clinical
. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES []
Chemistry
] Did applicant request categorical exclusion for environmental assessment? YES [X]
If no, did applicant submit a complete environmental assessment? YES [
If EA submitted, consulted to Florian Zielinski (HFD-357)? YES []
o Establishment Evaluation Request (EER) submitted to DMPQ? YES []
. If a parenteral product, consulted to Microbiology Team (HFD-805)? YES []

Appears This Way
Cn Original
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 9/19/05

NDA #: 21-961

DRUG NAMES: Simvastatin ODT
APPLICANT: Synthon Pharmaceuticals, Inc.

BACKGROUND: Synthon's Simvastatin ODT is a new dosage form of the lipid-lowering drug product Zocor
tablets, NDA 19-766, by Merck & Co., Inc.

(Provide a brief background of the drug, e.g., the molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: M. Parks, W. Lubas, H. Ahn, S. Chung, J. Hill and M. Simoneau

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

Discipline Reviewer
Medical: W. Lubas
Secondary Medical: M. Parks
Statistical: nn
Pharmacology: Davis-Bruno
Statistical Pharmacology: nn
Chemistry: ' J.Hill.
Environmental Assessment (if needed): nn
Biopharmaceutical: S. Chung
Microbiology, sterility: nn
Microbiology, clinical (for antimicrobial products only): nn

DSIL nn

Regulatory Project Management:
Other Consults:

M. Simoneau
Biopharm Consult

Per reviewers, are all parts in English or English translation? YES [X NO []

If no, explain:

CLINICAL

¢ Clinical site inspection needed?

e Advisory Committee Meeting needed?

FILE [X REFUSETOFILE []
YES [} NO X
YES, date if known NO

« If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical

necessity or public health significance?

Version: 5/20/2005
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Appendix A to NDA Regulatory Filing 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 of reference to the underlying data)

(2) itrelies 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 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 bc 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)(1) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Appears This Way
Cn Criginal
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES X NO []

If “No,” skip to question 3.
2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): Zocor, NDA 19-766

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 is
already approved? , YES [] NO

(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 CFR 320.1(c))

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

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [ NO [
(The approved pharmaceutical equivalent(s) should be cited as the listed drug(s).)

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

(c) Have you conferred with the Director, Division of Regulatory Policy II, Office of Regulatory Policy
(ORP) (HFD-007)? YES [} 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 [X NO []

(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 uniformity, disintegration times
and/or dissolution rates. (21 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 “Ne,”’ skip to question 5. Otherwise, answer part (b).

(b) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [] NO []
(The approved pharmaceutical alternative(s) should be cited as the listed drug(s).)

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

Version: 5/20/2005 9
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Regulatory Policy II, Office of Regulatory Policy (ORP) (HFD-007) to determine if the approprtate
pharmaceutical alternatives are referenced.

- If “Yes,” skip to question 6. Otherwise, answer part (c).

(©)

10.

11.

Have you conferred with the Director, Division of Regulatory Policy II, YES [] NO []
ORP?

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

(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 [ NO [

If “No,” skip to question 6.

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, Office of
Regulatory Policy (HFD-007), to further discuss.

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

Describe the change from the listed drug(s) provided for in this (b)(2) application (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”).  Merck is tablet formulation; Synthon is orally disintegrating
tablets

Is the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO [X
section 505(j) as an ANDA? (Normally, FDA will refuse-to-file such NDAs

(see 21 CFR 314.101(d)(9)).

Is the extent to which the active ingredient(s) is absorbed or otherwise made ~ YES [ ] NO [X
available to the site of action less than that of the reference listed drug (RLD)?

(See 314.54(b)(1)). If yes, the application should be refused for filing under

21 CFR 314.101(d)(9)).

Is the rate at which the product’s active ingredient(s) is absorbed or otherwise ~YES [] NO [X
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 filing under

21 CFR 314.101(d}9).

Are there certifications for each of the patents listed for the listed drug(s)? YES X NO [
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.)

[J 21 CFR314.50G)(1)(i)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

[J 21 CFR314.50(i)(1)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

Version: 5/20/2005 ' 10
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21 CFR 314.50(i)(1)(1)(A)(3): The date on which the patent will expire. (Paragraph III
certification)
Patent number(s):

21 CFR 314.50()(1)(()(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: [F FILED, and if the applicant made a “Paragraph IV certification {21 CFR
314.500)(1) () (4)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified 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 notification [21 CFR 314.52(e}].

[] 21 CFR 314.50(i)(1)(ii): No relevant patents.

[0 21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the

labeting 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 viii statement)

Patent number(s):

[l 21 CFR314.50()(3): Statement that applicant has a licensing agreement with the patent

owner (must also submit certification under 21 CFR 314.50(1)(1)(1)(A)(4) above).
Patent number(s):

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

approval of the application.
Patent number(s):

12. Did the applicant:

Identify which parts of the application rely on information (e.g. liferature, prior approvaI of
another sponsor's-application) that the applicant does not own or to which the applicant does not
have a right of reference? : YES X NO []

Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity? ’ YES [X NO [

Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug? NA [  YES [X NO (]

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 CFR 314.54(a)(1)(iv).?

NA [ - YES NO [

3y
I 13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
' required by 21 CFR 314.50(j)(4):

Version: 5/20/2005 11
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Certification that at least one of the investigations included meets the definition of "new clinical

investigation" as set forth at 314.108(a). YES [ NO X
A list of all published studies or publicly available reports that are relevant to the conditions for
which the applicant is seeking approval. YES [] NO [
EITHER

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

IND# NO. [

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 clinical studies were

conducted? YES [] NO [

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

YES [X NO

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

Margaret Simoneau
4/18/2006 02:09:11 PM
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Simoneau, Marwet A

- Tom: "~ Hill, John
- oat Tuesday, March 28, 2006 10:10 AM
X Simoneau, Margaret A
Subject: Notification of amendment to DMF
Peggy:

I checked with Art Shaw (the DMF guru) about this letter that Synthon BV sent me indicating that they have filed and
amendment to DMF 18384 in response to our IR comments. The holder of the NDA (Synthon Pharmaceuticals, Inc.)
needs to officially amend the NDA (NDA 21-961) indicating that the holder of DMF 18384 (Synthon BV) has notified them
that they have submitted an amendment to DMF 18384. This amendment to the NDA is required so that | can officially
review the amendment to the DMF.

Isn’t Government work fun???

Please call me if this is at all confusing to you; together we can work this out.

John C. Hill, Ph.D., CDR. USPHS

Chemist

Division of Pre-Marketing Assessment I

Office of New Drug Quality Assessment, CDER, FDA .
10903 New Hampshire AVE. ﬁ

Bldg. 21, RM. 2545 c p‘/\
A

Silver Spring. MD 20993-0002

 (301) 796-1679 J/I\(}
e bia)
\ N / \
Y \\ e\y § W



| Synthon

Pharmaceuticals, Inc.

March 27, 2006 - eee CEY
VIA FEDERAL EXPRESS NEW CORRESP
Mary Parks, M.D.

Division Director : j'_;:,_;;”j: .
Division of Metabolic and Endocrine Drug Products . 5 .
US Food and Drug Administration faYid IV '
5901-B Ammendale Road ﬁE@%g%}E ﬁ :
Beltsville, MD 20705

Tel: 301.796.2290 MAR 3 ¢ 2006

RE: NDA #21-961 CDER White Oak DRy
Simvastatin Orally Disintegrating Tablets :
Notification of Amendment to DMF #18384

Dear Dr. Parks,

Reference is made to New Drug Application (NDA) #21-961 for Simvastatin Orally
Disintegrating Tablets 10 mg, 20 mg, 40 mg and 80 mg, as amended, originally submitted by
Synthon Pharmaceuticals, Inc. on July 28, 2005. This NDA references the Type II Drug
Master File (DMF) #18384 for Simvastatin drug substance, held by Synthon BV, Nijmegen,
The Netherlands.

Synthon Pharmaceuticals, Inc. hereby provides notification to the FDA that Synthon BV has
submitted Amendment 001 to DMF #18384 to the FDA on March 23, 2006. The purpose of
this amendment was to address deficiencies to the DMF that were provided to Synthon BV
on February 23, 2006 in a letter from the FDA.

Should you have any questions or comments concerning this NDA, please do not hesitate to
contact me at (919)-493-6006.

Sincerely,

ot

Michael H. Hinckle
VP and General Counsel

Enclosures

9000 Development Drive * PO. Box 110487 * Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104




Simoneau, Margaret A

“ybject: NDA 21-961 Simva ODT/ March 14, 2006 submission

_‘,cation: CDER WO 3376 conf rm Bldg22
Start: Thu 3/23/2006 11:00 AM
End: Thu 3/23/2006 11:30 AM
Recurrence: (none)

// g

Meeting Status: Meeting organizer J el ¢
Required Attendees: argaret K@l?n?g;Enc G Galliers, Enid McChung Sang:; Hill Jb"ﬁﬁéhn;zﬁ ae
Optional Attendees: Fraser, Blair
Resources: CDER WO 3376 conf rm Bldg22
Agenda:
1. Extend the review clock with the March 14, 2006 submission? S

7 .

2. Possibility of "overdue” status with DSI inspection

T.\'a - — / :
-\ ; ,} / ,»"/ )
//' i 5'/ iy / e/

E// J M, )7
yZa \ }EER_

2. 9 . J_L s /.;5¢
M 22

s [ﬂ A i(&’ Tuwen
/
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. Patent and Exclusivity Search Results Page 1 of 1

Patent and Exclusivity Search Results from query on Appl No 019766 Product 001 in the OB_Rx list.

’Patent Data

Appl Prod Patent Patent Drug Substance Drug Product Patent Use
No No No Expiration Claim Claim Code

019766 (001 4444784 DEC 23,2005 U-59

019766 (01 ¢£4444784*PED JUN 23,2006 U-59

Exclusivity Data

Appl No Prod No Exclusivity Code Exclusivity Expiration

019766 001 1-390 APR 16,2006
019766 001 PED APR 18,2006
019766 001 1-350 OCT 18,2005

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as

+ described in 21 CFR 314.53(d)(5).

' 2. Patents submitted on FDA Form 3542 and listed after August 18, 2003 will have one to three patent codes
indicating specific patent claims as submitted by the sponsor and are detailed in the above table.

3. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted
by the sponsor. These patents may not be flagged with respect to other claims which may apply.

4. *PED and PED represent pediatric exclusivity. Patents with pediatric exclusivity granted after August 18, 2003
will be indicated with *PED as was done prior to August 18, 2003. Patents with “PED added after August 18, 2003
will not contain any information relative to the patent itself other than the *PED extension. Information related
specifically to the patent will be conveyed on the original patent only. ’

* View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Orange Book Home Page

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs ‘
Division of Labeling and Program Support
Update Frequency:

Orange Book Data - Monthly

Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through February, 2006

Patent and Generic Drug Product Data Last Updated: vMarch 20, 2006

http://www .accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm?Appl No=019766&P... 3/21/2006



ORIGINAL
RECEIVED

Synthon
) Pharmaceuucals Inc. M AR ‘Z 1 2006
March 17, 2006 © CDERWhite Osk DR
VIA FEDERAL EXPRESS

Mary Parks, M.D.

Division Director

Division of Metabolic and Endocrine Drug Products
US Food and Drug Administration

5901-B Ammendale Road

Beltsville, MD 20705

Tel: 301.796.2290

RE: NDA #21-961 / Amendment 007 ORIGINAL AMENDMENT
. Simvastatin Orally Disintegrating Tablets 8
4 10 mg, 20 mg, 40 mg and 80 mg

Submission of Additional Adverse Event Informatlon

Reference is made to New Drug Application (NDA) #21-961 for Simvastatin Orally
Disintegrating Tablets, 10 mg, 20 mg, 40 mg and 80 mg, submitted by Synthon
Pharmaceuticals, Inc. (Synthon) on July 28, 2005. Synthon hereby amends the
aforementioned NDA to include additional information on adverse events observed
during a bioequivalence study that was performed on Simvastatin 80 mg Orally
Disintegrating Tablets; Form FDA 356h is provided in Exhibit 1 to this amendment. This
study was sponsored by Synthon BV, an affiliate of Synthon based in Nijmegen,
Netherlands for the purpose of seeking registration in the European Union. The clinical
protocol for this study was similar to the clinical protocol that is presented in the Module
5 of the original NDA submission. However, please note that the reference product for
-this study is Zocor® Forte XL 80 mg Tablets = ; which
is authorized for marketing in Europe. The bioequivalence studies that were conducted in
support of Synthon’s proposed product used the US reference product, Zocor® 80 mg
Tablets (Merck & Co., Inc.).

N
. \‘1 Dear Dr. Parks:
7
]
3)

Information on the adverse events observed during this clinical study is summarized in
the final clinical study report, which is provided in Exhibit 2 to this amendment. The
severity of the adverse events was mild (2 cases) or moderate (3 cases). Of these events,
the clinical investigators judged three adverse events as “probably related” (two cases of
abdominal pain and one case of headache). No serious adverse event, unexpected
adverse drug reaction or other significant adverse event occurred during the study. The
adverse events noted in this study are summarized in Table 1.

SR e T M

i

&Wﬁiﬁﬂ.&r‘@;ﬂ B

9000 Development Drive * P.O. Box 110487  Research Triangle Park, North Carolina 27709
, Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104



NDA #21-961
Amendment 007
Page 2 of 2

Table 1: Adverse Events Summarized by the Test (T) and Reference (R) Prodﬁcts

Abdominal pain 2 1 3
Headache 0 1 7
Common Cold 1 0 1
Total 3 ) s

Should you have any questions or comments concerning this amendment, please do not
hesitate to contact me at (919) 493-6006.

