CENTER FOR DRUG EVALUATION AND
| RESEARCH

APPLICATION N UMBER | S

ADMINISTRATIVE and CORRESPONDENCE
| DOCUMENTS




CLARINEX:D™ 24 HOUR TABLET . PAGE1

SECTION 13.

PATIENT INFORMATION

Department of Health and Human Services
Food and Drug Administration

" pATENTINFORMATION SUBMITTED WITH THE

NDA NUMBER -

Form Approved: OMB No. 0910-0513

Expiration Date: 7/31/06 RS B

Seo OMS Statement on Page 3.

A

To Be Assigped

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and

NAME OF APPLICANT/NDAHOLDER

Composition) andlor Mothod of Use .

s'dmmﬁ‘éipomnon

The followling Is provided in accordance with Section 505{b)> and (c) of the Federal Food, Drug, and Cosmetic Act

TRADE NRAME (OR PROPOSED TRADE NAME)

CLARINEX - D™ 24 Hour Extended Release Tablets

ACTIVE INGREDIENT(S) STRENGTH(S)
: =
bu!opﬁdhw $ mg Desloratadine ‘
Pseudoephedrine Sulfate, USP 240 mg Pseudoephedrine Sulfate, USP
DOSAGE FORM o ’ s
Tablets . %

This patent declaration form is required to bo submilled to the Food end Drug Administration (FDA) with an NDA application,
amendment, of supplement as required by 21 CFR 314.53 at the address provided In 21 CFR 314.53(d)(4). : :

Within thirty {30) days after approval of an NDA or supptement, or within thirty (30) days of issuance of a new. patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)}{2)(H) with all of the required Information based on the approv:
or supplement. The information submitted Inthe declaration form submitted upon or after approval will be the only information relied
uponbyFDMorﬁstingapatemmthoOmngeBook. : ] S . -

ed NDA

For hand-written or typowrltor versions (only) of this report: additional space is required for any narative answer (i.e., one
that does no} require a “Yes" or "No~ rasponsa), please sttach an additional page m_ferendng the question number.

_patentis not eligible for listing.

- FDA will not list patent Information If you submit an incomplete patent declaration or the patent declariﬂon Indicates the

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

S

i . g
e v

1: GENERAL . B . .
I a. United States Patent Nurnber b. 1ssue Dats of Patont - c.Explratlanatod Patent
4,659,716 April 21, 1987 April 21, 2004
d. Name of Patent Owner Addrens (of Patent Ownor) . ’
' ' - 12000 Galloping Hill Road -+ .o
- {Cuystats v —
Rty " {Kenilworth, New Jersey N
50““!‘.“9501‘"9““01“ {Z2IPCode ’ T FAX Number (if available)
07033-0530 9(8-298-5388
Tatephons Namber £-Mall Address (if available)
908-208-4000 . _ -

a. Name& ant or re|

nialive who fesides or mainiaing
aplacoo(bm!nossvdllﬂnmmmsm authorized to :

AdGross (of sgentor feprosentative nemed in Te)

and ()(2)(B) of the Federal Food, Drug, and Cosmetic Act

 pebeive notice of patent certfication under section 505(b)(3) |patent Depariment K-6-1 Mailstop 1990 2000 Galloping Hill Road

aixd 21 CFR 314.52 snd 314.95 (if patent owner of NDA ChyfState .
a ar does not reside or have a placa of Kenilworth, New Jersey : : -
bisiness within the United States) ‘ [ZPCode ‘ FAX Number gravaiable).
= 07033-0530 908-298-538 8-
: Telephone Number | E-Mall Address (f avadable)
James R. Nelson 908-298-2959 . ljames.nelson@speorp.com
T s the patent referenced above a patent that has been submitied previously for the e
approved NDA or supplement referenced above? o ) D Yes m No
g. Iﬂhapalemureranoodabovahasboansubmiuedpv_ovlmply(otllsﬂn'o.lsmeupimﬁm ' .
date a new expiration date? ’ : . : Bves “Cno

FORM FDA 3542a (7/03)

) ¢ SCHERING-PLOUGH RESEARCH INSﬂTUTE
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CLARINEX-D™ 24 HOUR TABLET . PAGE 2
SECTION 13. :

_PATIENT INFORMATION

use that Is the subject of the pending NDA, amendment, or supplement. .

For the patent seferenced above, provids the foliowing Information on the drug substance, drug product andlor metliod &1 |

i e

2. Drug Substancs (Active ingredisnt) o s SR Ciddn . T
2.1 Doesthammmdammpdmg-wmmﬂbmawvemndemlanGmgpmdud . —
| described in the pending NDA, amendment, or supplement? ¢, Attachment 1 - [Jves Kino
22 Doesmopnunlda'madmgsubshneehallsadlﬂoretﬂpolymorphoﬂhoadve .
1" ingredient described in the pending NDA, amendment, or supplement? oo Aveochment 2 —F s Nl

2.3 Il the answer to question 2.2 Is "Yes,” do you certify that, as of the date of this deciaration, you have tost
dahdcmmlmlngthaudmgpmdudoontnlnmmopolymorphwllpeﬂomﬂwsamonlhodmg -
- product described In the NDA? The type of test data required Is described at 21 CFR 314.53(b). D Yeos D No

2.4 Specify the polymorphic form{s) claimed by the patent for which you have the test rasulls described In 2.3.

Bt

25 qusthapa;antdainon!yambomoo!moadmlngmdenlponuhuthDAawppIunem?
o (Wnplmthowonnaﬂmhadbubdwlmopalmdolmnpendhgmelhodo{uslngmopendlng

drug product to administer the metabofite.) o Dy'.,. Em
2.6 Does the patent claim only an intermediate? : ’ —
' o ‘ _ Clves Eno
2.7 I the patent referenced in 2.4Is @ product-by-process patent, is the product claimed in the
patent novai? (An answar ks required only i the patent Is a product-by-procass patant.) [Jves ONo
3. Drug Product (Composition/Formulation) ' - , . ' e
3.4 Doea the paient clalm the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? : : B3 Yes . e
3.2 Does the patent claim only en intermediate? ) B .,
o K ‘ : ) . COyes Bino
3 l!mapdentrelotomdh3.1huprodud—by-brocsspatom.lsﬂlepfoduddalmedhlha ' . D D
: Yes No

palent novel? (An answer is required only If the patent s a product-by-process patent)

4. Méthod of Use _ - | L R

Sponsors must submit the Information In section 4 separately for sach patent clalm clalming..a_method of using the pending drug
product for which spproval Is belng.sought. Foreach method of use claim referenced, provide the Ia,mlwln'p Information:

441 Doesmdmmdalmmoornmmaﬂndsdusowwhld\épwwdhbolﬁbmmm ‘ ; -
_ﬂnpendkmNDA.ammdmem_.urwppbment? : o . Xl Yes o

42 ’ChitnNumbor(nsktodhlh'opatan Doosﬂvopalonldahnmlmdln(.!qhimapeﬂdlngmathod S
.o . T | of usesfor which approval is being sought in the pending NDA, ! :
14and 15 amendment, or supplement? - ’ EYus . Dﬂo .

-] 42a.1f the snswerto 42fa | Use: (Submil indication or mathad of use information asidentified spacifically In the propased labeling.)

"Yes," idertify with speci- . . ’ : ‘ T :

. fictythe use with refer- See Attachment 3, ’

" encetotheproposed | - - - : —_
labeling for the drug )

| 5. NoRetevant Patents

| For this pending NDA, amendment, or suppisment, there are no relevant patents claim the drug substanoe (active ingredient), . .
drug product {formulation or composition) ormemod(s)‘ofuso.,lorwhid\m. applicant Is seeking 8pp val and with respectto DY“
which a clalm of patent infringement could reasonably be. dif a person not i d by the ownar of the patent engaged in

the manufacture, use, of sale of the drug product.

FORM FDA 3542a (7/03) - -

SCHERING-PLOUGH RESEARCH INSTITUTE

TISPN 4,659,716 -Page 2

)



CLARINEX-D™ 24 HOUR TABLET PAGE 3 .
SECTION 13. : : . _ , ;
_ ‘ _ PATIENT INFORMATION *

6. Declaration Centification’ - . . kA Lo e .
61 The undersigned declares (hat this Is an accurate and complete submission of patent Information for the NDA, )
.amendment,or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
senslitive patent Information Is submitted pursuant to 21 CFR 314.53. l attest that | arirfamillar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penally of perjury that the foregolng
s true and correct. . - :
Warning: A wilifully and knowingly false statement Is a criminal offense under 18 U.S.C. 1001,

i

62 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomey, ML Reprosentative or

other Authorized Official) (Provide Infarmation below) m
ume 172k Afelof

.NOTE:OnIy:an' WwwuﬂtﬂﬂsdodanmmwﬂwFDA.ApahMmu—mhndﬂnmmnuw
holder Is authork eosmmommmmmmnnmumkmcrasu.n(c)wmdmc). o

 Check appiicakle box and provide Information below.