Sincerely,

ichael H. Hinckle
VP and General Counsel

Enclosures

Appears This Way
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Synthon

Pharmaceuticals, Inc.

March 14, 2006

VIA FEDERAL EXPRESS

CDER/CDR

Mary Parks, M.D.
Division Director :
Division of Metabolic and Endocrine Drug Products

US Food and Drug Administration

5901-B Ammendale Road ORIG AVENDMENT RECEFVED

Beltsville, MD 20705
Tel: 301.796.2290 \)'000*@%}

RE: NDA # 21-961 / Amendment 006
Simvastatin Orally Disintegrating Tablets
10 mg, 20 mg, 40 mg and 80 mg
Revision of Dissolution Method

MAR 1 7 2006
L mag
w28 White Oak pry

Dear' Dr. Parks:

Reference is made to FDA’s Acceptance to File Letter for the New Drug Application
(NDA) #21-961 for Simvastatin Orally Disintegrating Tablets, 10 mg, 20 mg, 40 mg and
80 mg, dated October 4, 2006. Synthon Pharmaceuticals, Inc. (Synthon) acknowledges
that the Orally Disintegration Tablet (ODT) is a substantially different formulation
compared to that of the innovator product, Merck’s Zocor® (simvastatin) tablets, and that
the dissolution method submitted with the original application (and updated in
Amendment 004 to the NDA submitted on February 9, 2006), is not sufficiently
discriminative for the ODT formulation. As requested by the FDA, Synthon has
therefore developed-and validated a new dissolution method that is more discriminative
for the ODT; speciﬁcally, the new method utilizes a lower ——— concentration. The
new analytical method will be used to perform the dissolution test for future drug product b(4)
release and stability testing.

Synthon hereby amends the aforementioned NDA to provide the new dissolution
analytical method and the corresponding analytical method validation report. As part of
the analytical method validation, the dissolution test was performed for—NDA
registration batch of each strength of Simvastatin Orally Disintegrating Tablets 10 mg, 20
mg, 40 mg and 80 mg. The individual dissolution profiles are presented in a separate
exhibit to this amendment and demonstrate that the dissolution method is more
discriminating. Updates to the materials specifications and the master certificates of
analysis for the drug product are also provided, as these documents reference the
Currently approved analytical methods.

—_— T R o~ . ~———~



NDA # 21-961
Amendment 006
Page 2 of 2

Form FDA 356h is provided in Exhibit 1 to this amendment. The information presented
in this amendment is provided in the subsequent exhibits as delineated in the attached
“List of Exhibits.”

As per 21 CFR 314.60(c), Synthon hereby submits two copies of this Amendment 006
and certifies that a true and exact copy of this amendment has been forwarded as a Field
Copy to the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA, 30309

Should you have any questions or comments concerning this amendment, please do not
hesitate to contact me at (919) 493-6006.

Sincerely,

ichael H. Hinckle
VP and General Counsel

Enclosures

Appears This Way
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Simoneau, Margaret A

Q’:bject: NDA 21-961 Simvastatin ODT INTERNAL T-CON regarding the DSI Consult for Biopharm

Inspections ' :
Location: CDER WO 3376 conf rm Bldg22
Start: Thu 3/9/2006 11:30 AM
End: Thu 3/9/2006 12:00 PM
Recurrence: (none)
Meeting Status: Meeting organizer
Required Attendees: Simoneau, Margaret A; Colman,.Eric C; Viswanathan, CT
Optional Attendees: Chung, Sang
Resources: CDER WO 3376 conf rm Bldg22

[ Sosd ¢/dWA/Mb

2 St Lt Z i A Jecndt
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Simoneau, Margaret A ) in

A

ey - : ) El M v
om: @T - ynin L £
Sent: fiesday, March 08, 2006 3:23 PM T

To:
Cc:
Subject:

Margaret: :

[ tried calling you twice today with regard to the subject NDA (Simvastain ODT) and the néed for the inspection. Please get
back to me asap so we can decide whether an inspection necessary and the available time if so..

Thanks '

CT. Viswanathan, Ph.D —

Associate Director /ﬁuﬁ/ a /\/37_3 '//uggmgv“ MW

Divisfon of Scientific Investigations, HFD-48
Office of Medical Policy, CDER, FDA

7el: (301) 594 0163

Fax:(301) 480 1728

Appears This Way
Cn Original



120w ay

Simoneau, Margaret A o ' : o pmin

Viswanathan

-'v\:\”‘\';‘om:. _ ol ' .
nesday, March 08, 2006 3:23 PM

sent:
To: s
Cc: , alia; O Shaughnessy, Jacqueline A
Subject: : ‘

Margaret: . : _ . :

 tried calling you twice today with regard to the subject NDA (Simvastain ODT) and the néed for the inspection. Please get
back to me asap so we can decide whether an inspection necessary and the available time if so..

Thanks ' .

CT. Viswanathan, Ph.D — N oo :
Associate Director // , 2 A aleemn oo .
Division of Sclentific Investigations, HFD-48 Sived A 45} % g‘A W{
Qffice of Medical Policy, CDER, FDA . : :

QL) 59401635 = )

Appeaars This Weyy
On Origing

Simoneau, Margaret A .

: Viswanathan, CT
Sont: Monday, May 01, 2006 3:54 PM
. Simoneau, Margaret A

g(t)x:bject: Out of Office AutoReply: NDA 21

-961 Simva ODT Biopharm Inspecti



Simoneau, Margaret A

Y
i

om: Adams, Shawnte L

Sent: Wednesday, March 08, 2006 3:03 PM

To: Hill, John

Subject: RE: NDA 21961

John,

Thank you for the information. The manufacturing is at- located at ——

not -~ . The w.- =is listed in EES. Please cancel the request for the existing
SIS To Tor- 1 =1o [F-1 ST and submit the %4 - Site. That site was recently

inspected therefore an inspection will not be necessary. b(4)

Thank you,

Shawnte L. Adams

Program Analyst

Division of Manufacturing and Product Quality
Foreign Inspection Team, HFD 325
301-827-9051 (Office)

301-827-8909 (Fax)

From: Hill, John

Sent: Wednesday, March 08, 2006 2:31 PM
To: Adams, Shawnte L

Subject: RE: NDA 21961

Shawnte:

Attached is the information that was supplied in the NDA. | am also attaching a copy of my DMF review of the
that is manufactured at the ===t~ facility. Let me know if you need any other

information

<< File: 006_1.3.pdf >> << File: DMF "eesteomsmm £INAL.doc >>
e bi4)

John C. Hill, Ph.D., CDR. USPHS

Chemist

Division of Pre-Markeﬁng Assessment [

Office of New Drug Quality Assessment, CDER, FDA
10903 New Hampshire AVE.

Bldg. 21, RM. 2545

Silver Spring. MD 20993-0002

(301) 796-1679

From: Adams, Shawnte L
y Sent: Wednesday, March 08, 2006 12:54 PM
' To: Hill, John

Subject: NDA 21961

John,



| was just informed that the i facility listed in this application appears to be an
administrative address. Can you check with the sponsor to confirm the address of the b(4)

i manufacturing site.

Thank you

Shawnte L. Adams

Program Analyst

Division of Manufacturing and Product Quality
Foreign Inspection Team, HFD 325
301-827-9051 (Office)

301-827-8909 (Fax)

APpecrs This Way
Cn Criging
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) Synthon | e 082006]

Pharmaceuricals, Inc.
_CDERICDR

March 6, 2006

VIA FEDERAL EXPRESS A : 3 pome m

Margaret Simoneau, R.Ph. o .
Project Manager Tie o MAR ~ 32006

Division of Metabolic and Endocrine Drug Products i

US Food and Drug Administration . Lpeg White Qax DR
5901-B Ammendale Road ' o
Beltsville, MD 20705 NEW CORRESP

RE: Request for Additional Copies of Amendment 005 to NDA #21-961
Simvastatin Orally Disintegrating Tablets ‘
Use of Established Name in lieu of Trade Name on Product Labeling

Dear Ms. Simoneau

As requested, please find enclosed two (2) copies of Amendment 005 to New Drug Application
(NDA) #21-961, which was submitted by Synthon Pharmaceuticals, Inc. (Synthon) on February
23,2006 to Mary Parks, M.D., Division Director for: the Division of Metabolic and Endocrine
Drug Products. Electronic copies of the new proposed labeling for Simvastatin Orally
Disintegrating Tablets 10 mg, 20 mg, 40 mg and 80 mg are also enclosed.

Should you have any questions or comments concerning this NDA, please do not hesitate to
contact me at (919) 493-6006.

Sincerely,

/
Michael H. Hinckle
VP and General Counsel

Enclosures ™™y

A
e

9000 Development Drive * P.O. Box 110487 ¢ Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-G00G » Fax +1 (919) 493-6104

st 30
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__/ DEPARTMENT OF HEALTH & HUMAN SERVICES , ,
; Public Health Service

Food and Drug Administration
Rockviile, MD 20857

NDA 21-961

Synthon Pharmaceuticals, Inc.
Attention: Michael H. Hinckle
Vice President and General Counsel
9000 Development Drive

P.O. Box 110487

Research Triangle Park, NC 27709

Dear Mr. Hinckle:

Please refer to your submission dated September 16, 2005 requesting a waiver for pediatric studies for
Simvastatin Orally Disintegrating Tablets.

We have reviewed the submission and agree that a waiver is justified for Simvastatin Orally
Disintegrating Tablets for all indications for the entire pediatric population.

Accordingly, at this time, a waiver for pediatric studies for your application is granted under section 2
of the Pediatric Research Equity Act.

If you have questions, contact Margaret Simoneau, M.S., R.Ph., Regulatory Project Manager, at 301-
796-1295.

Sincerely,
[See appended elecironic signasure pagef

Mary H. Parks, M.D.

Acting Director

Division of Metabolism and Endocrinology
Products .

Office of Drug Evaluation II

ADDGCH’ S This qu Center for Drug Evaluation and Research
Cn Crigingl



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

Kati Johnson
2/23/2006 08:45:38 AM
signing for Mary Parks, MD
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February 23, 2006 FER 2 4 2006
FEB 2 8 2006 '

VIA FEDERAL EXPRESS - CDERiCDR

Mary Packs, M.D. CDER White Qak DR1 |

Division Director .

Division of Metabolic and Endocrine Drug Products

US Food and Drug Administration

5901-B Ammendale Road _

Beltsville, MD 20705 N 600 «*”"e’ e
‘Tel: 301.796.2290

RE: NDA #21-961 / Amendment 005 :
Simvastatin Orally Disintegrating Tablets OR G AM FN DME'\’T
Use of Established Name in lieu of Trade Name on Product Labeling

Dear Dr. Parks:

Synthon Pharmaceuticals, Inc. (“Synthon™) hereby amends the above referenced New Drug
Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally disintegrating
tablets (ODTs). This amendment provides revised proposed container labels and package
-insert in which the proposed product trade name has been replaced by the established name
and dosage form (i.e. “Simvastatin Orally Disintegrating Tablets”). A completed Form FDA-
356h is provided in Exhibit 1 to this response. The proposed container labels for each
packaging configuration and the proposed package insert for Synthon’s Simvastatin Orally
Disintegrating Tablets are provided in Exhibits 2 - 6 to this amendment. The annotated side-
by-side labeling comparison of the proposed package insert for Synthon’s product to the
approved package insert of the innovator product, Merck’s Zocor Tablets, is provided in
Exhibit 7 to this amendment. For ease of review, a List of Exhibits is attached and delineates
~ the information presented in each exhibit. The labeling information submitted in this
amendment is being provided in both paper and electronic format,

Reference is also made to FDA’s Acceptance to File Fax for the aforementioned NDA, dated
October 6, 2005. Synthon acknowledges that the proposed “patient package insert” that was
submitted with the original application is considered a “consumer brief summary”, and should
be submitted to the Division of Drug Marketing, Advertising, and Communication (DDMAC)
for review after final approval of the NDA. Should Synthon choose to distribute a patient
Package insert, the appropriate information will be submitted to DDMAC for review after the
package insert is approved and in compliance with the applicable regulations. Please note that
~ the proposed patient package insert will not be included with the actual drug product.

9000 Development Drive * PO. Box 110487 » Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104




Pharmaceuticals, Inc.

February 9, 2006

VIA FEDERAL EXPRESS
CDER White ©
Mary Parks, M.D. Uak DR
Division Director
Division of Metabolic and Endocrine Drug Products
US Food and Drug Administration ORIG AMEN DMENT a
5901-B Ammendale Road N" on0~ 153 iy
Beltsville, MD 20705
Tel: 301.796.2290

o

RE: NDA #21-961 / Amendment 004
Simvastatin Orally Disintegrating Tablets
Updates to Analytical Methods, Materials Specifications and Master
Certificates of Analysis

Dear Dr. Parks:

Synthon Pharmaceuticals, Inc. (“Synthon”) hereby amends the above referenced New
Drug Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally
disintegrating tablets for the purpose of providing updates to the analytical methods that
are described in Volume 1, Module 3, Section 2.S.4.2.1 and in Volume 9, Module 3,
Section 2.S.5.2.1 of the original application. Updates to the materials specifications and
the master certificates of analysis for the drug substance and drug product are also
provided, as these documents reference the currently approved analytical methods.
Please note that the changes to the analytical methods are primarily administrative and/or
for the purpose of harmonization for international use. No additional validation or re-
validation was deemed necessary for the updated analytical methods therefore the

analytical method validation described in the original application is still applicable.

The specific changes to the analytical methods are described in the enclosed Purpose of
Amendment section. The completed Form FDA-356h, the updated analytical methods, a
summary comparison of the original to the new analytical methods, updates to the
materials specifications for the drug substance and drug product, and updates to the

master certificates of analysis for the drug substance and drug product are provided in the
attached exhibits. For ease of review, a List of Exhibits is included, and summarizes the
information presented with this amendment.

9000 Development Drive « L.O. Box 110487 * Research Triangle Pack, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104



NDA # 21-961
Amendment 004
Page 2 of 2

Asper 21 CFR 3 14.60(c), Synthon hereby submits two copies of this Amendment 004
and certifies that a true and exact copy of this amendment has been forwarded as a Field
Copy to the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA, 30309

Should you have any questions or comments concerning this amendment, please do not
hesitate to contact me at (919) 493-6006.

Sincerely, ;

ichael H. Hinckle
VP and General Counsel

Enclosures

Appears This Way
On Giigingl
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ORIG AMENDMEN T
Synthon -

£
Pharmaceuticals, Inc. ;3 E

1118

February 3, 2006
VIA FEDERAL EXPRESS

Mary Parks, M.D.
Division Director
Division of Metabolic and Endocrine Drug Products @
US Food and Drug Administration RE@E%VE
5901-B Ammendale Road
Beltsville, MD 20705 FEB -7 2006
Tel: 301.796.2290 .
© CDER White Oak DR 1

RE: NDA #21-961 / Amendment 003

Simvastatin Orally Disintegrating Tablets

Response to CMC Deficiencies

Dear Dr. Parks,

Synthon Pharmaceuticals, Inc. (“Synthon) hereby amends the above referenced New Drug
Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally disintegrating
tablets (ODTs). A completed Form FDA-356h is provided in Exhibit 1 to this response.
This amendment provides a complete response to the Food and Drug Administration’s
(“FDA”) January 19, 2006 CMC deficiency fax, which is included in Exhibit 2 to this
response. For ease of review, the FDA’s observation/comment is followed by Synthon’s
corresponding response.

FDA Observation/Comment:
1. Provide a description of the drug substance  .____. process, a
summary of the manufacturing development of the drug substance b(4)
. process, in-process controls for the :

operatzon and justifications for the final drug substance particle size.

Synthon’s Response:

The DMF Holder Synthon BV has been notified of this deficiency and will provide
the requested process and manufacturing information.

The specification for the final ~=======Hrug substance particle size is based on ‘h(4)
manufacturing data obtained during research and development. A ~—-= portion of
Simvastatin was zu.eee===== for R&D purposes; the particle size of the R&D batch is

9000 Development Drive * P.O. Box 110487 * Research Triangle Pack, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104



NDA #21-961
Amendment 003 — Response to CMC Deficiencies
Page 2 of 16

provided in Table 1. Based on these results, Synthon established a specification for
particle size analysis of s== < "

Table 1: Particle Size of an R&D Batch of Simvastatin Drug Substance b(4)

FDA Observation/Comment:
2. Provide a table comparing the pre and post = ~— — mean drug
substance particle size and size distribution for exhibit lots 71415, 71423 and
71431.

Synthon’s Response:

Please refer to Table 2 for the pos*«==—_particle size and size distribution for drug
substance lots 71415, 71423 and 71431. The DMF Holder Synthon BV has been
notified, and will provide the requested information including the pre. ===""""_

drug substance particle size and size distribution.

Table 2: Pos* ==~ Particle Size Distribution for Drug Substance Lots 71415,

71423 and 71431
I =
B fioh : 5
— p— N e

bid)

b(4}



NDA #21-961

Amendment 003 — Response to CMC Deficiencies

Page 3 of 16

FDA Observation/Commentﬁ

3. In-process specifications of “Record Results for information only” are not
acceptable for the  ————— _and final blend for the commercial batches.
Specify acceptance criteria for these tests or justify why these in-process control

_ tests are not required, based on formulation and manufacturing developmental

data.

Synthon’s Response:

Synthon acknowledges an error in the original application. Volume 2, Module 3,
Section 2.P.3.3, Table 5 (page 15/35) of the original submission was inadvertently a
copy of a table on the preceding page that listed the tests and specifications for in-
process testing performed for the NDA registration batches. The correct information
is provided in Table 3. Additional parameters will also be monitored for the ——
—===""""and final blends during the manufacture of the first ———commercial
batches (validation batches); these additional tests are listed in Table 4. Synthon
proposes to exclude the parameters described in Table 4 from routine in-process
testing of commercial lots. The justifications for Synthon’s proposed in-process
testing and specifications for the . -

p e ———

- is provided below.

Table 3: In-Process Controls During the ——"and Blending for
Commercial Batches of Simvastatin orally disintegrating tablets

Water Content (IR) [%]

Less tham=—/w

Water Content (IR) [%]

Bulk density {g/mL] —e——
Tapped density [¢/mL]  —
Flowability [cot] e

After v

b(4)

b(4)

b(4)



NDA #21-961
Amendment 003 — Response to CMC Deficiencies
Page 4 of 16

Table 4: Additional Parameters that will be Monitored During the
Manufacturing of the =e———=Commercial Lots (Validation Batches)

Water Content (IR) [%]

Water Content (KF) [%]

Bulk density [g/mL]

Afte =sommince

Tapped density [g/mL] b(4)

Flowability [cot]

s Analysis

: ST Samples taken at the end of w=~weses
Blend Uniformity in Mixing Tote o
(Blends for 10 mg and 80 mg Tablets) Specification: % RSD# W” and all md1v1dua1

values are within “eee- of mean.

se=Analysis After Finat=—"_Blending

Proposed Exclusion of Routine In-Process Testing of == e

Information on water content, bulk density, tapped den51ty, and flowability was

recorded for the - sss==ssmams during the manufacture of the qualification and b(4)
NDA registration batches. A summary of the results for water content, bulk density, '
tapped density and flowability of the various - “=-===, batches are provided in

Table 5. A comparison of the water content of the _ e~ pre- and post-—""""7is
provided in Table 6.

Table 5: Summary of In-Process Control Test Results for the --. e
for NDA Registration Batches of Simvastatin ODTs

Bulk density [g/mL] Record Result | ——— | — — [ — | b
Tapped density [g/mL] | Record Result st — S —

Flowability [cot] Record Result | smemees e et B

Water content IR [%)] - ol P — |

Water content KF {%] —— T - . —




NDA # 21-961
Amendment 003 — Response to CMC Deficiencies
Page 5 of 16

Table 6: Comparison of Pre- and Post-*==***"Water Content Results for
smaeesnsised for Production of the NDA Registration Batches

b(4)

; - , : These results are based on the manufacturing of
O-BatChW. #30944G01, ¢ e 0 S (S ey et yith the mervemee
pues (the same parameters used for the manufacture of the NDA
reg1sttauon batches). For additional information and manufacturing process development, please
" refer to Volume 2, Module 3, Section 2.P.2.3 of the original submission.

The data in Table 5 indicate that the results of this in-process control testing were

consistent from batch to batch. Additionally, the information in Table 6 indicates that

the = step does not significantly affect the = water content. Therefore,

an additional determination of water content after —.—1s unnecessary; the

determination of water content prior to 1s sufficient. Based on these results, b(@
Synthon proposes to exclude in-process testing of bulk density, tapped density,

flowability and water content of the - Please note that Synthon will
continue to monitor these parameters during manufacturing process validation on the

- commercial batches as specified in Table 4.

Proposed In-Process Test Specifications for the Final emmm—e======Blend

The proposed specifications for the in-process control testing of water content, bulk

density, tapped density and flowability are provided in Table 3. These specifications - b(4)
are also listed in the proposed commercial manufacturing batch records that were

provided with the original application. These specifications are supported by in-

process data collected for the final blends manufactured for the qualification batches

and NDA registration batches; these data are provided in Table 7 along with the

proposed commercial specifications.

Appears This Way
On Original



‘NDA #21-961
Amendment 003 — Response to CMC Deficiencies
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Table 7: Results of In-Process Testing of NDA Registration Batch Final Blends
and Proposed Commercial Specifications

L] 1 1 1 L 1 1

Proposed Specificatiop: @ ===
1 i 1 1 T T T T T T T

R . SR e o : ~' ; il R g ' il s b(4)
Proposed Specification: susesmanmss
i 1 1 ] L 1 I 1 i
— l T T T T 1 1 1
Proposed Specification;......oosevmm
nd = not determined
Proposed Exclusion of Blend Uniformity Testing of Final Blend

A summary of the blend uniformity of the final blends for the qualification batches
and the NDA registration batches of Simvastatin 10 mg and 80 mg ODTs is provided
in Table 8. The information presented in this table indicates that the blend uniformity
was acceptable for all lots. Because blend uniformity and corresponding content
uniformity of tablets was acceptable for several batches produced using the
manufacturing process, Synthon proposes that routine testing of blend uniformity
during production of commercial lots is unnecessary. Synthon will continue to b(d}
monitor blend uniformity for the production of the &=—=—=—=tommercial lots
(validation batches). Synthon also performs routine content uniformity analysis as
part of finished tablet lot release testing, and will perform additional content
uniformity sampling during the production of the validation batches. Acceptable
content uniformity is an indicator of acceptable blend uniformity. The results of
content uniformity of tablets sampled at the beginning, middle, and end of the

— process for the qualification batches and NDA registration batches are
provided in Table 9; all content uniformity results were acceptable and consistent.




2 Page(s) Withheld

v  Trade Secret / Confidential (b4)
Draft Labeling (b4)
Draft Labeling (b5)

Deliberative Process (b5)



NDA #21-961
Amendment 003 — Response to CMC Deficiencies

Page 9 of 16
Proposed Exclusion of ~=———dAnalysis o* and Final Blend
Synthon proposes to exclude particle size testing of the ~ - and final b(4)

blends of the commercial lots based on the following:

1. An assessment of the manufacturing data for and final

blends obtained during production of the qual1ﬁcat10n batch and NDA

registration batches indicates that the manufacturing process produces: e
 and final blends with acceptable and consistent particle size and b(4)
size dlsmbutlons

2. Synthon determined that the addition of excipients to the *=
does not significantly affect the particle size of the final blend

Synthon will monitor the partlcle size and size dlstnbutxon of the -
and final blends during the manufacturing of the4 = commercial (vahdatlon)

batches.
. . b(4)
Assessment of Manufacturing Data for Zsesw and Final Blends
The particle size and size distribution information for the qualification batch and
NDA registration batches of == ; and final blends is provided in Tables

10 and 11 respectively; the pa.rtlcle size distributions represented graphically are
provided in Figures 1 and 2 respectively.

Table 10: Particle Size of - e w)f the Qualification Batch and

emame NDA Registration Batches

b(4)
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NDA # 21-961

Amendment 003 — Response to CMC Deficiencies

Page 12 of 16

The information summarized in Tables 10 and 11, as well as in Figures 1 and 2
indicates that the manufacturing process produces

with consistent particle size and size distribution from batch to batch.

Evidence that Excipients do not Significantly Affect the Final Blend Particle Size

.and final blends

Synthon determined that the addition of excipients to the
significantly affect the particle size of the final blend. The ma]or cxc:1plent added to

the

——

Table 12: ....c*Particle Size Distribution and Typical Results _..0atch
number D9S4005 sy ymber 139850)

mmsntsisS90d corresponding -

does not

m the preparatlon of the final blend is = ====omems

. Because this excipient is no
L —_ th partlcle s1ze distribution of “exem===gould s1gmﬁcant1y
impact the size distribution of the final blend. The particle size distribution of a
typical lot of e——msreceived fron?™™ === and used in the NDA batches is
provided in Table 12, and a comparison of the particle size distributions of the s
olends is provided in Table 13.

o sl

0 > wzaB R

Not more thar o=

Appears This Way
On Original

b(g)

b(4)

b(4)



NDA # 21-961

Amendment 003 — Response to CMC Deficiencies

Page 13 of 16

Table 13: Particle Size Distributions of the ===

=agnd

Corresponding Final Blends of the NDA Registration Batches

Batch Numbers: (10 mg Tablets):

V1=3117701V1

V2=3117702V2

V3=3117703V3

(20 mg Tablets): V1=3117901V1 V2=3117902V2 V3 =3117903V3
(40 mg Tablets): V1=3118201V1 V2=3118202V2 V3=3118203V3
(80 mg Tablets): V1=3118401V1 V2=3118402V2 V3 =3118403V3

The information provided in Tables 12 suggests that the percentage of particles

greater thap e """ g very close to that of the

Therefore, the addition 0F s
influence the particle size of the

“t0 the s

= should not 31gn1ﬁcantly
~blend. This is supported by the

information provided in Table 13, which reveals that the percentage of particles

greater thap ~.---==r1is unchanged between the

FDA Observation/Comment:

4. Justify the exclusion of “onr=>"

and the final blend.

in-process testing of commercial lots,

based on the formulation and manufacturmg development data reported in this

NDA.