[ NDA ApplicantHolder [ NDA Appiicants/Holder's Attomey, Agent (Represanitive) or ather
] Patant Owner _ o [R] Patent Owner's Attomey, Agent (Représantative) or Other Authortzod
Name
JTames R. Nelson . )
. { Addess ; TcuyState
Schering Corporation Patent Department K~6-1 Mailstop '
1990 2000 Gallaping Hill Road : |K enilworth, New Jersey
{Z1P Code Telephone Number
07033-0530 o ) 908-298-2959
FAX Number (if available) ) . E-MaR Address {if avallable)
908-298-5388 ) : ) james.nclson@speorp.com
The public reporting burden for this collect ormﬁmmmmunmgomw’mwumm;um
Sastructi hing existing duta gah ',mmmummwmwmmmmﬁmw
comments regarding this burden estimate of any other aspeet of this eollecﬁod of information, Including suggestions foc reducing this burdea to;
' Food and Drug Adminlstration : ‘
CDER (HFD-0T) .
5600 Fishers Lane

Rockville, MD 20857
dnagmqmmmdmlwmmdn;dmbuﬂm&dbmﬂ&amﬂddmaf‘ :
information unless It display amndywﬂlOMBwnMubiBfr} :

~

FORM FDA 3542a (7/03)

¢ SCHERING-,PLOUGH_RESEARCH INSTITUTE

TUSEN 4,659,716 Pesed



CLARINEX-D™ 24 HOUR TABLET . PAGE4
"SECTION 13.. ’ . .
T - . PATIENT INFORMATION

- FormFDA3542a. _ L -
* Clarinex D™ 24 Hour Extended Release Tablets -
USPN 4,659,716 . o
| ATTACHMENT 1 )
ltem 2.1:

On August 1, 2003, the U.S. Court of Appeals for the Federal Circuit in Schering
Corp. v. Geneva Pharmaceuticals Inc., et al, 339 F. 3™ 1373 (Fed. Cir. 2003),
_ gifirmed the Opinion and Order of the U.S. District Court for the District of New
~Jersey, that invalidated claims 1 and 3 of US. Patent No. 4,659,716 as
anticipated by U.S. Patent No. 4,282,233 and also stated that claims 14-1 6
covering methods of treating allergic reactions were not anticipated by U.S.

Patent No. 4,282,233. B

At least claims 5, 7, 9, 14 and 15 of U.S. Patent No. 4,659,716 read on Clarinex-
D™ 24 Hour (desloratadine and Pseudoephedrine, USP) Extended Release
Tablets for the indication for which approval is sought, namely, for the relief of
nasal and non-nasal symptoms of seasonal allergic rhinitis, including nasal
congestion, in adults and children 12 years of age and older. '

Appears This Way
- OnOriginal

e -

41860-1

¢ SCHERING-PLOUGH RESEARCH INSTITUTE




CLARINEX-D™ 24 HOUR TABLET PAGE 5
SECTION 13. - »

PATIENT INFORMATION

Lotz —

Form FDA 35424 |
Clarinex D™ 24 Hour Extended Release Tablets
USPN 4,659,716

ATTACHMENT2 =~ 4

ltem 2.2:

Because U.S. Patent No. 4,659,716 claims the approved drug product, it qualifies
for isting on that basis and thus Question 3.1 is answered affiratively. Because
U.S. Patent No. 4,659,716 does not claim the diug substance in the approved
drug product per se, Question 2.1 is answered negatively: -Accordingly, we do
not address Questions 2.2, 2.3 or 2.4 on the Form concerning other forms of the

drug substance.

Appears This weay
‘On Origingj

" 41860-1

¢ SCHERING-PLOUGH RESEARCH INSTITUTE




CLARINEX-D™ 24 HOUR TABLET PAGE 6

‘SECTION 13. :
. - - PATIENT INFORMATION '
—FomrFDA3542a - : ’ -~ —
Clarinex D™ 24 Hour Extended Release Tablets
USPN 4,659,716 :
ATTACHMENT 3 ”
ltem 4.2a:

CLARINEX-D 24 HOUR Extended Release Tablets is indicated for the relief of
.. the pasal and non-nasal symptoms of allergic rhinitis (seasonal - ,
_ including nasal congestion, in patients 12 years of age or older. CLARINEX-D 24
HOUR Extended Release Tablets can be administered when the antihistaminic
properties of desloratadine and the nasal decongestant activity of

pseudoe‘phedrine are desired.

Appears This Way
On Original

o v ———

41860-1 : :
: ¢ SCHERING-PLOUGH RESEARCH INSTITUTE




CLARINEX-D™ 24 HOUR TABLET PAGE 7

SECTION 13. | ‘ :
PATIENT INFORMATION
= Department of Heaith and Human Services - _ Form Approved: OMB No. 0910-0513
.. FoodendDrg Adnisalen N
PATENT INFORMATION SUBMITTED WIiTH THE DA NOMBER. —————
. FlI_.ING OF AN NDA, A_MENDMENT’, OR SUPPLEMENT To Be Assigned .
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation and _ )
COmposl_tion) andlor Method of Use . - SCHERING ékPORATION

The followling Is provided In accordance with Sectlon 505(b) and (c) of the Federal Food, Drug, and Casmetic Act ’

TRADE NAME (OR PROPQSEO TRADE NAME)
CLARINEX - D™ 24 Hour Extended Release Tablets

ACTIVE INGREDIENT(S) STRENGTH(S)
- . ,
* Desloratadine - . Smg D_esloraﬁding B
Pscudoephedrine Sulfate, USP 240mg Pseudocphedrine Sulfate, USP
DOSAGE FORM - _
Tablets 3

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

declaration must be submitted pursuant. to 21 CFR 314.53(c)(2)(H) with afl of the required Information based on the approved NDA
or supplement. The information submitted Inthe declaration form submitted upon or afler approval wil bathe onfy nformation refied
upon by_FDAforlisﬁngapaterﬂlnlhe.Orango Book. : : SR k . .
For hand-written or typewriter versions (only) of this 'npon:_ \f additional space Is required for any parative answer (Le., one
that does not require a "Yes" or "No® response), please attach an additional page referencing the quastion number. ‘
FDA wili not list patent Information If you submit an Incomplete patent declaration or the patani declaration Indicates the
patent is not efigible for listing. . B ‘ '

For sach patent submlited for the pending NDA, amendment, brsupﬂemm referenced above, you must submit all the
Information described below. If you are not submitting sny patents for this pending NDA, amendment, or supplement,
complete above section and seclions Sand6. o ’ - L

a. United States Patent Number . b_.luqeb’abd?aunl S c.Exph_tanaloome
6,100,274 _ : August 8, 2000 July 7, 2019
d. Name of Patont Owner "Address [of Patent Owner) ‘
2000 Galloping Hill Road
_ . ‘.caylsm'e New I - _
, N 1 v Kenilworth, New Jersey LT
SCHERING CORPORATION [i? Cods T FAX Number (f avaliobio)
) : ' : 07033-0530 i . {908-298-5388
I Totarhnng Number ™. | E-Mal Address (if svallable)
) . 908-298-4000 . - ) i
e-wmmww Address (of egont or. representative named n 1.6.)
aﬂmam&us‘:ﬂwmq&mmw% L , -
wmmmm - u:'F | W“F‘“ ool Dmm. . mm: 5°5(|c M" Patent Department K-6-; Mailstop 1990 2000 Galloping Hill Road
-and 21 CFR 314.52 and 314.95 (i patent ownor of NDA City/Stats _
appicdnmdderdoesnotmsldqorhavaaplacoof Kenilworth, New Jersey e
. business within the United Statss)  {ZPCods FAX Numborff avalisblo)
= - 07033-0530 008-208-5388.
_ . Telophone Numbet - E-Mall Address (i avalisble) -
- JamesR. Nelson -~ - 908-298-2959 ﬁmmbon@swom.cm L
[ Bmopawunlemmodabovonpmmmﬁem;mmdprmlymh : : | o . :
spproved NDA or supplement referenced above? ’ : . D Yes E No.
9 lrmmmtnramammmwmuwmumm.umm ” : '
date & new expiration date? . . o ElYes Clve

Page1

. L] augones-ow - EF

FORM FDA 3542a (7103)

# SCHERING-PLOUGH RESEARCH INSTITUTE -

Within thity (30) days after approval of an NDA or supplement, of within thisty (30) days of issuance of a new patent, a new patent |-



" FORM FDA 3542a (7/03)

CLARINEX-D™ 24 HOUR TABLET - PAGES

SECTION 13. :
PATIENT INFORMATION

For the patent referenced shove, provide the following information on the drug substance, drug pmdud andior mmy of
use that Is the subject of the pending NDA, smendment, or supplament. T

| 2. Drug Substance {Active ingredient) . - - - o e e
21 Doumopmammmedmlubsl!mhllshmk\Qthﬂudmgpmdw
described In the panding NDA, amendment, of supplement? _ DY“ Eine
22 Doesmepalamwhnndmn'swuanwu\amudlﬂemﬂpolymaphormm . . ’
hmdhmdesubodhmependngNDA.amen&nenLo;mpplomcm ) See Attaqlment,_];_ig_vv“ DN°
2.3'llmu_nswtbquuuonz.zh'Yos.‘doywwﬂlymLuoﬂhodmdmdodambn.ywmwua
daudemomvdhgmumpmwmmopdynuphwmuﬂmmemuhm U D :
Yes No

pmdnddesdibed hhoNDA?Thotyp.oHutdﬂhthlsmdﬂﬁ CFR 314.53(b).