Synthon’s Response:

Information on water content, bulk density, tapped density, flowability and«=ve==

analysis will be recorded for the -

~5-a§ part of manufacturing process

b(4)

validation. Synthon proposes to exclude testing for these parameters from routine in- b(4)
process testing of commercial lots based on manufacturing data from the qualification
batches and the NDA registration batches. For additional information, please refer to

the sub-headings “Proposed Exclusion of Routine In-Process T estmg Off wewr R

7 == and “Proposed Exclusion of «==Analysis ofi === ~and

Final Blend” under Synthon’s response to FDA Observatlon/Comment #3 above




NDA # 21-961
Amendment 003 — Response to CMC Deficiencies
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FDA Observation/Comment:

5. Justify the exclusion of blend uniformity, moisture by Karl Fischer analysis,
particle size and tablet diameter from the in-process testing of commercial lots,
based on the formulation and manufacturing development data reported in this
NDA.

Synthon’s Response:
Exclusion of Blend Uniformity

Information on blend uniformity will be recorded as part of manufacturing process

validation. Synthon proposes to exclude testing for blend uniformity from routine in-

process testing of commercial lots based on manufacturing data from the qualification h(4)
batches and the NDA registration batches. For additional information, please refer to

the sub-heading “Proposed Exclusion of Blend Uniformity Testing of Final '~
————=—==_Blend”’ under Synthon’s response to FDA Observation/Comment #3

above.

Exclusion of Moisture by Karl Fisher Analysis

Information on moisture content by Karl Fisher analysis was collected as part of in-

process controls testing for the manufacture of the NDA registration batches. Please

refer to Table 14, which presents the water content in the e—emmmsm==e=a=x a1 final

blends obtained by LOD (IR) and by Karl Fisher Analysis for the NDA registration

batches of Simvastatin Orally Disintegrating Tablets. The information indicates that

the IR method and Karl Fisher Analysis method yielded similar results. Therefore, b(4)
Synthon proposes to exclude the Karl Fisher analysis from the in-process testing of
commercial lots.

Table 14: Comparison of * < Nater Content Results Determined
by LOD (IR) and Karl Flsher Analysns

LOD (IR) [%] S R e N h(4)

KF [%] P N il e JR—
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Exclusion of Particle Size

Information on particle size will be recorded as part of manufacturing process

validation. Synthon proposes to exclude testing for particle size from routine in-

process testing of commercial lots based on manufacturing data from the qualification
batches and the NDA registration batches. For additional information, please refer to

the sub-heading “Proposed Exclusion of '~——dAnalysis of —————— and b(4)
Final Blend” under the response to FDA Observation/Comment #3 above.

Exclusion of Tablet Diameter

Information on tablet diameter was collected as part of in-process controls testing for
the manufacture of the NDA registration batches; the results are provided in the
executed manufacturing batch records which are provided in Volumes 13 - 22,
Module 3, Section 2.R, Exhibits 1 — 51 of the original application. A summary of the
results for the NDA registration batches is provided in Table 15.

Table 15: Summary of In-Process Testing of Tablet Diameter During the
Manufacture of the NDA Registration Batches of Simvastatin ODTs

10 mg, Batch 3117701V1
10 mg, Baich 3117702V2
10 mg, Batch 3117703V3
20 mg, Batch 3117901V1
20 mg, Baich 3117902V2 | b ( 4)
20 mg, Batch 3117903V3
40 mg, Batch 3118201V1
40 mg, Batch 3118202V2
40 mg, Batch 3118203V3
80 mg, Batch 3118401V1
80 mg, Batch 3118402V2 ' |
80 mg, Batch 3118402V2 J N . —

The information provided in Table 15 indicates that tablet diameter was very

consistent for the manufacture of the NDA registration batches, and all batches were

well within the specification for tablet diameter. Additionally, b(4)
i VeTified as part of the manufacturing process for all batches to ensure

that the correct ——— in place to produce tablets of the appropnate diameter.

Therefore, Synthon proposes to exclude tablet diameter from routine in-process

control testing of commercial lots.
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FDA Observation/Comment:

6. Include testing for disintegration time, friability, and hardness as part of the lot
release testing for the wmeem—— commercial batches as part of the manufacturing b(a)
process validation.

Synthon’s Response:

Acknowledged. Synthon will perform the requested testing as part of manufacturing
process validation.

FDA Observation/Comment:

7. Include microbial testing, for the monitoring of adventitious agents, as part of
routine drug product log release testing.

Synthon’s Response:

Acknowledged. Synthon will perform the requested testing as part of routine drug
product lot release testing.

As per 21 CFR 314.60(c), Synthon hereby submits two copies of this Amendment 003 and
certifies that a true and exact copy of this amendment has been forwarded as a Field Copy
to the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA, 30309

Should you have any questions or comments concernmg this NDA, please do not hesitate to
contact me at (919)-493-6006.

Sincerely,

Michael H. Hinckle
VP and General Counsel

Enclosures
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Products :

Fax number: B
5-Y95-t/pd

Fax number:

Phone number: 7 /f/ ff é-/}/d

Phone number: (301) 796-1295

s‘ubje:ct: | VX//DA Z/- 7&/

Tot'al”no. of pages including cover: (/

Comments:

Document to be mailed: %YES

o

4

leS bbCUMENT 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) 796-2290. Thank you.

Attachﬁxént
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Public Health Service

(“C DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

NDA 21-961 DISCIPLINE REVIEW LETTER

Synthon Pharmaceuticals, Inc.

Attention: Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

9000 Development Drive

P.O. Box 110487

Research Triangle Park, NC 27709

Dear Dr. Chance:
Please refer to your July 28, 2005, new drug application (NDA) submitted under section 505(b)2 of the Federal

Food, Drug, and Cosmetic Act for Simvastatin Orally Disintegrating Tablets 10 mg, 20 mg, 40 mg and 80 mg.

Our review of the Chemistry, Manufacturing and Controls section of your submission is complete, and we have
identified the following deficiencies:

L T -

b(s)

—

We are providing these comments to you before we complete our review of the entire application to give you
preliminary notice of issues that we have identified. In conformance with the prescription drug user fee
reauthorization agreements, these comments do not reflect a final decision on the information reviewed and should
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not be construed to do so. These comments are preliminary and subject to change as we finalize our review of your
application. In addition, we may identify other information that must be provided before we can approve this
application. If you respond to these issues during this review cycle, depending on the timing of your response, and
in conformance with the user fee reauthorization agreements, we may not be able to consider your response before
we take an action on your application during this review cycle.

If you have any questions, call Margaret Simoneau, Regulatory Project Manager, at (301) 796-1295.

Sincerely,

Blair A. Fraser, Ph.D

Chief, Branch II

Division of Pre-Marketing Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Simoneau, Margaret A

From: Hill, John

nt: Monday, November 28, 2005 9:30 AM
oo Simoneau, Margaret A
Subject: FW: "Report sent from Report Builder"

Report.txt (14 KB)
€ggy:

FYI. Attached is the EES status update for this NODE. If all goes well I should have
‘most of the review done before Christmas.

John C. Hill, Ph.D., CDR. USPHS

Chemist

Division of Pre-Marketing Assessment I

Office of New Drug Quality Assessment, CDER, FDA
10903 New Hampshire AVE.

Bldg. 21, RM. 2545

Silver Spring. MD 20993-0002

(301) 796-1679

————— Original Message-----
From: Hill, John
Sent: Monday, November 28, 2005 9:28 AM
To: Hill, John
“bject: "Report sent from Report Builder"
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Request for Biopharmaceutical Inspections

DATE: October 25, 2005

TO: Associate Director for Bioequivalence
Division of Scientific Investigations, HFD-48

THROUGH: (Required for international inspections)
Director, Review Division, HFD-510 or

Director, Division of Pharmaceutical Evaluation, HFD-510
FROM: Margaret Simoneau, Regulatory Project Manager, HFD-510
SUBJECT: Request for Biopharmaceutical Inspections

NDA 21-961
(Simvastatin Orally Disintegrating Tablets)

Study/Site Identification:

As discussed with you, the following studies/sites pivotal to approval (OR, raise question regarding the
quality or integrity of the data submitted and) have been identified for inspection:

Study # Clinical Site (name, address, phone, | Analytical Site (name, address,

fax, contact person, if available) phone, fax, contact person, if
available)

Synthon Study | e o

No.: '

CSP.USO01.SVT. :

ODT80.001

~=Study

No.: 099/226/05 | b > -

b(4)
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International Inspections:
(Please note: International inspections require sign-off by the ORM Division Director or DPE
Division Director.)

We have requested an international inspection because:
_X__ There is a lack of domestic data that solely supports approval;

Other (please explain):

Goal Date for Completion:

We request that the inspections be conducted and the Inspection Summary Results be provided by April
3,2006. We intend to issue an action letter on this application by May 22, 2006.

Should you require any additional information, please contact Margaret Simoneau at 301-796-1295.
Concurrence:

Mary Parks, MD Medical Team Leader
William Lubas, MD Medical Reviewer
Hae-Young Ahn, Biopharm Team Leader
Sang Chung, Biopharm Reviewer

pppears This Way
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)
NDA# 21-961 Supplement # N/A Efﬁcacy Supplement Type SE- N/A

Trade Name:
Established Name: Simvastatin Orally Disintegrating Tablets
Strengths: 10, 20, 40 and 80 mg

Applicant: Synthon Pharmaceuticals, Inc
Agent for Applicant: Kamali Chance

Date of Application: July 28, 2005

Date of Receipt: July 29, 2005

Date clock started after UN: N/A

Date of Filing Meeting: September 19, 2005

Filing Date: September 27, 2005

Action Goal Date (optional): User Fee Goal Date:  May 29, 2006

Indication(s) requested: Reductions in Risk of CHD Mortality and CV Events; Pts with Hypercholesterolemia
Req. modifications of Lipid Profiles; Adolescent Pts with HeFH

Type of Original NDA: oGy [ ®2) X
OR

Type of Supplement: oy U e U

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) regardless 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:
[] NDAis a (b)(1) application OR XI NDA is a (b)(2) application
Therapeutic Classification: S X P []
Resubmission after withdrawal? ] Resubmission after refuse to file? [ ]

Chemical Classification (1,2,3 etc.):
Other (orphan, OTC, etc.):

Form 3397 (User Fee Cover Sheet) submitted: YES [X No [

User Fee Status: Paid [ Exempt (orphan, government) [X]
Waived (e.g., small business, public health) [ ]

NOTE: Ifthe NDA is a 505(b)(2) application, and the applicant did not pay a fee 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 fo 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, and an Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication

Version: 5/20/2005

This is a locked document. If you need to add 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.
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for a use is to compare the applicant’s proposed labeling to labeling that has already been approved for the
product described in the application. Highlight the differences 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.

Version: 5/20/2005

Is there any S-year or 3-year exclusivity on this active moiety in an approved (b)(1) or (b)(2)
application? YES [X NO

If yes, explain: Zocor/ April 18, 2006 (ped)

Does another drug have orphan drug exclusivity for the same indication? YES [] No X

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]? YES [] No [

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 (AIP)? YES [ NO
If yes, explain:

If yes, has OC/DMPQ been notified of the submission? YES [] NO [X
Does the submission contain an accurate comprehensive index? YES [X NOo [
If no, explain:

Was form 356h included with an authorized signature? YES X NO []
If foreign applicant, both the applicant and the U.S. agent must sign.

Is the submission complete as required under 21 CFR 314.50? YES [ NOo []
If no, explain:

If an electronic NDA, does it follow the Guidance? NA [ YeES [X No [
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 Technical Document format, does it follow the CTD guidance?
NvA [0 veEs K NO [

Is it an electronic CTD (eCTD)? NA O YEs KX NO []
If an electronic CTD, all forms and certlﬁcatlons must either be in paper and signed or be

electronically signed.

Additional comments:

Was the patent information submitted on form FDA 3542a? YES NOo [
Was exclusivity requested? YES, Years NO

o X
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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 []
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . .. .”

Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES [] NO

If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? YES [ NO [X

Were financial disclosure forms included with authorized signature? YES [X NO [
(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 [
Are the PDUFA and Action Goal dates correct in COMIS? YES X NO []

If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

Are the trade, established, and applicant names correct in COMIS? YES X No []
If no, have the Document Room make the corrections.
Is the established name correct in COMIS IND(s) file(s): YES NO [

If no, have the Document Room make the corrections.
List referenced IND numbers: PIND 70,964

End-of-Phase 2 Meeting(s)? Date(s) NO X
If yes, distribute minutes before filing meeting.

Pre-NDA Meeting(s)? Date(s) Advice It and t-con with User Fee NOo X
If yes, distribute minutes before filing meeting.

Project Management

Was electronic “Content of Labeling” submitted? YES [X NO [
If no, request in 74-day letter.

All labeling (PI, PP1, MedGuide, carton and immediate container labels) consulted to DDMAC?
YES [] NO [X

Risk Management Plan consulted to ODS/IO? NA [ YES [] NO [X

Version: 5/20/2005 3
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. Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? Y

. MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A [] YES []

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

scheduling, submitted?

N/A YES []

If Rx-to-OTC Switch application:

. OTC label comprehension studies, all OTC labeling, and current approved PI consulted to
ODS/DSRCS? NA X YES []
. If the application was received by a clinical review division, has YES []

DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?

Clinical
. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES

Chemistry

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

° Establishment Evaluation Request (EER) submitted to DMPQ? YES

. If a parenteral product, consulted to Microbiology Team (HFD-805)? YES

Appears This Way
On Original
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 9/19/05

NDA #: 21-961

DRUG NAMES: Simvastatin ODT
APPLICANT: Synthon Pharmaceuticals, Inc.

BACKGROUND: Synthon's Simvastatin ODT is a new dosage form of the lipid-lowering drug product Zocor
tablets, NDA 19-766, by Merck & Co., Inc.

(Provide a brief background of the drug, e.g., the molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: M. Parks, W. Lubas, H. Ahn, S. Chung, J. Hill and M. Simoneau

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

Discipline Reviewer
Medical: W. Lubas
Secondary Medical: M. Parks
Statistical: nn

Pharmacology: Davis-Bruno
Statistical Pharmacology: .nn

Chemistry: JHill
Environmental Assessment (if needed): nn
Biopharmaceutical: S. Chung
Microbiology, sterility: nn

Microbiology, clinical (for antimicrobial products only): nn

DS nn

Regulatory Project Management: M. Simoneau
Other Consults: Biopharm Consult
Per reviewers, are all parts in English or English translation? YES [X NO [

If no, explain: |

CLINICAL FILE [X REFUSETOFILE []
* Clinical site inspection needed? : YES [] NO [X
* Advisory Committee Meeting needed? YES, date if known NO [X

¢ If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance? NA X YES [] NO [

Version: 5/20/2005 5
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CLINICAL MICROBIOLOGY NA K FILE [] REFUSETOFILE []
STATISTICS N/A FILE [] REFUSETOFILE []
BIOPHARMACEUTICS _ FILE X REFUSETOFILE []
 Biopharm. inspection needed? YES X NO []
PHARMACOLOGY NA [ FILE [X REFUSETOFILE []
* GLP inspection needed? YES [l NO [X
CHEMISTRY FILE [X] REFUSETOFILE []
¢ Establishment(s) ready for inspection? YES [] No [X
¢ Microbiology YES [ NO [X]
ELECTRONIC SUBMISSION:
Any comments:
REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)
] The application is unsuitable for filing. Explain why:
X The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.
] No filing issues have been identified.
X Filing issues to be communicated by Day 74. List (optional): Request
q

sponsor to develop a new dissolution method for the ODT.

ACTION ITEMS:

1..X]  Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g, orphan, OTC) are correctly entered into COMIS.

2] IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

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

4[] 1If filed, complete the Pediatric Page at this time. (If paper version, enter into DFS.)
51 Convey document filing issues/no filing issues to applicant by Day 74.

Sent 10/4/05

Version: 5/20/2005 6
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Margaret Simoneau
Regulatory Project Manager, HFD-510
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Appendix A to NDA Regulatory Filing 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 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
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 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 mono graph 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)(1) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Appears This Way
On Original
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications

1. Does the application reference a listed drug (approved drug)? YES [X NO []
If “No,” skip to question 3.
2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): Zocor, NDA 19-766

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 is
already approved? YES [X NO

(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 CFR 320.1(c))

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

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [} NO [
(The approved pharmaceutical equivalent(s) should be cited as the listed drug(s).)

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

(c) Have you conferred with the Director, Division of Regulatory Policy II, Office of Regulatory Policy
(ORP) (HFD-007)? YES [ NO []

If “No,” please contact the Director, Division of Regulatory Policy I, ORP. Proceed to question 6.
4. (2) Is there a pharmaceutical alternative(s) already approved? YES M NO []

(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 uniformity, disintegration times
and/or dissolution rates. (21 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. Otherwise, answer part (b).

(b) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)?  YES [] NO []
(The approved pharmaceutical alternative(s) should be cited as the listed drug(s).)

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

Version: 5/20/2005 . 9
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Regulatory Policy II, Office 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).

(¢) Have you conferred with the Director, Division of Regulatory Policy II, YES [] NO []

10.

1.

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

(@) 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 [] No [

If “Ne,” skip to question 6.

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, Office of
Regulatory Policy (HFD-007), to further discuss.

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

Describe the change from the listed drug(s) provided for in this (b)(2) application (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”).  Merck is tablet formulation; Synthon is orally disintegrating
tablets

Is the application for a duplicate of a listed drug and eligible for approval under YES ] NO [X
section 505(j) as an ANDA? (Normally, FDA will refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

Is the extent to which the active ingredient(s) is absorbed or otherwise made  YES B NO [X
available to the site of action less than that of the reference listed drug (RLD)?

(See 314.54(b)(1)). If yes, the application should be refused for filing under

21 CFR 314.101(d)(9)).

Is the rate at which the product’s active ingredient(s) is absorbed or otherwise YES ] NO [X
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 filing under

21 CFR 314.101(d)(9).

Are there certifications for each of the patents listed for the listed drug(s)? YESs [X NOo []

-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.)

[J 21CFrR3 14.50(1)(1)(1)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

[1 21cCFr3 14.50()(1)(I)(A)(2): The patent has expired. (Paragraph II certiﬁcatioh)
Patent number(s):

Version: 5/20/2005 ’ 10
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21 CFR 314.50(i)(1)(()(A)(3): The date on which the patent will expire. (Paragraph III
certification)
Patent number(s):

1 21 CFR 314.50(i)( 1)()(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: [F FILED, and if the applicant made a “Paragraph IV” certification [21 CFR
314.50()(1)()(4)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [2]1 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)].

1 21 CFR 314.50(i)(1)(ii): No relevant patents.

[ 21CFrR3 14.50(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 viii statement)

Patent number(s):

[0 21 CFR314.50()(3): Statement that applicant has a licensing agreement with the patent

owner (must also submit certification under 21 CFR 314.50()(1)(i)(A)(4) above).
Patent number(s):

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

approval of the application.
Patent number(s):

12. Did the applicant:

Identify which parts 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 [X NO []

Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity? ' YES [X NO []

Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug? NA [ ves [X NO [

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 CFR 314.54(a)(1)(iv).?

NA [ vYEsS K NOo []

13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
required by 21 CFR 314.50()(4):
Version: 5/20/2005 11



NDA #Hi#it
NDA Regulatory Filing Review
Page 12

e Certification that at least one of the investigations included meets the definition of "new clinical

investigation"” as set forth at 314.108(a). YES [] NO X
e A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is seeking approval. YES [] No [
* EITHER

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

IND# NO []

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 clinical studies were

conducted? YES [] NO []

14. Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?
YES X No [
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October 13, 2005 S a
N 00005

VIA FEDERAL EXPRESS

David G. Orloff, M.D.

Division Director

Division of Metabolic and Endocrine Drug Products

US Food and Drug Administration ORIG AMEN DMENT
5901-B Ammendale Road

Beltsville, MD 20705

Tel: 301.796.2290

RE: NEW DRUG APPLICATION
NDA # 21-961 / Amendment 002
Simvastatin Orally Disintegrating Tablets
Dissolution Data

Dear Dr. Orloff:

Synthon Pharmaceuticals, Inc. (“Synthon™) hereby amends the above referenced New
Drug Application (“NDA”) for Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally
disintegrating tablets for the purpose of correcting inadvertent transcription errors that
have been discovered on the dissolution data provided in Volume 1, Module 1, Section
3.9, pages 16 — 18 on the innovator drug product, Zocor® tablets (Biowaiver section).
Please note that correct dissolution data on Zocor tablets and Simvastatin orally
disintegrating tablets was provided in Module 3, Section 3.1.2.1.1 on Bioequivalence
Summary Tables, more specifically Table 4, “Summary of In-Vitro Dissolution Studies.”

Synthon is submitting replacement pages with corrected in-vitro dissolution tables and
graphs for Volume 1, Module 1, Section 3.4, pages 16 — 18 as well a copy of Table 4
from Module 5, Section 3.1.2.1.1 (for reference). A completed Form FDA 356h is also
being provided.

9000 Development Drive * LO. Box 110487 * Research Triangle Park, North Carolina 27709 gM
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104
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NDA #21-961
Amendment 002
Page 2 of 2

As per 21 CFR 314.60(c), Synthon hereby submits two copies of this Amendment 002
and certifies that a complete copy of this amendment has been forwarded as a Field Copy
to the FDA District Office at the address below:

Mary H. Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA 30309

Should you have any questions or comments concerning this NDA, please do not hesitate
to contact me at (919) 536-1310.

Sincerely,

Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

Enclosures

Appears This Way
On Criginal
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DEPARTMENT OF HEALTH & HUMAN SERVICES . .
3 Public Health Service
"&h Food and Drug Administration
Rockville, MD 20857
FILING COMMUNICATION
NDA 21-961

Synthon Pharmaceuticals, Inc.

Attention: Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

9000 Development Drive

P.O. Box 110487

Research Triangle Park, North Carolina 27709

Dear Ms. Chance:

Please refer to your July 28, 2005, new drug application (NDA) submitted under section
505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Simvastatin Orally Disintegrating
Tablets 10 mg, 20 mg, 40mg and 80 mg.

We also refer to your submissions dated August 12 and September 16, 2005.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Act on September 27, 2005, in accordance with 21 CFR 314.101(a).

In our filing review, we have identified the following potential review issues:

The Orally Disintegrating Tablet (ODT) is a substantially different formulation compared to

Merck’s marketed Zocor® (simvastatin) Tablets, your comparator. Dissolution study results

were submitted using a dissolution method for simvastatin Tablets. This dissolution method is

not considered discriminative enough for your ODT formulation. Therefore, you should develop

a new dissolution method for the ODT. Paddle speed and '— . concentration should be the

major factors to be considered in developing the new dissolution method. It is recommended that b(4)
you use a lower paddle speed (e.g., SORPM) with lower —  concentration.

Additionally, we note that your proposed “patient package insert” is considered a consumer brief
summary. You must submit a request for advisory comments to the Division of Drug Marketing,
Advertising, and Communication (DDMAC) if you would like them to review the brief
summary. Please note that DDMAC will only review the brief summary after approval of the
package insert.

We are providing the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of



NDA 21-961
Page 2

deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

Please respond only to the above request for additional information. While we anticipate that any
response submitted in a timely manner will be reviewed during this review cycle, such review
decisions will be made on a case-by-case basis at the time of receipt of the submission.

If you have any questions, call Margaret Simoneau, S.S. R.Ph., Regulatory Project Manager, at
(301) 827-6411.

Sincerely,
{See appended electronic signature page !

David G. Orloff, M.D.

Director

Division of Metabolism and Endocrinology
Drug Products (DMEP)

Office of Drug Evaluation I1

Center for Drug Evaluation and Research

Appears This Waoy
On Qricin!




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

Mary Parks
10/4/2005 08:58:16 AM
for Dr. Orloff
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Simoneau, Margaret A

“-ibject: NDA 21-961 Simvastatin Orally Disintegréting Tablet Filing Meeting

zation: CDER 510 Calendar; CDER PKLN 14B39 Conf Room -AR
Start: Mon 9/19/2005 2:00 PM '
End: Mon 9/18/2005 3:00 PM
Recurrence: (none)
Meeting Status: Meeting organizer
Required Attendees: moneaty Margaret A; Parks, Mary H Cubas2William (CDEhn; Moore-Stephen K-
%_ a;ws éruno, Karen ogng; Chung. Sang ‘ '
Resources: . CDER 516-Calendar; COERPKLN 14B39 Cenf Room -AR :

File date: 27 September 2005
User Fee: 29 May 2006

Appears This Vo .
On Criginai



Simoneau, Margaret A

From: Tran, Debi Nhu
ent: Friday, September 16, 2005 8:25 AM
B Simoneau, Margaret A
ibject: simvastatin ODT
Hi Margaret,

The proposed "patient package insert" submitted by Synthon Pharmaceuticals is a consumer brief summary. | attached a
guidance if you would like more information about brief summaries. Please instruct the sponsor to submit a request for
advisory comments to DDMAC if they would like us to review the brief summary.

guidance consumer
brief summar...

Thanks!

Debi Tran, Pharm.D.

Regulatory Review Officer

Food and Drug Administration

Division of Drug Marketing Advertising & Communications
Tel: 301-827-2831

Fax: 301-594-6771

Appears This Way
On Griginal
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DATE:  September 16, 2005

To: Margaret Simonean

SYNTHON LTD MEDICAL

NUMBER OF PAGES (including cover): 3

FDA - Division of Metabolic & Endocrine Drug Products

FrROM: Michael H. Hinckle

Telk (919) 493-6006
Fax: (919) 493-6104

NDA#21-961 Amendment 001

RE: PREA Statement

Ms. Simoneau:

Per your request of September 15th the following PREA
Statement is being submitted to you via fax. A hard copy of this
statement and Form 356h are being shipped FEDEX Priority
Overnight to the Division Director, David Orloff.

Please contact me if you have any questions.

Appears This Way
Cn Original

This facsimnile is intended enly for the uzc of the individual or entity to which it is addressed and may contain information
that is privileped, confidentinl, and exempt from disclosuse under applicable law, Tf the reader of this facsimile is not the

intended recipicnt oe the employee or agent res
aotified that any dissemination, distdbution, o
this communication in error, please notify
helow via the LS, Postal Service, Thank you.

ponsible for delivering the facsimile to the intended recipient, you are herchy
copying of this communication is strictly prohibited. Tf you have roctived

us immediately by telephone and rewm the original faosimile to us at the address

If you have problems tccciving this fax, please call (919) 493-6006
9000 Devclopment Dr, » P.O. Box 110487 « RTP, NC » 27709

-

PAGE 81/@3

FAX COVER
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Synthon

Pharmaceudicals, Inc.

September 16, 2005
VIA FEDERAL EXPRESS

David G. Orloft, M.D.