ﬂ Spacify the polymorphic form{s} claimad by the patent for which you have the test results described in 2.3,

(¥

25 Doosﬂmputeﬂdalmonlyanﬁhboﬂhdmbmwthpu\dhuthDAormplmnﬂ.

(Complelelboh!mﬁmhsodbn4bebwlmpamndalm-pondngmﬁnddusmmmdhg )
drug product to administer the metabolite) ‘ ves o
26 Doesthepalemdaknwymmnmdiam? . . ' . )
1 ‘ . i Jves Rine
27 1 the patont ralerenced in 21 is & product-by-process patent, s the product dlaimed In the .
paledmwn(knanswhrbquhdonlyuﬂnpambapmdud-by-pmpam)- o ] Yes CIne
3. Drug Product (Composition/Formulation) o o e
3.1 Douﬂvepaumdalmﬂ\odwpmdud.asdoﬁmdhzlCFR:!M.S.hthependlngNDA. oo
amendment, o supplement? X Yes O
3.2 Doss the patent claim only an intermisdiate? g ) : . )
: . ‘ - "Yes Eine 1.
3.3 If the patent referenced. in 3.1 is a product-by-process patent, s the product claimed ln the ‘ '
- Oes OOne

pauvad?(MmqumMuwnonpnwhlpmdudWM)

= e H e

4. Msthod of Use : : o L L

Sponsors must submit the information In section & separately for sach patent clalm elalmlny & method of using the pending drug
product for which approval Is being sought. [Forsach method of use clalm referenced, provide-thefallowing mramauon S

44 pogsmmmwunmwmmmamwmwamknmmwh ' =
fhe pending NDA, amendment, or supplement? . o . OvYes - BN

4.2'-eﬁnﬁmnber(ulue&h the paten) i : Mpuemddinmwd hléqﬂm; pending method

duubrMawmlhbglmthﬁnwWND& )
» -Jmmammm i [ Yes v
423 1 the answerto 4.21s .w:mmhawmwmmdmmmm”mmmmhmwmm) .
“Yes," identify with speci-' : . .
ficity the use with refer- ’ ’
encs 1o the proposed . .
“iabeling for the dnsp - : . .

_}-5. NoRelevant Patents

FornﬁspendlngNMmmmnummmmnmmeMhtdﬂmm&ugubshnco(advehﬁmd}ptﬂ). L
druapw&u(lunw_lauoporcqmposiﬂm)ormemod(s)dc_m.wmmmmbsom:wmmmpeqw . Oves
which a claim of patent Infringement could ¢ ably. be d if & person not fic ‘by&iqmrdlhipaummodln -

the manufacture, use, or sale of the drug product. . B ‘
" — USPN §,100,2/4 Page2

: ¢ SCHERING-PLOUGH RESEARCH INSTITUTE




CLARINEX-D™ 24 HOUR TABLET - PA
SECTION 13. ’ ” oee

PATIENT INFORMATION

&. Declaration Certification

81

The undersigned declares that this Is an accurate and complete submission of patent Information for the NDA,
 andiment-or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-

sensitive patent Information Is submitted pursuant to 21 CFR 314.53. | attest that ] srii famlilar with 21 CFR.314.53 and
this submlission complies with the requirements of the regulation. 1 verify under penalty of perjury that the foregoing

Is true and cqn'ecl.
Waming: A willfully and knowingly false statement Is a criminal offense under 18 U.S.C. 1001,

82

norized Sigrature of NDA Appicant/Holder or Patert Owner {Atiomey, Agent, Represenative or om
olharAu_thaizod,OMdna (Provide Information below)

NOTE: Only an NDA Ippllcuwt_'“ may submit this deciaration directly to the FDA. A patont owner who (s not the NDA applicant/
holdos Is authorized to sign the declaration but may not submit it directly 1o FDA. 21 CFR 314.53{(c}{4) snd (d)4)-

Check applicatis box and provide Information below.

Tb:pnﬂicmpmhshfdmfwlhis'wlmhuofhrmﬁmhsbeﬁaﬁm:ndblvmge9hmm'pet|upmse. including the lime for reviewing
jnstructions, scarching existing data s, gatk ing and mat nph of infi i
mmentsraprﬁssthismuﬁMWI oﬂumotdﬂtmﬂeﬂimofhfomnimimlﬁiuwumimtwmduewmhmw:

saing the data needed, and ing and revicwing the i

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lanc
Roclville, MD 20857

Ailageagmcynumdma_nponmudnpambndnquhdwn;yoni&pmthcﬁonq
i Information ulmlldsplapumﬂymﬂlouﬂmudm. :

CINDA AppiicantiHolder ‘ ] NDA ApplicentalHolder s-Attomey, Agent (Representative) or othes
[Jpatent Owner - EOMPMMW' s Atiomey, Agent (Reprosentative) or Other Authorized

James R. Nelson__ &M A 779&

Address , 7 B -1 City/State

Schering Corporation P4t€nt Department K-6-1 Mailstop

- {1990 2000 Galloping Hill Road 'K enitworth, New Jersey

Z_IP Coda. _Tel_ephono Numiber

07033-0530 . ) . |908-298-2959

FAX Numbet (if avallable) t - E-Mall Address (¥ avafable) .

908-298-5388 ]jamcs.nclsonw.com )

FORM FDA 3542a (7/03)

¢ SCHERING-PLOUGH RESEARCH INSTITUTE

TUSPN 6,100,274 Paged



CLARINEX-D™ 24 HOUR TABLET . PAéE 10

SECTION 13. .
, PATIENT INFORMATION,

~ Fiin FON 35422 -
Clarinex D™ 24 Hour Extended Release Tablets

USPN 6,100,274

ATTACHMENT 1
_ Iteém 2.2: | '

Because U.S. Patent No. 6,100,274 claims the approved drug product, it qualifies
for listing on that basis and thus, Question 3.1 is answered affirmatively.
‘Because U.S. Patent No. 6,100,274 does not claim the drug substance in the
approved drug product per se, Question 2.1 is answered negatively. '
- Accordingly, we do not address Questions 2.2, 2.3 or 2.4 on the Form conceming

other forms of the drug substance.

Appears This Way
On Original

o g

A

S

41861-1

¢' 'SCVHERVING-PLOUGH RESEARCH INSTITUTE |




ey

. CLARIXEX-D™ 24 HOUR TABLETS " PAGE1

SECTION 20.A. . ’ ) . OTHER

Claim'for Data Exclueivi Section 20 =

4. Pursuant-to the provisions of Sections 505(c)(3)(D)(iii) and 505 0)(5_)_(0)_(1") of
the Food, Drug and Cosmetic Act (FDCA) and 21 CFR 314.108 (b)(4)(iv), the
applicant claims three (3) years of exclusivity for its CLARINEX-D
24(desloratadine, 5 mg and pseudoephedrine sulfate, 240 mg) Extended

- Release Tablets for the relief of nasal and non-nasal symp&oﬁs of allergic
rhinitis including nasal congestlon in adults and children 12 years of age and
older.

2. The applicant certifies that to the best of the applicant's knowledge each of
the clinical investigations included in the application meets the definition of .
- ‘new clinical investigation” set forth in 21 CFR 314.108(a). .
3. Alist of all published studies or publicly available reports of clinical
investigations known to the applicant through a computer-assisted literature
~ search that are relevant to the conditions for which the applicant is seeking
approval is provided as Attachment1. ' '

4. The applicant certifies that it has thoroughly searched the scientific literature
: during the period 1980 to February 11, 2004 through a computer-assisted
search of the Scholar database including the scientific and medical literature,
and Dialog database encompassing the subfiles MEDLINE, BIOSIS,
EMBASE, and Derwent Drug File,for English and non-English literature
relating to CLARINEX-D 24 (desloratadine, 5 mg and pseudoephedrine
sulfate, 240 mg).Extended Release Tablets for the relief of nasal and non-
- hasal symptoms of allergic rhinitis, including nasal congestion, in aduits and
children 12 years of age and older, covering the periods listed.

5. To the best of the applicant’s knowledge, the list of scientific literature
_pertaining to CLARINEX-D 24 (desloratadine, 5 mg and pseudoephedrine
sulfate, 240 mg) Extended Release Tablets for the refief of nasal and non-
nasal symptoms of allergic: rhinitisinicliding-nasal congestuon in adults and
“children 12 years of age and older, without reference to the new lnformatlon
“T:ontalned in the clinical trials in the appllcatlon

- 6. The apphcant’s oplnlon that the studies or reports are insufficient is based on the
following: The literature does not contain adequate characterization of the efficacy
~ and safety profi ile of CLARINEX-D 24 (desloratadine, 5 mg and pseudoephednne
. sulfate, 240 mg) Extended Release Tablets for the relief of nasal and non-nasal-
t‘“:symptoms of allergic rhinitis, including nasal congestion, ln‘agults and children 12 .
years of age and older, which is established by the data from the new clinical
studles conducted by the apphcant and mcluded in this NDA Supplement

7. The appllcant was the sponsor named in the Form FDA-1571 for IND under
which the new clinical mvestugatlons were conducted

¢ SCHERING-PLOUGH RESEARCH INSTITUTE




CLARINEX-D™ 24 HOUR TABLETS PAGE 1 ’ '
SECTION 20.B. . : ) QTHER

: PEDIATRIC USE

... As discussed in a meetmg with the Agency on November 7, 2000 the
‘Applicant hereby requests a waiver of the requwements of 21 CFRT3;1’4 "55(a)
“Pediatric use information” for the pediatric age groups below the age of 12. The
‘Applicant certifies that this drug produot does not represent a meaﬁngful therapeutic
benefit over existing treatments and is not likely to be used in a substantial number

of pediatric patients below the age of 12 years.