Division Director (HFD-510)

Division of Metabolic and Endocrine Drug Products
U.S. Food and Drug Administration

5600 Fishers Lane- "

Rockville, MD 20857

Re:  NDA #21-961 Amendment 001
Simvastatin Orally Disintegrating Tablets
10 mg, 20 mg, 40 mg, and 80 mg
PREA Statement

Dear Dr. Orloff:

Synthon Pharmaceuticals, Inc. (“Synthon™) hereby amends the above referenced New
Drug Application (“NDA™) for Simvastatin. 10 mg, 20 mg, 40 mg, and 80 mg orally
disintegrating tablets for the purpose of requesting a *“full waiver” of the pediatric
assessment requirement of the Pediatric Research Equity Act (“PREA™) pursuant to
Section S05B(a)(4)(A) of the Federal Food, Drug, and Cosmetic Act (“FDCA™) and 21
C.F.R. 314.55 (c)(2)(i). The basis for our request is provided below.

Zocor”® (simvastatin) is approved for the treatment of heterozygous familial
hypercholesterolemia in adolescents age 10-17 years. Synthon’s Simvastatin orally
disintegrating tablet contains the same active ingredient as Zocor (i.e., simvastatin) and
therefore would not offer a meaningful therapeutic benefit over the current] y marketed
product. Consequently, no new safety or efficacy information would be obtained from
additional simvastatin studies in the 10-17 year old patient population in light of what is
already known about simavastatin in this population. Therefore, Synthon believes that a
full waiver of pediatric assessment requirement in the 10-17 year old patient population
1s warranted in this instance.

With respect to treatment of children under 10 years of age, we note that the medical
community recommends that drug therapy for cholesterol management in this younger
paticnt population be undertaken in only very rare instances. Addressing this very
issue, the American Academy of Pediatrics (“AAP™) in accordance with the National

9000 Development Drive * PO. Box 110487 ¢ Rescarch Triangle Park, North Carolina 27709
Phonc +1 (919) 493-6006 * Fax +1 (919) 493-6104

-
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NDA # 21-961 c
Synthon Pharmaceutical, Inc.
Simvastatin Otally Disintegrating Tablets
PREA Statement

Page2 of 2

Cholesterol Education Program issued a statement for the management of cholesterol in
childhood. In relevant part, the AAP’s statement recommends that,

drug therapy should be considered only for children > 10 years of age after
an adequate trial of diet therapy (for 6 to 12 months) and whose LDL-
cholesterol level remains > 190 mg/dl. or whose LDL-cholesterol level
remains > 160 mg/dL and there is a family history of premature
cardiovascular disease (<55 years of age) or two or more other risk factors
-.. are present in the child or adolescent after vigorous attempts have been
made to control these risk factors. The recommended drugs for the
treatment of hypercholesterolemia and high LDL-cholesterol levels in
children are the bile acid sequestrants cholestyramine and colestipol,
which bind bile acids in the intestinal lumen. They have documented
efficacy, relative freedom from adverse effects, and are apparently safe
when administered to children, Other pharmacologic agents are not
recommended for routine use in children and adolescents except in
consultation with a lipid specialist.

Cholesterol in Childhood. Pediatrics. 1998; 101:141-147 (available at
http://www.pediattics.org/cgi/content/full/101/1/141).

Consequently, there is a very limitcd population of less than 10 year old patients who
would qualify for statin drug therapy under the AAP recommendations. This fact,
combined with the lack of a meaningful therapeutic benefit conferred by Synthon's
proposed drug product, warrants a full waiver of the PREA requirement for the under
10 years population. See FDCA 505B(a)(4)(A)iii).

Based on the forgoing, Synthon hereby requests a full waiver of the PREA
requirements pertaining to all indications and all age groups for NDA No. 21-961.

Should you have any questions concerning this amendment, please do not hesitate to
contact me at (919) 493-6006.

Sincerely,
Michael H. Hinckle
Vice President and General Counsel

Synthon Pharmaceuticals, Tnc.

cc: Margaret Simoneau, FDA (via fax)

a3/v3



Synthon

Pharmaceuticals, Inc.

RECEIVED
AUG 15 2005

August 12, 2005 FDR/CDER
VIA FEDERAL EXPRESS

Margaret Simoneau, R.Ph.

Project Manager

Division of Metabolic and Endocrine Drug Products
U.S. Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: New Drug Application
Simvastatin 10 mg, 20 mg, 40 mg, and 80 mg
Orally Disintegrating Tablets
NDA# 21-961

Dear Ms. Simoneau:

Pursuant to your request, Synthon Pharmaceutical, Inc. hereby submits a true copy of
Module 1 of the New Drug Application for Simvastatin 10 mg, 20 mg, 40 mg, and 80
mg Orally Disintegrating Tablets.

Should you have any questions concerning the information provided in this NDA,
please do not hesitate to contact me directly at (919) 536-1310.

Sincerely,
Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

Synthon Pharmaceuticals, Inc.

Enclosures

9000 Development Drive * R.O. Box 110487 * Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104
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Rockville, MD 20857
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NDA 21-961

Synthon Pharmaceuticals, Inc.

Attention: Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

9000 Development Drive

P.O. Box 110487

Research Triangle Park, North Carolina 27709

Dear Dr. Chance:

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

Name of Drug Product:  Simvastatin Orally Disintegrating Tablets 10 mg, 20 mg, 40mg and 80 mg

Review Priority Classification: Standard

Date of Application: July 28, 2005
Date of Receipt: July 29, 2005
Our Reference Number: NDA 21-961

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on September 27, 2005, in
accordance with 21 CFR 314.101(a). Ifthe application is filed, the user fee goal date will be
May 29, 2006.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. We are deferring submission of your
pediatric studies until January 31, 2006. However, in the interim, please submit your pediatric
drug development plans within 120 days from the date of this letter unless you believe a waiver
is appropriate.

If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with



NDA 21-961
Page 2

the provisions of section 2 of the Pediatric Research Equity Act (PREA) within 60 days from the
date of this letter. We will notify you within 120 days of receipt of your response whether a
waiver is granted. If a waiver is not granted, we will ask you to submit your pediatric drug
development plans within 120 days from the date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certain products (pediatric
exclusivity). You should refer to the Guidance for Industry on Qualifying for Pediatric
Exclusivity (available on our web site at www.fda.gov/cder/pediatric) for details. If you wish to
qualify for pediatric exclusivity you should submit a "Proposed Pediatric Study Request" in
addition to your plans for pediatric drug development described above. Please note that
satisfaction of the requirements in section 2 of PREA alone may not qualify you for pediatric
exclusivity.

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 submissions 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

Beltsville, MD 20705-1266

If your submission only contains paper, send it to the following address:

U.S. Postal Service/Courier/Qvernight Mail:

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: Fishers Document Room #8B-45

5600 Fishers Lane

Rockville, Maryland 20857

If you have any question, call me, at (301) 827-6411.

Sincerely,
{See appended electronic signature page}

Margaret Simoneau, M.S., R.Ph.
Regulatory Project Manager

Division of Metabolic and Endocrine Drug
Products, HFD-510

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.

Margaret Simoneau
8/11/05 02:30:17 PM
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Simoneau, Margaret A

From: Colangelo, Kim M
Zent: Monday, August 08, 2005 4:26 PM

: ' Simoneau, Margaret A

i Chen, Andrea; Peat, Raquel
oubject: RE: Notification of a new 505b2 NDA

Good afternoon Margaret,

Thank you very much for the email. We do fry to pull this information from the filing review, but the email
nofification is helpful to us, so please continue sending them.

Kind regards,
Kim

Kim Colangelo

Associate Director for Regulatory Affairs
Office of New Drugs

CDER/FDA

NEW INFORMATION BEGINNING AUGUST 8, 2005
Phone:
301-796-0700 {OND IO main)
301-796-0140 (direct)
Fax:
201-796-9856
sernal Mail:
hite Oak, Bldg #22, Room 6300
External Mail Address:
FDA
10903 New Hampshire Ave.
Bldg #22, Room 6300
Silver Spring, MD 20993

--—---Original Message-----

From: Simoneau, Margaret A
Sent: Monday, August 08, 2005 3:29 PM
To: Colangelo, Kim M

Subject: Notification of a new 505b2 NDA
Hi Kim,

A new 505b2 NDA 21-961 for Simvastatin Orally Disintegrating Tablets 10, 20, 40 and 80 mg has been submitted in
CTD to this Division on July 29, 2005. Synthon Pharmaceuticals, Inc, is the sponsor.

If you get this information from the filing review template now and this email notification is unnecessary, please let me
know.

Thanks.
:’ Margaret Simoneau

FDA/CDER/HFD-510
301-827-6411



Simoneau, Margaret A

From: EDRAdmin@cder.fda.gov
Sent: Monday, August 08, 2005 3:50 PM
B _ CHUNGSA@cder.fda.gov; HILLJ@cder.fda.gov; SIMONEAUM@cder.fda.gov;

LUBASW@cder.fda.gov; DAVISBRUNOK@cder.fda.gov; GALLIERS@cder.fda.gov;
GUILDERSON@cder.fda.gov; JOHNSONKA@cder.fda.gov; PRATHERM@cder.fda.gov;

TAGOEI@cder.fda.gov

Cc: schumaker@cder.fda.gov; esub@cder.fda.gov; talastash@cder.fda.gov;
emmonsp@cder.fda.gov; langhnojau@cder.fda.gov; Tokoli@cder.fda.gov;
EDRAdmin@cder.fda.gov

Subject: ‘ EDR - NDA021961 from SYNTHON PHARMS drug name SIMVASTATIN ORALLY

DISINTEGRATING TABS,1

Hi !

The EDR has received an Electronic Document on CD-ROM for division
HFD-510:

NDA# N21961

Incoming Document Type: N

Incoming Document Type Sequence Number: 000
Supplement Modification Type:

Letter Date: 7/28/2005

It has sections 1, 2, 3, 4, 5, 6, 8, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19. The network
path location is: \\CDSESUBl\NZ1961\N;000\2005—O7—28
It is now available on the network. You can review this submission by entering EDR in your
browser.
. ‘ease address any questions concerning this electronic submission to:

o

EDRAdmin@cder. fda.gov

Thanks,
Prentiss

Appears This Way
On Original



Simoneau, Margaret A

From: Galliers, Enid M
Sent: Wednesday, August 03, 2005 6:14 PM
"'\'{: Moore, Stephen K; Ahn, Hae Young; Parks, Mary H; Davis Bruno, Karen L; Simoneau,
! Margaret A; CDER-DRTL-FDR
wC: Johnson, Kati
Subject: NDA 21-961 SIMVASTATIN ORALLY DISINTEGRATING TABLETS, 10, 20, 40, 80 MG from

your friends at SYNTHON PHARM

FDR:
Please change the NAME = SIMVASTATIN ORALLY DISINTEGRATING TABS, 10,20,40,80 MG
THERCODE = 3041600
CHEM CLASS = 3
REV PRIORITY = S
PM = SIMONEAU

TEAM LEADERS:

This 505b2 NDA is based on biopharm, chemistry, literature, and reference to Zocor for dyslipidemia indications. The
application was submitted in electronic format but is not yet loaded in EDR. Also, the red CMC jackets have not been
forwarded yet.

~ Pharm/tox refers to literature. I can't tell if there's anything associated with the dosage form that needs your attention.
‘:fsase make review assignments - if you can - even without access to the submission.
Thanks,
Enid

Appears This Way
Cn Original
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FDR/CDER RECEIVED
July 28, 2005
’ JUL 2 9 2005
IA FEDERAL EXPRESS
Y FDR/CDER
David G. Orloff, M.D.
Division Director (HFD-510) RECEIVED
Division of Metabolic and Endocrine Drug Products
U.S. Food and Drug Administration AUG 0 2 2005
5600 Fishers Lane
Rockville, MD 20857 _ CDR / CDER

Re:  New Drug Application
Simvastatin 10 mg, 20 mg, 40 mg, and 80 mg
Orally Disintegrating Tablets
NDA# 21-961

Dear Dr. Orloff:

Pursuant to section 505(b)(2) of the Federal F ood, Drug, and Cosmetic Act (“FDCA”)
and in accordance with the provisions of 21 C.FR. § 314.50, Synthon Pharmaceuticals,
Inc. (Synthon) hereby submits a new drug application (“NDA”) for Simvastatin 10 mg,
20 mg, 40 mg, and 80 mg orally disintegrating tablets.

The NDA applicant is Synthon Pharmaceuticals, Inc. and the primary contact person is
as follows:

Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs
9000 Development Drive

P.O. Box 110487

Research Triangle Park, NC 27709
919-493-6006

919-536-1310 (direct) Appears This Way
919-493-6104 (fax) On Crictino

9000 Development Drive * P O. Box 110487 » Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 « Fax +1 (919) 493-6104



FDA Cover Letter
NDA #21-961
Page 2 of 3

Synthon’s proposed new drug product, Simvastatin orally disintegrating tablets is a new
dosage form of the blood lipid-lowering drug product Zocor® tablets, NDA # 01 9766,
held by Merck & Co., Inc. After oral ingestion, simvastatin, which is an inactive
lactone, is hydrolysed to the corresponding beta-hydroxyacid. This main metabolite of
simvastatin inhibits 3-hydroxy-3-methyl-glutaryl-coenzyme A (HMG-CoA) reductase,
which catalyses an early step in the biosynthesis of cholesterol, limiting the rate of the
total reaction. The active moiety, simvastatin, is identical for Synthon’s proposed new
drug product, Simvastatin orally disintegrating tablets and Zocor® tablets marketed by
Merck & Co., Inc.