The safety of desloratadine syrup (0. 5mg/mL) is currently bemg evaluated in
chlldrerrdown to the age of six months. This data will be the subject of one or more
NDAs and will be responsive to the Agencys formal pedlatrlc Written Request.
Pseudoephedrine, in pediatric dose form, is currently available over-the-counter. In
addition, this drug product is not likely to be used in a substantial number of pediatric
patlents because it is. uniquely deSIQned to deliver 240 mg of pseudoephednne from
a controlled release. matrix over a 24 hour period. This. dose of pseudoephedrine is
. not recommended for patients below the age of 12.

- —  Appears This Way
_ - On Original
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PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

NDA/BLA #:_21-605 _ Supplement Type (e.g. SES): Supplement Number:

Stamp Date: May 4, 2004 _ . PDUFA Goal Date: March 3, 2004 _

HFD 570 Trade and generic pames/dosage fon;m: Clarinex-D 24 Hour (deloratadine Smg/pseudoephedrine 240mg)
Applicant: _Schering Corporation ‘ v Thefapeuﬁt‘tis: 3s

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new route of
administration? *
M Yes. Please proceed to the next section. : : 7 .
O No. PREA ‘does not apply. Skip to signature block. : -
* SES, SE6, and SE7 sur missions may also trtgger PREA. If there are questions, please contact the Rosematy Addy or Grace Carmouze.
Indication(s) previously approved(please complete this section for supplements only)
(Each indication covered by tlus application must have pediatric studies: Completed, Deferred and/or Waived,)

VNumber of indications for this application(s):

- Indication #1: _Relief of nasal and noxt;l_lg_ symptoms of seasonal al_lgrgic rhinitis.

Is this an orphan indication?
ﬁ O Yes. PREA does not apply. Sktp to signature bllock. '
%] l;lo. Please proceed to the next question.
Is there a t‘ull waiver for this indication (check one)?

Yes: Please proceed to Section A.

No: Please check all that apply: N Partial Waiver Deferred ‘J_ Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

R

Section A: Fully Waived Studies

' Reasq'n(s) for full wgivet':

O Products in this class for this indication have been studled/labeled for pedmtnc populahon
~=3 Diseasé/condition does not exist in children o .

O Too few children with disease to study : : .

O There are safety concerns : ' il

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



NDA 21-605
Page 2

ISectlon B: Partlally Waived Studies

sy EDPICTI N ————

B ]

Age/weight range being partlally waived:

_ Min kg mo. yr._0__ Tanner Stage
Max_____ kg mo. yr._12 _Tanner Stage ) __-i

Reason(s) for parual waiver:

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

Too few children with disease to study

There-are safety.concerns

Adult studies ready for approval

Formulation needed

Other: The fixed-dose combmatlon at the proposed-dosage is not suitable for chlldren ounger than 12 years of aged,
. ‘Q*):S i

QOD0COoo

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

|Section C: Deferred Studies

Age/weight range being deferred:

o~  Min kg, : mo, yr. Tanner Stage

Max kg © mo, yr. Tanner Stage

Reason(s) for deférral:

Q Products in this class for this indication have been studied/labeled for pediatric population
O Disease/condition does not exist in children '
O Too few children with disease to study
O There are safety concerns

O Adult studies ready for approval

0O Formulation needed - e

' Date studies are due (mm_/dd/yy):

: [f studies, a}e completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

[ Sectlon D Completed Studles

Age/welght range of completed studies:

3
Min . kg ) mo. yr._12 Tannef Stage

Max__. kg mo. yr._Adult . Tanner Stage

Comments:

If there are addmonal indications, please proceed to Attachment A. Otherwise, this Pedzatrlc Page is complete and should be eniered into
DFS



cC:

- This page was completéd by:

NDA 21-605
Page 3

{Séenppended electronic signamfe_ page} o - - S C e

- Anthony M. Zeccola, M.A.

Senior Regulatory Management Officer . B ﬁ

NDA 21-605
HFD-960/ Resemary Addy or Grace Carmouze

. FOR QUESTIONS ©N COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG DEVELOPMENT,. -

HFD-960, 301-594-7337. :

(revised 2-28-2005)

Y

Appears Thi_s’ch
- On Original
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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. ' . .

Anthony Zeccola
3/17/05 09:05:12 AM
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CLARINEX-D™ 24 HOUR TABLETS PAGE 1 . : :
SECTION 16. . ) ) . ‘DEBARMENT CERTIFICATION

Debarment Certification

Scherlng Corporatlon hereby certlﬁes that it did not and will not use in any capac:ty

————— AL

the services of any person debarred under section 306 of the Federal Food, Drug,
and Cosmetic Act in connection W|th this application.

A
Appears This Way
On Original
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CLARIXEX-D™ 24 HOUR TABLETS

PAGE 1
SECTION 19. )

FINANCIAL INFORMATION

DEPARTMENT OF HEALTH ANIj HUMAN SERVICES
- Public Health Service
Food and Drug Administration

"‘WS'CYOSUREr FINANCIAL INTERESTS AND

Form Approved: OMB No. 09100336
Expiration Date: 3/31/02

Lk S e -

ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

—

The following information conceming —— TR, who par-
7 . N of climicol inwestigator
ticipated as a clinical investigator in the submitted . study "E/ S of Sch 483 Compared to DL and
. Name ot

PSE in the Treatment of Subjects with SAR
clinicol studly )

'54. The named individual has participated in financial arrangements or holds financial interests that
are required to be disclosed as follows: o

, is submitted in accordance with 21 CFR part

I Please mark the applicable checkboxes. l -

any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study;

O

any significant payments of other sorts made on or after February 2, 1989 from the sponsor of

the covered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria; ’

[1 any proprietary interest.in the product tested in the covered study held by the dlinical
investigator; L )

X] any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in

the sponsor of the covered study. . : :

' Details of the individual’s disclosable financial arrangements and interests are attached, along with
a description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests. : : .

NAME E p—

Heribert Staudinger, MD Vice-President, - o |

e Allergy/Respiratory Diseasé&/Clinical Immunology
- { FIRM/ORGANIZATION

Schering-Plough Research Institute -

SIGNATURE

YL

DATE .
/R-AF2- 2f

Paperwork Reduction Act Statement

n of information unlesx it Gigplays u currently valid OMB
ipe 4 hours per response, _ingfuding time for reviewing
pleting and reviewing the collection of informtion.

l ta, u

An ugency may not conduct of sponsor. und i person is not fequired to resy
i ' imated 1o

control number. Public reporting burden for this coll of information is 1
ins i hing existing dota sources, gathering and dxintaining the y data, and
Send comments regarding this burden estimate of any othet aspect of this collection of information to:

Depaniment of Health and Human Scrvices
Food and Drug Administemion

5500 Fishers Lane, Room 14-72
Rockville. MD 20857 °

eodstuis. ooty EF

FORM FDA 3455 (7/01) -

&

SCHERING.—PLOUGH RESEARCH INSTITUTE




CLARIXEX-D™ 24 HOUR TABLETS PAGE 2

SECTION 19 ' . " FINANCIAL INFORMATION

DISCLOSURE: FINANCIAL INTERESTS AND.ARRANGEMENTS
- OF CLINICAL INVESTIGATORS

" Efficacy & Safety of SCH 483 Compared to Desloratadine and
Pseudoephednne in the Treatment of Subjects with Seasonal
Allerguc Rhinitis

Dr. — disclosed that he has/will receive payments from Schering-
Plough in excess of $25,000 from honoraria and /or consultatlon :
From the period of February 1, 2000 to February 1, 2001, Dr. .

- has a consultant's agreement in the amount of $1OO 000.

~ Comment:

This study was a randomized, multicenter, double blind, double
dummy, parallel group study in ~ domestic sites.-The study was -
- designed to minimize any bias by an individual investigator or subject.
' Subjects were randomized and treated prior to breakmg the blind.

Appecrs This Way -
On Ongmal

Mt I
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CLARIXEX-D™ 24 HOUR TABLETS PAGE 3

SECTION 18. . ) FINANCIAL INFORMATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. D910-0386
Public. Health Servica o Expiration Date: 3/31/02
Food and Drug Adinistration

T e

"~ BISCLOSURE: FINANCIAL INTERESTS AND C e

ARRANGEMENTS OF CLINICAL INVESTIGATORS

-t

70 BE COMPLETED BY APPLICANT

=y

The following information concerning .. .~ . ' e, who par-
dedmlmlmwmgwr

ticipated as a clinical investigator in the submitted study "E/ § of Sch 483 Compared to DL a\“d -

PSE in the Treatment OfS“bJ”‘S with SAR . is submitted in accordance with 21 CFR part

dinical sty
54, The named individual has participated in financial arrangements or holds ﬁnanual lnterests that

are requiréd to be disclosed as foltows:

Fluse mark the applicable checkbavesJ

O any financial arrangement entered into between the sponsor of the covered study and the -

clinical investigator involved in the conduct of the. covered study, -whereby the value of the
compensalion to the clinical ‘investigator for conducting the study could be influenced by the:
outcome of the study; '

[1 any significant payments of other sorts made on or aﬂer February 2, 1999 from the sponsor of

the covered study such as a grant to fund ongoing research, compensation in the form of
equ:pment retainer for ongoing consultatlon .or honoraria;

[J any proprietary interest in the product tested in the covered study | held by the dlinical
investigator; .