The safety and efficacy of simvastatin is well documented in the published literature
and in FDA’s 1991 approval of the 5 mg to 40 mg strengths of Zocor (NDA # 019766).
Additionally, FDA approved the 80 mg dose of Zocor in 1998 (NDA # 019766 /S028).
Therefore, Synthon is proposing to support the approval of its 505(b)(2) NDA with a
combination of:

(a) published literature concerning the simvastatin active ingredient;

(b) FDA’s previous findings of the safety and efficacy of the Zocor drug product
(NDA# 019766); and

(c) data from a comparative bioavailablity (i.e., bioequivalence) study comparing
the proposed 80 mg simvastatin orally disintegrating tablet with the approved
Zocor 80 mg tablet in the fasting condition.

This NDA submission contains 39 volumes in the Common Technical Document
(CTD) format. This is a paper submission with the exception of labeling information
and bioequivalence data, which are provided in both paper format and in an electronic
format pursuant to 21 CFR 314.50(I)(i), FDA Guidance for Industry entitled “Providing
Regulatory Submissions in Electronic Format — Content of Labeling” and FDA
Guidance for Industry entitled “Providing Regulatory Submissions in Electronic
Format — General Considerations”.

This NDA submission contains the following sets of documents:

* An archival copy (in blue binders) of the complete NDA - 39 volumes

e A review copy of the complete NDA - 39 volumes
o Module 1, 2 and 3 - red binders
o Module 4 - yellow binder
o Module 5 - orange binders



FDA Cover Letter
NDA #21-961
Page 3 of 3

e A field copy (in green binderé) - 25 volumes

o Module 1
o Module 3

e A CD-ROM of the complete NDA (a PDF courtesy copy)

The following documents are being provided in an electronic format:

Proposed package insert (PI)

Proposed Patient Package Insert (PPI)
Side-by-Side annotated PI

Side-by-Side annotated PPI

Proposed container labels

Pharmacokinetic data CD in SAS Transport format
Bioequivalence Study Summary Tables

Synthon commits to resolve any issues identified in the methods validation process
after approval in accord with usual FDA practices.

Additionally, concurrently with the filing of this NDA, pursuant to 21 C.F.R.

§ 314.50(1)(3), a true copy of the technical sections of the NDA (including a copy of
Form FDA 356h and a certification that the contents are a true copy of those filed with
the Division of Metabolic and Endocrine Drug Products) has been forwarded to Atlanta

District Office.

Should you have any questions concerning the information provided in this original
NDA, please do not hesitate to contact me directly at (919) 536-1310.

Sincerely,

| [ - Lo
Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

Synthon Pharmaceuticals, Inc.

Enclosures
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Synthon

Pharmaceuricals, Inc.

July 28, 2005
VIA FEDERAL EXPRESS

Ms. Mary Woleske, District Director
Atlanta District Office

Food and Drug Administration

60 Eighth Street, NE

Atlanta, GA 30309

Re:  New Drug Application
Simvastatin 10 mg, 20 mg, 40 mg, and 80 mg
Orally Disintegrating Tablets
NDA# 21-961

Dear Ms. Woleske:

Pursuant to 21 CFR 314.50 (1)(3), Synthon Pharmaceuticals, Inc. (Synthon) is hereby
forwarding a true copy of the technical sections of the New Drug Application (NDA) for
Simvastatin 10 mg, 20 mg, 40 mg, and 80 mg orally disintegrating tablets including a
completed copy of Form FDA 356h and a certification that the contents are a true copy of
those filed with the Division of Metabolic and Endocrine Drug Products.

The NDA applicant is Synthon Pharmaceuticals, Inc. and the primary contact person is as
follows:

Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs
9000 Development Drive

P.O. Box 110487

Research Triangle Park, NC 27709
919-493-6006

919-536-1310 (direct)
919-493-6104 (fax)

9000 Development Drive ® P.O. Box 110487 ¢ Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 » Fax +1 (919) 493-6104



Field Copy Cover Letter
NDA # 21-961
Page 2 of 2

Should you have any questions concerning the information presented in this application,
please do not hesitate to contact me directly at (919) 536-1310.

Sincerely,

Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

Enclosures

Appears This Way
On Criginal



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005

See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,
OR AN ANTIBIOTIC DRUG FOR HUMAN USE

FOR FDA USE ONLY

(Title 21, Code of Federal Regulations, Parts 314 & 601) NDAr 2108
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Synthon Pharmaceuticals, Inc. 7/27/05
TELEPHONE NO. (include Area Code) FACSIMILE (FAX} Number (Include Area Code)
919-493-6006 919-493-6104
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.8. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued). ZIP Code, telephone & FAX number) IF APPLICABLE
9000 Development Drive

P.O. Box 110487
Research Triangle Park, North Carolina 27709

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued)

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

Simvastatin Orally Disintegrating Tablets

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (¥ any)

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Tablets 10 mg, 20 mg, 40 mg and 80 mg Oral

{PROPOSED) INDICATION(S) FOR USE:
Treatment of hypercholesterolemia, dyslipidemia, hyperlipidemia, hypertriglyceridemia, dysbetalipoproteinemia.

APPLICATION DESCRIPTION

APPLICATION TYPE )
{check one) [ NEW DRUG APPLICATION (CDA, 21 CFR 314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[3 BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [3505 (b)(1) 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT {S THE BASIS FOR THE SUBMISSION

Nameof Drug _ Zocor (Simvastatin) Holder of Approved Applicaton ~ Merck & Co., Inc.

TYPE OF SUBMISSION (check one) [ ORIGINAL APPLICATION 3 AMENDMENT TO APENDING APPLICATION ] RESUBMISSION
3 PRESUBMISSION 3 ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT
[J LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE GATEGORY OcBE [J CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION

New Drug Application

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT {OTC)

NUMBER OF VOLUMES suBMITTED 39 THIS APPLICATION IS [JPAPER  [X PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Establishment information is provided in Volume 1, Module 1, Section 3

CD-ROM of the complete drug application is being provided as well as Labeling, bioequivalence tables and SAS transport data in an
electronic format.

Cross References (list related License Applications, INDs, NDAs, PMAs, §10(k)s, IDEs, BMFs, and DMFs referenced in the current application)
PIND# 70-964

FORM FDA 356h (4/03) PAGE 1 OF 5



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

1. Index

2. Labeling (check one) [X Draft Labeling [J Finat Printed Labeling
3. Summary (21 CFR 314.50 (c))
4

. Chemistry section

A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d){1), 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's requesf)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
6. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

. Clinical data section (e.g., 21 CFR 314.50(d)}(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or ()(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (IX3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Information (21 CFR Part 54)
20. OTHER (Specify)
CERTIFICATION

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

1. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

2. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR Paris 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
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.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.
Local, state and Federal environmental impact laws.
If this appllcahon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

mhapabgbgisqrzapdizdizdpintidimipapabapgidpzdbzabgiz

Neosw

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
o ce \/ Kamali Chance, MPH, Ph.D., RAC 7127/05
I o \,_.,..///~ C;Z( Director of Regulatory Affairs
ADDRESS (Street, City, State, and ZIP Code) -} Telephone Number
9000 Development Drive : ( 919 ) 493-6006

P.O. Box 110487
Research Triangle Park, North Carolina 27709

Public reporting burden for this collection of information is estimated to average 24 hours per response, |nclud|ng the time for reviewing
instructions, searching existing data sources, gathenng and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

FORM FDA 356h (4/03) PAGE2OF £
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Food and Drug Administration
Rockville, MD 20857

NDA 21-961

Synthon Pharmaceuticals, Inc.

Attention: Kamali Chance, MPH, Ph.D., RAC
Director of Regulatory Affairs

9000 Development Drive

P.O. Box 110487

Research Triangle Park, North Carolina 27709

Dear Dr. Chance:

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

Name of Drug Product: ~ Simvastatin Orally Disintegrating Tablets 10 mg, 20 mg, 40mg and 80 mg

Review Priority Classification: Standard

Date of Application: July 28, 2005
Date of Receipt: July 29, 2005
Our Reference Number: NDA 21-961

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on September 27, 2005, in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
May 29, 2006.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. We are deferring submission of your
pediatric studies until January 31, 2006. However, in the interim, please submit your pediatric
drug development plans within 120 days from the date of this letter unless you believe a waiver
is appropriate.

If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with



NDA 21-961
Page 2

the provisions of section 2 of the Pediatric Research Equity Act (PREA) within 60 days from the
date of this letter. We will notify you within 120 days of receipt of your response whether a
waiver is granted. Ifa waiver is not granted, we will ask you to submit your pediatric drug
development plans within 120 days from the date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certain products (pediatric
exclusivity). You should refer to the Guidance for Industry on Qualifying for Pediatric
Exclusivity (available on our web site at www.fda.gov/cder/pediatric) for details. If you wish to
qualify for pediatric exclusivity you should submit a "Proposed Pediatric Study Request" in
addition to your plans for pediatric drug development described above. Please note that
satisfaction of the requirements in section 2 of PREA alone may not qualify you for pediatric
exclusivity.

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 submissions 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

Beltsville, MD 20705-1266

If your submission only contains paper, send it to the following address:

U.S. Postal Service/Courier/Overnight Mail:

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: Fishers Document Room #8B-45

5600 Fishers Lane

Rockville, Maryland 20857

If you have any question, call me, at (301) 827-6411.

Sincerely,
{See appended electronic signature page}

Margaret Simoneau, M.S., R.Ph.
Regulatory Project Manager

Division of Metabolic and Endocrine Drug
Products, HFD-510

Office of Drug Evaluation I1

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.

Margaret Simoneau
8/11/05 02:30:17 PM
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PRETIR

PRESCRIPTION DRUG Expiraton bate: Decamber 31, 2008,
DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION U S E R F E E C OVE R

SHEET

See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See exceptions on the
reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment. Payment instructions and fee rates
can be found on CDER's website: hitp//www.fda.gov/cder/pdufa/default.htim

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER
Synthon Pharmaceuticals, Inc. Pre-IND# 70-964
9000 Development Drive
P. O. Box 110487 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
Research Triangle Park, North Carolina 27709 [Jves NO
IF YOUR RESPONSE IS "NO" AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

IF RESPONSE IS "YES', CHECK THE APPROPRIATE RESPONSE BELOW.
[] THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.

2. TELEPHONE NUMBER (Include Area Code) [] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

{ 919 )493-6006

(APPLICATION NO. CONTAINING THE DATA).

3. PRODUCT NAME 6. USER FEE LD. NUMBER
Simvastatin Orally Disintegrating Tablets N/A

7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

D A LARGE VOLUME PARENTERAL DRUG PRODUCT IZ! A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (See item 7, reverse side before checking box.)
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92 .
(Self Explanatory)

D THE APPLICATION QUALIFIES FOR THE ORPHAN D THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL

EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED

Drug, and Cosmetic Act COMMERCIALLY
(See item 7, reverse side before checking box.} (Self Explanatory)
"B. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FORTHIS APPLICATION?
[ves Kino

(See.ltem 8, reverse side if answered YES)

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or sponsor, and a person is not
Food and Drug Administration CDER, HFD-94 required to respond to, a collection of information unless it
CBER, HFM-88% and 12420 Parklawn Drive, Room 3046 displays a currently valid OMB control number.

1401 Rockville Pike Rockville, MD 20852

Rockville, MD 20852-1448

o

SIG AEOFAUTHORIZ /co /z\JYREPA ENTATIVE TITLE ‘ SATE
%W / ,0 4 éﬁ/l/i(%é [c;u/z);é = /22 5
z

FORM FDA 3397 (12/03) PSC Media Arts (301) 443-1090  EF



INSTRUCTIONS FOR COMPLETING PRESCRIPTION DRUG USER FEE COVER SHEET
FORM FDA 3397

Form EDA 3397 is to be completed for and submitted with each new drug or biologic product original application
or supplemental application submitted to the Agency on or after April 30, 2001, unless specifically exempted
below. Form 3397 should be placed in the first volume of the application with the application form.

NOTE: Form FDA 3397 need not be submitted for:

CDER
505(j) applications
Supplements to 505() applications
CBER
Any supplement that does not require clinical data for approval
Applications (including supplements) for: :
« Products for further manufacturing only
« Whole Blood or Blood Component for Transfusion
« Bovine Biood Product for Topical Application Licensed before September 1, 1992
« A crude Allergenic Extract Product
« An In-Vitro diagnostic biological product licensed under section 351 of the PHS Act

ITEM NO.: INSTRUCTIONS

1-2. Self-explanatory

3. PRODUCT NAME - Include generic name and trade name, as applicable.

4. BLA STN / NDA NUMBER
FOR BIOLOGIC PRODUCTS - Indicate the 6-digit Biologics License Application STN if known.

FOR DRUG PRODUCTS - Indicate the NDA number, including a leading zero. NDA numbers can be
obtained by calling the Center for Drug Evaluation and Research, Central Document Room, at (301)
827-4210.

EXAMPLE: For NDA 99999, the number would be: NO99999.

5. CLINICAL DATA - The definition of ‘clinical data’ for the assessment of user fees is found in FDA’s Guidance
for industry: Submitting Separate Marketing Applications and Clinical Data for Purposes of Assessing User
Fees. FDA’s guidance on the definition of clinical data can be found on CDER's web site: hitp:/fwww.fda.gov/
cder/pdufa/default.htm.