P_f] any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical |nvest|gator in
the sponsor of the covered study v

Detanls of the individual's disclosable financial amangements and interests are attached, along with

-a description' of steps taken to minimize the potential bias of clinical study resuits by any.of the

disclosed arrangements or interests.

NAME T I TIiE T

Heribert Staudinger.MD. : 1 Vice-President, -
: Allerglecspnratory D:seases/Chmcal lmmunology

FIRM/ORGANIZATION
Schenng-Plough Rescarch Institute

SIGNATURE | ’ - ~TDATE

Vifh— - P

W02 £ 1 Y doq g

Paperwork Reduction Act SK;Qement

An ugenc) may not conduct or sponsor, and & pemm is oot req ired to resy 1 10, 3 collection of infk jon unless it dﬂ]ﬂa s a currently valid OMB
comrol number.. Public reporting burden for this coll of infe 1s esti d 1o pe 4 hours per rcspons:,—d\dmb time for reviewing
i searching existing data gathering and mai i y data, and wpleting and reviewing the cotlection of information.

Send convments regardmg this burden cshmale or any other aspect of this wllectmn of information to:

: Dl.partmem of Healih and Human Scrvices
Food und Drug Administration
5600 Fishers Lane, Room 14-72
Rockville, MD 20857 -

FORM FDA 3455 (7’01) - . fmh!kvﬁwn&ﬁbwuls:-n_u) €F

| ¢ SCHERING-PLOUGH RESEARGH INSTITUTE
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*  SECTION 19. : . FINANCIAL INFORMATION

DISCLOSURE: FINANCIAL INTERESTS AND. ARRANEEMENTS
OF CLINICAL INVESTIGATORS

T~

“Efficacy & Safety of SCH 483 Compared to Desloratadme and

Pseudoephednne in the Treatment of Subjects wnth Seasonal
Allerglc Rhinitis s

- Dr—="disclosed that she, her spouse and dependent children hold ,.

an equity of interest in Schering Plough stock in the amount of
approxnmately $403,500. . .

Comment:

This study was a randomized, multicenter, double blind, double

dummy, parallel group study in— domestic sites.-Fhe study was
_designed to minimize any bias by an individual investigator or subject.

Sub]ects were randomlzed and treated prior to breakmg the blind.

¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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-. CLARIXEX-D™ 24 HOUR TABLETS _PAGES

SECTION 18. - ) : » . : FINANCIAL INFORMATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396
' Public Health Service Expiration Date: 3/31/02 -
._Food and Drug Administration )

Aermes o e

BN SV

" DISCLOSURE: FINANCIAL INTERESTS AND. ' T
ARRANGEMENTS OF CLINICAL INVESTIGATORS :

70 BE COMPLETED BY APPLICANT

=2

The following information concerning __ T e . _. who par-

) i . Name of clinical Investigotor .

ticipated as .a clinical investigator in the submitted study /S of Sch 483 Compared to DL and
Namcaf

PSE in the Treatment of Subjects with SAR . is submitted in accordance with 21 CFR part

* - clinical sands

- 54. The nafned individual has participated in financial arrangements or holds ﬂnah‘cial interests -that

are required to be disclosed as follows:

| Please mark the applicable checkbo.\'es;l

] any financial arrangement entered into between the sponéor of the -oévered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the

- compensation to the clinical investigator for conducting the ‘study could be influenced by the

outcome of the study;

3 any éigniﬁcant payr_h'ents of other sorts made on or after February 2, 1999 from the sponsbr of
the covered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria; ) ‘ :

-3 any proprietary interest .in the product tested in the covered study held by the clinical
investigator; : :

[} any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study. ' ‘ -

Details of the individual's disclosable financial arrangements and interests are attached, along with
a description of steps taken to minimize the potential bias of clinical study results by any of the

~disclosed arrangements or interests.

NAME : ' TLE pE

1 Heribert Staudinger, MD VicePresident, - -
S = Allergy/Respiratory Diseases/Clinical lmmunology

FIRMJORGANIZATION

ekl

Schering-Plough Research Institute -

SIGNATURE - ’ ) ] DATE
Y // 4 [2-Ap8
. ] Paperwork Reduction Act Statement
An agency may nn cosuduct of sponsor, and a person is not required toresy A 19 2 collection of infc ion unless it dﬁgys & currently volid OMB
control mnm!»er. Public reporting burden fos this coll ion of infc ion is esti d to average 4 houts per response, TaRding time for reviewing
i 0 3 hi isting data <, gathesing and maintaining the y date, and pleting and réviewing the collection of information.

Send comments rq;araing this burden estimate o any other aspect of this collection of informationto: .

Departmet of Heatth und Human Services
" Food and Drug Administration

5600 Fishers Lane, Room 14-72 -

Rockville. MD 20857

EQRM FNA 3455 -(7/01)

Crual by ic Doce

¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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CLARIXEX-D™ 24 HOUR TABLETS PAGE 6

SECTION 19. : __FINANCIAL INFORMATION

&
DISCLOSURE FINANCIAL INTERESTS AND ARRANGEMENTS
OF CLINICAL INVESTIGATORS

e
=

Efficacy & Safety of SCH 483 Compared to Desloratadine and
-Pseudoephedrine in the Treatment of Subjects wnth Seasonal
Allergic Rhinitis .

Dr.—===. disclosed that he, his spouse and dependent chlldren hold- '

- an equnty of interest in Schenng Plough stock, 2000 shares.

Comment:

~ This study was a randomized, multicenter, double blind, double
dummy, parallel group study in : - domestic sites. The study was
- designed to minimize any bias by an individual investigator or sub]ect.

- Subjects were randomlzed and treated prior to breaking the blind.

Appeors This Way
on original

\.0" I
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S } | A
ECT QN 19. ) L FINANCIAL INFORMATION

o~ EECECEAS

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396
Public Health Service : Expiration Dale: 3/31/02
Food and Drug Administration -
T Tem W

“DISCLOSURE: FINANCIAL INTERESTS AND | [
ARRANGEMENTS OF CLINICAL INVESTIGATORS | |

70 BE COMPLETED BY APPLICANT

The following information concemning .. .S, — - _______._.__—'_ o _T‘Ti ... who par-
: Nawe of clinfcol invextigator
“E/ S of Sch 483 Compared to DL and .

Name of

ticipated as a clinical _invesﬁgator in the .submitted study

PSE in the Treatment of Subjects with SAR _is submitted in. accordance with 21 CFR part
" clinical study : )

54. The naimed indi'vidual has paﬂidpated in financial arrangements or holds ﬁnaﬁcial interests that
are required to be disclosed as follows: '

ITIea:e mark the upplicable checkboxes. I

[} any financial arrangement entered into between the sponsor of the c%vered study and the
clinical investigator involved in the conduct of the covered study, whereby-the value of the

outcome of the study;

' [ any significant payments of other sorts made on or after February 2, 1999 from the spohso} of
the covered study such as a grant to fund. ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria; ' : :

[} any proprietary interest in the product tested in the covered study held by the clinical
investigator; , '

X1 any significant equity interest as defined in 21.CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study. :

Details of the individual’s disclosable financial arrangements and interests are attached, along with:
a description of steps taken to minimize the potential bias of clinical study results by any of the .
disclosed arrangements or interests. .

NAME _ — TME pEp——

Heribert Staudinger, MD Vicc'h“idﬁft’ -
S ” Allergy/Respiratory Diseascs/Clinical Immunology

FIRMIORGANIZANON
Schering-Plough Research Institute

DATE

7,4/4_ D- HPE~% 7,

SIGNATURE

compensation to the dlinical investigator for conducting the study could be influenced by the -

. - Paperwork Reduction Act St;tément .
An agency may noi ‘conduct oF Speasor. und 3 person is not required to rexpond to, # collection of ink ion unless it d:_l'a)'s a curently valid oMB
control number. Public reporting burden for this collection of infi yon is esti d to average 4 hours per tesponse,_impfuding time for reviewing
instructi carching duta s ing and the y data, and plering and reviewing the collection of information.’
Send comments r:g;lding.lhis burden estimate or any other aspect of this collection of information to: . . .

Department of Health and Human Scrvices
Food and Drug Adminisiration

5600 Fishers Lane; Room 14-72
Rockville. MD 20857

FORM FDA 3455 (7/01)

¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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_ gxééméix-om 24 HOUR TABLETS ' PAGE8 :
TION 19.
| ‘ » . _FINANCIAL INFORMATION

" DISCLOSURE: FINANCIAL INTERESTS AND ARRANGEMENTS
| OF CLINICAL INVESTIGATORS

=

el e

PRI

—-—

Efficacy & Safety of SCH 483 Compared to Desloratadine and
Pseudoephedrine in the Treatment of Subjects with Seasonal -
- - Allergic Rhinitis ' . '

Dr. — == disclosed that he, his spouse and depend'ent childrén '
hold an equity of interest in Schering Plough stock in IRAs and
‘Pension plan in the approximate amount of $136,000.

_Commeh't:
This study was a randomized, myﬁicenter, double:;blind, double
dummy, parallel group study in=— domestic sites. The study was

_ designed to minimize any bias by an.individual investigator or subject.
- Subjeqts were =ran'domized and treated prior to breaking the blind.

Appears This Way
- On Original
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- SECTION 19. PAGE9

FINANCIAL INFORMATION

R dETRIRCIVE S P R S S

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396
Public Health Service : Expiration Date: 3/31/02

.. _Food and Drug Adminigralion » .
DISCLOSURE: FINANCIAL INTERESTSAND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

NITS

206

i
|

VOOZ € | Hav

=2

The following information CONCEMING ... T oo ns oo who par-
Name of clinlcel investigator . .

ticipated as a clinical investigator in the submitted study "E/ § of Sch 483 Compared to DI aN“d _

PSE in the Treatment of Subjects with SAR _is submitted in accordance with 21 CFR part

clinical study
54. The ndimed individual has participated in financial arran
are required to be disclosed as follows: :

gements' or holds financial interests that

rPIease mark the applicable chéckbave.s._l

(O any financial arrangement entered into between the sponsor of the cc“?veréd study and the

clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the

outcome of the study;

0 any significant payments of other sorts made on of after February 2, 1999 from the sponsor of -
the covered study such as a grant to fund - ongoing research, compensation .in the form of
equipment, retainer for ongoing consultation, or honoraria; :

O any proprietary interest in the prdduct tested in the covered -study held by the clinical
investigator,; ‘

X} any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study. : . ‘

Details of the individual's disclosable financial arrangements' and interests are attached, along with
a description of steps taken to minimize the potential bias of clinical study results by any of the

disclosed arrangements or interests.

NAME , TIE T
Heribert Staudinger, MD Vice-President, =S
| Allergy/Respiratory Diseases/Clinical Immunology
FIRM/ORGANIZATION -
Schering-Plough Research Institute
SIGNATURE ' DATE =
LA B -ArE-H%
Paperwork Reduction Act Sl;;e'_nient
An agency may ot conduct of spnnéor. and a person is nol required 1o respand 10, Hection of infi ion unless it d@_ys a currently vulid OMB
contrel number. Public reporting burden for this ot ion of inft ion is estimated to age 4 hours per response,_imgiding time for reviewing
i i scarching existing data gathering and maintaining the y data, and pleting and reviewing the collection of information.

Send-comments regardimg this burden estimate of any other aspect of this collection of information to:

Department of Health and Human Survices
Food and Drug Adminisiration .
5600 Fishers Lane, Room 14-72
Rockville, MD 20857

—
€ eutod by Clavwanc Laonmw Serion S iS4 3me EF

oM ENA T4ARK 7MY
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SECTION 18. - . FINANCIAL INFORMATION

DISCLOSURE FINANCIAL INTERESTS AND ARRANGEMENTS
‘OF CLINICAL INVESTIGATORS

- Efficacy & Safety of SCH 483 Compared to Desloratadine and
. Pseudoephedrme in the Treatment of Subjects with-Seasonal
: Allergic Rhinitis :

Dr. e | dlsclosed that he, his spouse and dependent children -
hold an equity of interest in Schering Plough stock in the amount of
approxnmately $100,000.

Comment:

This study was a randomized, multicenter, double bllnd double
dummy, parallel group study in=—domestic sites, . The study was
~ designed to minimize any bias by an individual investigator or subject.
- Subjects were randomlzed and treated pnor to breakmg the blmd

Appeclrs This Way
~ On Onglnal R
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- SECTION 19.

" FINANCIAL INFORMATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0356
Public Health Service Expiration Date: 3/31/02
o ___Food and Drug Administration o

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

- e
ERE W .
Bl )

2da t;-;:-J

The following information CONCEMING' ... .— oo =~
. ' ! Nawe of clinicel inwestigaior

ticipated as a clinical investigator in the submitted study

. are required to be disclosed as follows:

- [ any financial arrangement entered into between the .sponsor of the cdvered étudy and the.

" 70 BE COMPLETED BY APPLICANT

— ') R ____,i

.., who par-

*E/ S of Sch 483 Compared to DL and

Namsof

PSE in the Treatment of Subjects with SAR . is submited in accordance with 21 CFR part

clinical stly . .
54. The natned individual has participated in financial arrangements or holds ﬁna_ncial interests that

rPIease mark the applicable checkbaxesJ

clinical ‘investigator involved In the conduct of the covered study, whereby the value of the

compensation to the’ clinical investigator ‘for conducting the study could be influenced by the
outcome of the study; -

O any significant paymeht's. of other sorts made on or after February 2, 1999 from the sponsor of
the covered ‘studyf such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria; - ' .

1 any probrietary interest in the product tested in the covered study held by the clinical
investigator; ’ o .

X} any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical invesligator in
the sponsor of the covered study. ' .

Details of the individua's disclosable financial arrangements and interests are aftached, along with
a description of steps taken fo minimize the potential bias of clinical study results by any of the

disclosed arrangements or interests.

| TiTLE ERp——

NAME l
Heribert Staudinger, MD . Vlce-Prwldel:nL C = ‘
S . ) Allergy/Respiratory Diseases/Clinical Immunology
[FIRMIORGANIZATION ‘ )
Scheiing-Plough Research Institute
: SIGNATURé ’ . ' - DATE :
)/L/A.-- R WV 7 £

$002 € 1 Yo

Paperwark Reduction Act Statement -
An agency imay not conduct of spoasor, anda person s Aol required to respand 1o, a collection of informration unless it diagays 2 currently valid OMB
control number. Public repoiting burden for this collection of inf fon is esti d to ge 4 hours per response, _i_.ﬂgding time for reviewing
i ions scarching exi ¢ data , gathering and maintaining the sary data, and pleting and reviewing the collection of information.
Send conuments regarding this burden estimate of any other aspect of this collection of information to: .

Dépariment of Health ind Human Services
Food and Drug Administration
5600 Fishers Lare, Room 14-72

Rockville. MD 20857

Crodod by Warwic Darumcns ScriroetnbIns o) EF

ENRM FDA 3455 (7/01)
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DISCLOSURE: FINANCIAL INTERESTS AND ARRANGEMENTS
OF CLINICAL INVESTIGATORS

)

e e —— - gy e

. Efficacy & Safety of SCH 483 Compared to-Desloratadine and - B

Pseudoephedrine in the Treatment of Subjects with Seasonal.
: Allergic Rhinitis T :

Dr. = disclosed that he received payments from Schering-Plough
in-excess of $25,000 from honoraria and /or consultation. Since _
1990, Dr. — has receved approximately $200,000 in honoraria and

. consultants fees. ' '

- Comment:

This study was a randomized, multicenter, double blind, double

~ dummy, parallel group study in_..domestic sites. The study was
‘designed to minimize any bias by an individual investigator or subject.
Siibjects were randomized and treated prior to breaking the blind.

AppearsThisWay =
On Original

# SCHERING-PLOUGH RESEARCH INSTITUTE
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

| o o _lfgod and Drug Administration .
DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

e

Form Approved: OMB No. 0910-0306
Public Health Service Explration Date: 3/31/02

70 BE COMPLETED BY APPLICANT

V002 £ 1 YdV 900 NIT9

Y002 €\ e 900 NI

The following information concerning s e
’ ’ Name of clinical investigotor

"E/ S of Sch 483 Compared to DL and

— ﬁ

, who par-

ticipated as a clinical investigator in the submitted study

clinical study
54. The named individual has participat
are required to be disclosed as follows:

) rl’lea:e mark the applicable checkboxes. I -

0 .,any' financial arrangement e ) ‘
clinical investigator involved in the conduct of the ,covered 5

compensation to the “clinical investigator for conducting the st
outcome of the study.’

[ any significant payments of other sorts made o
the covered study such as a grant to.fund on
_equipment, retainer for ongoing consultation, or honoraria;

[0 any proprietary interest in the product tested in the covere
- investigator; '

Xl any signifi
the sponsor of the covered study.

Details of the individual’s disclosable financial a
‘a description of steps taken to minimize the po
disclosed arrangements or. interests.

PSE in the Treatment of Subjects with SAR . is submitted in accordance with 21 CFR part

ed in ﬂnandal arrangements or holds financial interests that

ntered into between the sponsar of the covered study and the
tudy, whereby the value of the
udy could be influenced by the

n or after February 2, 1999 from the sponsor of
going research, compernsation in the form of

d study held by the clinical
cant equity interest as defined in 21 CFR 54.2(b), held by the clinical invesﬁgator ih

rrangeméﬁts and interests are attached, along with
tential bias of clinical study results by any of the

Wame ol

NAME o TTLE . R
Heribert Staudinger, M Vice-President, o 7
lert >tan & Allergy/Respiratory Diseas&&Clinical Imniunology
FIRMIORGANIZATION ) -
Schering-Plough Research: Institute
- SlGNATlJRE ] L DATE
W /S f2-0rk -0

Paperwori Reduction Act Statement

_instructions, scarching

Send comments regarding this burden cstimate or any ;hcr‘acpecl of this collection of information to: -

Department of Health and Hunian Scrvices
Food and.Drug Administeation

5600 Fishers Lane, Room 1492
Rockvitle, MD 20857

An ugency may nol conduct.or sponsor. and a persen is not required to respond to, a tection of inf ion unless it djgFays u curently valid OMB
cootrol aumber: Pd;a_lic seporting burden  for this collecti of infe jon is esti d to. ge 4 hours per response, iu‘g\_u:ling time for reviewing
thy data heting and maintaining the y duta, and completing and reviewing the collection of information.

FORM FDA 3455 (7/01)

¢ SCHERING-PLOUGH RESEARCH INSTITUTE

Cacaed by Fhoctianic Dot ServioenLISDHHS: (1)
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DISCLOSURE: FINANCIAL INTERESTS AND ARRANGEMENTS
OF CLINICAL INVESTIGATORS

© ——— - —— -

Efficacy & Safety of SCH 483 Compared to Desloratadme and
Pseudoephedrlne in the Treatment of Subjects with Seasonal
Allergic Rhinitis

Dr. -—-*"" disclosed that he, his spouse and dependent children
hold an equity of interest in .Schgring Plough stock, 3337 shares.