6. USER FEE I.D. NUMBER - PLEASE INCLUDE THIS NUMBER ON THE APPLICATION PAYMENT
CHECK. If the application is exempted from a fee, a User Fee 1.D. Number is not required. To obtain the
appropriate User Fee 1.D. Number, read and compiete the following:

FOR DRUG PRODUCTS - A unigue identification number will be assigned to each submission. This
individual identification number may be obtained by calling the Center for Drug Evaluation and Research,
Central Document Room, at (301) 827-4210. Questions regarding the CDER User Fee LD. Number
should be directed to CDER's User Fee Staff at (301) 594-2041.
FOR BIOLOGIC PRODUCTS - The User Fee L.D. Number is the applicant's four digit U.S. License Number,
followed by a sequential number for each fee paying submission from the applicant; starting with number 1. If
the firm is unlicensed, a number may be obtained by calling CBER’s Regulatory Information Management Staff
(RIMS) at (301) 827-3503. Questions regarding the CBER User Fee 1.D. number should also be directed to
RIMS. '

EXAMPLE: For U.S. License Number 0222, the fifth submission wouid be given the User Fee I.D.

. Number: 0222-5.

7. EXCLUSIONS:

Section 505(b)(2) applications, as defined by the Federal Food, Drug, and Cosmetic (FD&C) Act, are
excluded from application fees if: they are NOT for a new molecular entity which is an active ingredient
(including any salt or ester of an active ingredient); and NOT a new indication for a use.

The application is for an orphan product. Under section 736(a)(1)(E) of the FD&C Act, a human drug
application is not subject fo an application fee if the proposed product is for a rare disease or condition
designated under section 526 of the FD&C Act (orphan drug designation) AND the application does
not include an indication that is not so designated. A supplement is not subject to an application fee if
it proposes to include a new indication for a rare disease or condition, and the drug has been
designated pursuant to section 526 for a rare disease or condition with regard to the indication proposed in the
supplement. )

8. WAIVER - Complete this section only if a waiver of user fees, including the small business waiver, has

been granted for this application. A copy of the official FDA notification that the waiver has been granfed must
be provided with the submission.

FORM FDA 3387 {1/03) (BACK)



Synthon

Pharmaceurticals, Inc.

REQUEST FOR EXCLUSION FROM REQUIREMENT FOR
ENVIRONMENTAL IMPACT ANALYSIS STATEMENT

Pursuant to 21 C.F.R. § 25.31(a) Synthon Pharmaceuticals, Inc. (“Synthon”)
hereby requests a categorical exclusion from the requirements of an
Environmental Impact Analysis Statement.

Under 21 C.F.R. § 25.31(a), a categorical exclusion exists for:
Action on an NDA if the action does not increase the use of the active moiety.

Synthon is requesting FDA to take action by approving its application for
Simvastatin 10 mg, 20 mg, 40 mg and 80 mg orally disintegrating tablets. This is
an action specified in 21 C.F.R. §25.31(a). Synthon meets the other requirements
of 21 C.F.R. § 25.31(a) because Synthon’s Simvastatin 10 mg, 20 mg, 40 mg and
80 mg orally disintegrating tablets will be administered at the same dosage level,
for the same duration, and for the same indications as other currently approved
forms of simvastatin (e.g., Zocor®) and thus will not increase the use of the active
moiety at issue. Synthon also certifies that, to the best of its knowledge, no
extraordinary circumstances exist, that would require an Environmental
Assessment per 21 C.FR § 25.15.

,Z%\ L—?—’Zf\. CZ?;— t—~c A TT(/\éJ,\ /7 2—0(3]-
Kamali Chance, MPH, Ph.D., RAC Date 7

Director of Regulatory Affairs

9000 Development Drive * P.O. Box 110487 ¢ Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 * Fax +1 (919) 493-6104
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“}é DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

. PIND 70,964

Synthon Pharmaceuticals, Inc. BECEIVED JUL 21 2008

Attention: Mr. Michael H. Hinckle

Vice President, Regulatory Affairs T -
9000 Development Drive, P.O. Box 110487

Research Triangle Park, North Carolina 27709

Dear Mr. Hinckle:

Please refer to your Pre-Investigational New Drug Application (PIND) for Simvastatin Orally
Disintegrating Tablets 10 mg, 20 mg, 40mg, and 80 mg Tablets.

We also refer to your June 13, 2005 correspondence, received June 14, 2005, containing
additional detailed information concerning Synthon’s bioequivalence study. This information
was requested by the Agency to provide responses to your April 29, 2005 questions. We have
completed the review of your submission and have the following comments.

1. Is Synthron’s bioequivalence data adequate to support approval of the proposed
drug product?

Agency response: The study design appears adequate.

2. Will the Division grant a “biowaiver” for the 10 mg, 20 mg, and 40 mg tablet
strengths based on proportional formulation, linear kinetics, and dissolution

testing?
Agency response: Yes, based on the information provided.

3. Does the Division agree with Synthon’s conclusion that the application will be
exempt from user fees because it involves a “molecular entity” that has been
previously approved for the same “indications of use”? ‘

Synthon was advised to contact Mr. Michael Jones, of CDER s User Fee staff, for
comments and recommendation.

4. Will the Division.accept the application for filing with 6 months of accelerated and
real time stability data? :



PIND 70,964
Page 2

Agency response: Yes, this amount of stability data is acceptable for filing; however, the
Agency customarily grants only a 6-month extension beyond the real time stability data

Jfor the drug product’s expiry dating.

If you have any questions, call Margaret Simoneau, M.S., R.Ph., Regulatory Project Manager, at
(301) 827-6411.

Sincerely,
{See appended electronic signature page}

David G. Orloff, M.D.

Director
Division of Metabolic and Endocrine Drug Products

Office of Drug Evaluation I1
Center for Drug Evaluation and Research

Appears This Way
On CGriginal



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

Mary Parks
7/15/05 09:52:01 AM
for Dr. Orloff
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PIND 70,964

Synthon Pharmaceuticals, Inc.

Attention: Mr. Michael H. Hinckie

Vice President, Regulatory Affairs

9000 Development Drive, P.O. Box 110487
Research Triangle Park, North Carolina 27709

Dear Mr. Hinckle:

Please refer to your Pre-Investigational New Drug Application (PIND) file for Simvastatin
Orally Disintegrating Tablets 10 mg, 20 mg, 40 mg, and 80 mg.

We also refer to your April 29, 2005 correspondence, received May 2, 2005, requesting a
meeting to discuss your development plan. We have considered your request and concluded that
the meeting is unnecessary. However, in order to assist you, in a separate letter, we will provide
written responses to the questions included in your meeting request.

If you have any questions, call Margaret Simoneau, M.S., R.Ph., Regulatory Project Manager, at
(301) 827-6411.

Sincerely,
{See appended electronic signature page}

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug
Products

Office of Drug Evaluation 11

Center for Drug Evaluation and Research

Appears This Way
On COriginal



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

Mary Parks
5/16/05 03:30:51 PM
for Dr. Orloff
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Synthon

Pharmaceuricals, Inc.

April 29, 2005
VIA FEDERAL EXPRESS

David G. Orloff, M.D.

Division Director (HFD-510)

Division of Metabolic and Endocrine Drug Products
U.S. Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re:  Pre-NDA Meeting Request — Simvastatin Orally Disintegrating Tablets
10 mg, 20 mg, 40 mg, and 80 mg

Dear Mr. Orloff:

Synthon Pharmaceuticals, Inc. (“Synthon”) has developed an orally disintegrating
tablet (“ODT™) formulation of the simvastatin active ingredient that is currently
marketed by Merck & Co., Inc. under the Zocor® trade name. The ODT dosage form
was developed in order to provide patients with a convenient and easily administered
form of simvastatin, especially for adolescent patients (ages 10-17 years) and the
elderly, who have traditionally had difficulties swallowing more conventional dosage
forms. Synthon intends to submit a new drug application (“NDA”) under section
505(b)(2) of the Federal Food, Drug, and Cosmetic Act (“FDCA”) seeking approval of
this new dosage form of simvastatin for the same indications as the currently marketed
Zocor drug product and in the 10 mg, 20 mg, 40 mg, and 80 mg strengths.

The safety and efficacy of simvastatin is well documented in the published literature
and in FDA’s 1991 approval of the 5 mg to 40 mg strengths of Zocor (NDA # 19-766).
Additionally, FDA approved the 80 mg dose of Zocor in 1998 (NDA # 19-766 /5028).
Therefore, Synthon is proposing to support the approval of its 505(b)(2) NDA with a
combination of:

(a) published literature concerning the simvastatin active ingredient;

(b) FDA’s previous findings of the safety and efficacy of the Zocor drug
product (NDA# 19-766); and

(©) data from a comparative bioavailablity (i.e., bioequivalence) study
comparing the proposed 80 mg simvastatin ODT tablet with the
approved Zocor 80 mg tablet in the fasting condition.

9000 Development Drive * P O. Box 110487 * Research Triangle Park, North Carolina 27709
Phone +1 (919) 493-6006 » Fax +1 (919) 493-6104



David G. Orloff, M.D.
Page 2 of 4
April 29, 2005

Synthon plans to principally rely upon FDA’s previous determination of the safety and
effectiveness of simvastatin (i.e., Zocor). The “bridge” between the previously
approved drug product and Synthon’s proposed ODT product would be spanned by
data demonstrating that the proposed and approved products are “bioequivalent.” As
the Agency is well aware, bioequivalence studies are generally accepted as the most
appropriate proof of establishing therapeutic equivalence. It may be inferred that an
equivalent plasma concentration profile will result in essentially similar concentrations
at the site of action. Based on this assumption, an equivalent rate and extent of
absorption will predict an essentially similar efficacy and safety profile.

Because the active ingredient in the proposed and previously approved drug products is

the same, an investigational new drug (“IND”) application was not required for

Synthon’s bioequivalence study. See 21 C.F.R. § 320.31. Accordingly, the biostudy

was conducted in March, 2005 in th- - ~pursuant to an approval of the b(4)
study by the ————authorities. We expect to receive the final study report within the

next few weeks. Once the final study report is received (assuming that the data support

a finding of bioequivalence), we will submit a full briefing book to the agency and

request a meeting date at least four weeks after the briefing book is received by the

agency. Currently, we anticipate requesting a meeting date sometime during the last

week of June, 2005.

In accordance with the FDA Guidance Document entitled “Formal Meetings with
Sponsors and Applicants of PDUFA Products,” Synthon provides the following
specific information concerning its meeting request:

Product Name:

Simvastatin 10 mg, 20 mg, 40 mg, and 80 mg Orally Disintegrating Tablets
(Tradename to be determined).

Chemical Name and Structure:

Simvastatin is butanoic acid, 2,2-dimethyl-,1,2,3,7,8,8a-hexahydro-3,7-dimethyl-8-[2-
(tetrahydro-4-hydroxy-6-oxo-2 H-pyran-2-yl)-ethyl]-1-naphthalenyl ester, [15-
[10,30,78,8B(25%,45%),-8aB]]. The empirical formula of simvastatin is C,sH3gOs and its
molecular weight is 418.57. Its structural formula is:
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Proposed Indications:

Synthon is seeking approval for all of the indications that are currently approved for the
Zocor drug product (see list below). We intend to file a “paragraph III” patent
certification for the patent listed in the “Orange Book™ for Zocor. Therefore, Synthon’s
proposed NDA will not be eligible for final FDA approval until June 23, 2006 (the
expiration date, with pediatric exclusivity extension, of the Orange Book listed patent),
at which time the 3-year and pediatric exclusivity for all of the currently approved
Zocor indications will have expired.

Type of Meeting Requested:
Type B (Pre-NDA)
Purpose of the Meeting:

To receive the Division of Metabolic and Endocrine Drug Product’s (the “Division’s”)
input as to the approvability of Synthon’s proposed 505(b)(2) NDA and, if necessary,
to receive the Division’s guidance on any additional data or information that may be

needed to support approval.

Preliminary Proposed Agenda:

Brief background information on Synthon Pharmaceuticals, Inc. (2 minutes)
Discussion of the regulatory approach for approval (3 minutes)

Summary of the clinical plan (5 minutes)

Summary of the clinical data and study results (20 minutes)

Agency response to Synthon’s specific questions and discussion of any
Agency questions (30 minutes)

<JdgR©-

List of Specific Questions:

1. Is Synthon’s bioequivalence data adequate to support approval of the proposed
drug product?

2. Will the Division grant a “biowaiver” for the 10mg, 20mg, and 40mg tablet
strengths based on proportional formulation, linear kinetics, and dissolution
testing?

3. Does the Division agree with Synthon’s conclusion that the application will be
exempt from user fees because it involves a “molecular entity” that has been
previously approved for the same “indications of use™?

4. Will the Division accept the application for filing with 6 months of accelerated
and real time stability data? ‘
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List of Individuals Who will Attend This Meeting:

Peter van Straelen, President
Wayne Stargel, Pharm.D., Vice President of Medical Affairs
Michael Hinckle, Vice President of Regulatory Affairs/General Counsel
Kamali Chance, Director of Regulatory Affairs
Po Lui, Director of Quality Control

List of Agency Staff Requested by the Sponsor to Participate in this Meeting

N N

Synthon requests the participation of all Agency personnel that are necessary to achieve
the aforementioned objectives of the meeting.

Approximate Date on which Supporting Documentation (Briefing Books) will be
Sent to Reviewing Division

We anticipate submitting the Briefing Books to the Division no later than the last week
in May, 2005.

* * * *

Thank you for your attention to this matter. We look forward to meeting with the
Division and receiving the Agency’s input and recommendations.

Should you have any questions concerning the proposed drug product or this meeting
request, please feel free to contact me at (919) 493-6006.

Michael H. Hinckle
Vice President of Regulatory Affairs/General Counsel
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