Comment:

This study was a randomized, mulhcenter double bhnd double

dummy, parallel group study in ... domestic sites. The study was
“designed to minimize any bias by an individual investigator or subject.:
‘ Subjects were randomlzed and treated pnor to breaking the blind.

i
VYUY sy

* Appears This Way
On Original

iﬂ"ﬂh
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' _Form Approved: OMB No. 0910-0356
- DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: February 28, 2006.
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND _ . T
ARBANGEMENTS OF CLINICAL INVESTIGATORS . L._

e

TO BE COMPLETED BY APPLICANT -

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)} submitted in
support of this application, | certify to one of the stateménts below as appropriate.™1®¥nderstand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

L Please mark the applicable checkbox. ]

(X (1) As the sponsor of the submitted studies, | certify that | have.not entered into any financial arrangement
with tfie listed clinical investigators (enter names of clinical investigators below or attach list of names to
this-ferm) whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). | also certify that each listed clinical investigator required te disclose
to the sponsor whether the investigator had a proprietary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interegts. | further cenrtify that no
listed mveshgator was tha recipient of sngnmcant payments of other sorts as defined in 21 CFR 54.2(f).

POISTS -

See Attached Listing (Pages 1 -7)

Clinical Investigators

g (2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the

applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of. names to this form) did not participate in any
financial arrangement with the sponsor of a covered study whereby the value of compensation to the
investigator for conducting the study could be affected by the outcome of the study (as defined in 21
CFR 54.2(a)), had no propristary interest in this product or significant equity interest in the sponsor of

the covered study (as defined in 21 CFR 54.2(b})); and was not the recipient of significant payments.of
other sorts (as defined in 21 CFR 54.2(1)).

[J@3) As the applicant who is submitting a study .or studies sponsored by a firm or party other than the
applicant, | certify that | have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information requnred under.54.4 and it was not possible o
do so. The reason why this mformatuon could not be obtained is attached

i

NAME : THLE -
Heribert.Staudinger, MD Vice-President, Clinical Research
- ’ | s Allergy/Respiratory Diseases/Clinical Immunology
’; “FIRM 7 ORGANIZATION ’ . )
3 ‘ Schering-Plough Research Institute
N SIGNATURE - ‘ - DATE -
= L
? vy, / . S Ao
ol Paperwork Reduction Act Statement i
- An agency may not conduct or sponsor. and a person is. not required to sespond- 10, 2 collection of v .
~3 ion unless it displays a currently valid OMB contro} number. Public reporting burden for this Department of Health and Human Services
- . pbx] coltection of information is estimated to average 1 hour per response, including time for g Food and Drug Administration
. { instructions, searching exi dalz galhenng and maintaining the necssary data, and 5600 Fishers Lane, Room 14C-03
- €] compléting and reviewing the coflection of inform Send g this burd Rockville. MD 20857
et estimate or any other aspec( of llus callection of lnformanon to the address to the nght
et
FORM

FDA 3454 (2/03)

¢ SCHERING-PLOUGH RESEARCH INSTITUTE

Creanl by PSC Malio Ans Branch {301) 443-4000 EF
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SECTION 19. , , ' " FINANCIAL INFORMATION
- _ : ' — Form Approved: OMB No. 0910-0396
. DEPARTMENT OF HEALTH AND HUMAN SERVICES . . Expiration Date: February 28, 2006.
' Food and Drug Administration )

CERTIFICATION: FINANCIAL INTERESTS AND . C e
ARRANGEMENTS OF CLINICAL INVESTIGATORS .| :

[P

TO BE COMPLETED B Y APPLICANT -

cI1S0¥vidc

{

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, | certify to one of the statements below as appropriate={#8nderstand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

| Please mark ihe applicable checkbor. |

X (1) As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement
with the listed clinical mveshgalors (enter narmes-of-clinicakinvestigators below or attach list of names to
this-ferm) whereby the value of compensation to the investigator could bé affected by the outcome of the -
study as defined in 21 CFR 54.2(a). | also certify that each listed clipical investigator required to disclose
1o the sponsor whether the investigator had a propristary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. 1 further certify that no
listed mvesugator was the recnplent of significant payments of other sorts as: dehned in 21 CFR 54.2(f).

P01884

See Attached Listing (Pages 1 -7)

.Clinic_al Investigators

[J () As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in any -
financial arrangement with the sponsor of a covered study whereby the value of compensation to the
investigator for conducting the study could be affected by the outcome of the study (as defined in 21
CFR 54.2(a)); had no proprietary interest in this product or significant equity interest.in the sponsor of
the covered study (as defined in 21 CFR 54.2(b)); and was not the reclplent of significant payments of
other sorts (as defined in 21 CFR 54.2(f)).

[J(3) As the applicant who is submmlng a study or studies Sponsored by a firm or party other than the

applicant, | cerify that | have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possuble to
do so. The reason why this information could not be obtained is attached

cale

NAME =~ — . TITLE
Heribest Staudinger, MD ’ Vice-President, Clinical Research
S : ‘ Allergy/Respiratory Diseases/Clinical Immunology

FiRM/ ORGANIZATION
Schering-Plough Research Institute

VUV VSt v www rvnaw

[ SIGNATURE v | pATE
Ay e '
!/ '4-/44._—— = s v | B A
Paperwork Reduction Act Statement : B

An agency may not conduct or sponsor, and a person is not required to resporid to, a collection of N
information unless it displays a cumently valid OMB control sumber. Public reporting burden for this . Departmeat of Health and Human Services

collecnan of ml’onnauon is surmled to average | hour per luding time for revi g Food and Drug Administration
. i data - gathering and maintaining the ncctssary data, and - * . 5600 Fishers Lane, Room 14C-03
completing and. reviewing the collection of information. Send comments regarding this burden - . Rockville, MD 20857

estimate or any other aspext of this collection of information to the address to the right:

FORM FDA 3454 (2/03)
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 SCHERING CORPORATION

T e - [V
sty s+ v ———

2000 GALLOPING HILL ROAD 3"7'*-.;,.5 KENILWORTH, NJ. 07033

A . . TELEPHONS: (908) 2084000
& ) 2

February 10, 2005

' Badrul A: Chowdhury, M.D., PhD, Director |
Division of Pulmonary and Allergy Drug Products, HFD-570

- FDA - Center for Drug Evaluation and Research ) Ny NDA 21-605
~ Office of Drug Evaluation | - - CLARINEX-D® 24 HOUR Tablet --
Document Control Room 8845 , ‘ : {desloratadine 5mg/

5600 Fishers'Lane - | ' pseudoephedrine sulfate 240mg)
~ Rockville, MD 20857 | | | S

SUBJECT: AMENDMENT NEW DRUG APPLICATION
Dear Dr. Chowdhury;

Please find attached an amendment to the New Drug Application (NDA) (pursuant to
- 21 CFR Part 314) for the use of CLARINEX-D® 24 HOUR Exténded Release Tablets
- (desloratadine 5mg/ pseudoephedrine sulfate 240 mg) for the rellef of symptoms of
allergic rhinitis, including nasal congestion, in adults and chlidren 12 years of age
and older. : c ' '

As the NDA references publicly available information in the published Final
Monograph for OTC Nasal Decongestant  Produets-- (21 CFR 341) for
- pseudosphedrine sulfate, we are updating the 356h application form at the Agency’s
- requestfrom an application under Section 505(b)1, as stipulated in the original NDA
-submission, to an application under Section 505(b)2. A revised form 356h is
attached. ‘ ’ ' - ,

We are also amending section’ 14 of this NDA to include a patent certification
(Attachment 1) pursuant to 21 CFR § 314.50()(1)(li) certifying that there are no

-— - .- Televant patents. This certification is being made In accordance with the provisions
- of 21 CFR § 314.50()(1)(i)) implementing Section 505(0)(2) because the
aforementioned NDA does not rely on investigations or.other data of any listed drug

for which we do not have a right of reference (see Attachment 2). :

As set ‘foth in the NDA, clnical safety and efficacy of the
desloratadine/pseudosephedrine product is demonstrated by the two clinical studies
~ confaified within the CLARINEX-D® 24 Hour Tablets NDA. Our own



02/10/05 16:28 FAX 908 740 2243 SP REG AFFAIRS

[@1005/009
DIVISION OF PULMONARY AND ALLERGY DRUG PRODUCTS FEBRUARY 10, 2005
NDA 21-605 ) - PAGE2OF 2

\oratadine/pseudoephedrine N'DAs [CLARITIN-D 24 (NDA 20-470) and CLARITIN-D —
12 (NDA 19-670)] are being relied on for certain data related to the pseudoephedrine
extanded reloase tablet core. Consequently, we are™only relying~on-the Final
‘Menograph for OTC Nasal Decongestant Products (21 C.F.R. 341) for the limited

purposes of referencing the publicly available pre-clinical pseudoephedrine data set
forth in that published Final Monograph ) &

" As discussed with Mr. Tony Zeccola on January 27, 2005, we understand that this

subrmnission simply updates/corrects the administrative file and will have no :mpact
on the review clock.

,,-:‘Should you have any questlons please call Ms. Diane deBruin at (908) 740-4306 or

Mr“Pavid De Sousa at (908) 740-4285, and for chemnstry related questions please
call Mr. Satish Joshi at (908) 740-4355.

--»-—-‘=£

~ Please be advised that the material and data cont'ainéa' 17 this submission are -

" considered to be confidential. The legal protection of such confidential cornmercial

material Is claimed under the applicable provisions of 18 U.S. C. Sectlon 1905 or 21
U.S.C., Section 331 (]) as well as the FDA regulatlons

incerely,

NAB_

- Diane deBruin .
Senlor Manager & Liaison
Gilobal Regulatory Affairs

. DD:cv

Attachments - } ' | RN

f i

PR

Appears This Way
On Original
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02/10/05 18:28 FAX 9.08 740 2243 ' SP REG AFFAIRS

_@oos/009 -
CLARINEX-D® 24 HOUR TABLET. PAGE 1 : _
SECTION 14. - PATENT CERTIFICATION
ATTACHMENT 1 ' | e

- T e - e .
I [ ———— .

Pursuant to the 'require'mems of 21 CFR § 314.50(i)(1)(ii), we are hereby subm-Ittihg
the following patent statement for Schering Corporation’s CLA§INEX-D® 24 Hour

Tablet NDA No. 21-605. An explanatlon of the basis for this statement is set forth in
Attachment 2 of this submission.

_ln the opmron and to the best knowledge of Schering. Corporation there are no
"‘patents that claim the drug or drugs on which nnvestrgatlons that are relied upon ln

this appllcanon were conducted or that clalm a use of sugh éﬁgﬂor drugs. -
o ‘ %f/ 2 //o a{
| o Hen adad . '

Sta Vice President-Patent Law

¢» SCHERING-PLOUGH RESEARCH INSTITUTE
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SECTION 14. ) . ) : . - PATENT CERTIFICATION _
ATTACHMENT 2 R

% B w . e e
T ————

Consistent with the provisions of 21 C.F.R. § 314.50(i)(1)(ii), the NDA submission for
CLAHINEX -D® 24 Hour Tablets does not rely on inve§tigatlgr13£r oth_er data of any -
reference listed drug for which we do not have a right of reference. Therefore, as
set forth in that regulatory provision, there are no relevant patents that claim the drug
or drugs on which investigations that are relied upon In this application were

- conducted or that claim a use of such drug or drugs. Schering Corporation’s = ™~

determination in this regard is based on the following:. .
1. GLARINEX -D® 24 Hour Tablet NDA does pot refer:

: IO refers :-in_yés_tigatlons qr other
data provided by“a’ Reference Listed Drug (RLD) for which we do not have a
right of reference. : : , o

2. The CLARINEX -D® 24 Hour Tablet NDA contains data to support the clinical
safety and -efficacy of the combination desloratadine/pseudoephedrine
product. Schering Corporation Is the owner of data for desloratadine and
makes reference to the CLARINEX NDA (21-165). ' o .

3. As discussed with the Division of Pulmonary and Allergy Produets (DPADP)
prior to submission of the CLARINEX-D® 24 Hour Tablets NDA 21:605, the
pseudoephedrine comparator to which the combination was compared in the
clinical program was the pseudoephedrine extended release core utilized in
both the CLARINEX-D® 24 and the CLARITIN-D 24 products. This
pseudoephedrine extended release core was developed and is owned by
Schering Corporation. ' o

x —

~4._In the clinical phamacokinetic program, psetidoephedrine from the
. CLARINEX-D® 24 hour combination. was found to be bioequivalent to that
~ ~following administration of the pseudoephedrine from the extended release
- core. As the pharmacokinetic profile of pseudoephedrine was established
following administration .of both CLARINEX -D® 24 and the pseudoephedrine
extended release core, the CLARINEX -D® 24 Hour Tablets NDA 21-605
refers to-data contained - within the CLARITIN-D 24 NDA (20-470) and
CLARITIN-D 12 NDA- (19-670) (e.g. $ee Section 5.B Texicology Technical
~Summary, Section 8.J. Integrated Summary of Benefits akd Risk). Schering

- Corporation owns all of the data in these NDAs.

5. The two clinica) safety and efficacy studies provided in the CLARINEX-D® 24

Hour Tablets NDA«gemonstrate the clinical superlority of the combination
desloratadine/pseudoephedrinie product (CLARINEX-D' 24) to that of the

¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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EECTION 14. . PATENT CERTIFICATION

mdlvldual components (l.e. desloratadine 5 mg tablet and pseudoephedrine
240.mg extended release core). Schering Corporation is the owner of these
clinical data. _

6. To further support the safety of pseudoephedrine sulfate, reference is also
- made to the information set forth in the published Fmaﬂinographs for OTC
Nasal Decongestant Products (21 CFR 341) for the limited purposes of
referencing the publicly available pre-clinical data thersin supporting the
safety of pseudoephedrine.

7 ﬂa an ‘application such as this one, a patent certification of “no relevant —

—paténts” pursuant to 21 CFR § 314.50(i)(1)(li) is appropriate, The plain
language of the regulations and the statufory provislons they impiement
reflect that patent certifications to patents listed :,. - range Book for an
approved reference listed drug (RLD) are only ‘A _‘jessary if a 505(b)(2)
application is relying on the Agency’s prior finding of safety and efficacy with
respect to an RLD and thus the investigations or data submitted in support of
that approved RLD ' _

This view is consistent with FDA’s position in King Pharmaceuticals v, FDA
(Civ. No. 01058) as presented in proceedings before the United States
District Court for the District of Columbia. See, FDA’s Memorandum in
Opposttion to “Plaintif’s Motion for a Temporary Restraining Order and a
Preliminary Injunction dated July 1, 2004. In its brief, FDA begins by quoting
the statutory requirements for patent certification as they apply to 505(b)(2)
applications:
(2) An applicatlon submitted under paragraph (1)
“for a drug for which the investigations described in
clause (A) of such paragraph and relied upon by
the applicant for approval of the -applcation were -
~ not.conducted by or for the applicant ard for which
T “the applicant has not obtained a right of reference
—— ~or use from the person by or for whom the
investigations were conducted shall also include—

(A) a_certification, in .the opinion of the
applicant and to the best of his
. knowledge, with respect 1o each patent
‘which claims the drug for which such,
Investigations were conducted or whictig—
claims a use for such drug for which
the applicant is seeking approval under
-this  subsectlon and for which
“information is required to be filed under
: paragraph (1) or subsection (c) of this
section..

: ¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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SECTION 14. . :  PATENT CERTIFICATION

21U.5.C. § 355(b)(2) (emphasis added). | e

. - i ancasnti clls

Tha_AQ:ncy’s brief thén_ goes on to present the following analysis of this statutory
provision: - : .

Section 355(b)(2)'s reference to clause (A) in the %rase “for a drug for
which the investigations described in clause (A) of such paragraph”
refers to § 355(b)(1)(A). Section 355(b)(1)(A) states that NDAs must
contain “(A) full reports of investigations which have been made to
. show whether or not such drug is safe for use and whether such drug
=.  Is effective in use....” (emphasis added). The next phrase in §
~T . B55(b)(2) - “and relied upon by the applicant for approval of the
. application” — means that the applicant is relying on findings of safaty
and efficacy that were made for another drugs fill in gaps-and obtain -
approval of its own application. The certification requirement in §
355(b)(2)(A) applies only to patents that claim such other drugs for
- --—- . which such safety-and-effectiveness studies were conducted and when
the current application relies upon those studies. ' : '

FDA’s Implementing regulations. are ‘fully consistent with this
interpretation. 21 C.F.R. § 314.50(j)(1)(i) provide that a § 355(b)(2)
- application Is required to ‘contain “a certification with respect to each
patent...that...clalms a drug...on which investigations that are relied
upon by the applicant for its approval of its application were conducted
- or that claims an approved use for such drug and for which Information
is required to be filed under section 355(b) and (¢) of the [FDCA] and
314.53." (emphasis added). See also 21 C.F.R. § 314.3(b) definition of

- § 355(b)(2) application) and § 314.54(a)(1)(vi).

Memorandum in Opposition to Plaintitfs Motion for& Temporary Restraining
Order and a Preliminary Injunction, pages 15-16. s - : :

- "Since Schering’s NDA submission for CLARINEX-D® 24 Hour Tablets does not
~ rely on data of any reference listed drug for which we do not have a right of
- reference, -a certification of “no relevant patents” is appropriate under. the

applicable regulations and the statutory provisions they implement.

| , -
Appears This Way
~ On Original

' ¢ SCHERING-PLOUGH RESEARCH INSTITUTE
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Memorandum of Teleconference

i e

Date: ‘ Fcbruary2 2005
Time: 11:30 AM ;
. | . =
Location: '10B45: Conference Room -
Application: ~ N21-605 Clarinex-D24 (desloratadine/pseudophederine) Tablets

Repr'esentatﬁes of Division of Pulm_onaﬂ and Allergy Drug Products

et . »u-f

Badrul A. Chowdhury, M.D., Ph.D., Division Director - -
Richard Lostritto, Ph.D., CMC Tea____rp Leader, _ S
Prasad Peri, Ph.D., CMC Reviewer ' R

- Peter Starke, M.D., Clinical Team Leader

Anthony Zeccola, Regulatory Management Officer

Representatlves of Schering.

Nicholas Pelhcclone Ph.D., Vice President CMC, Global Regulatory Affairs
Satish Joshi, Senior Manager, CMC Global Regulatory Affairs

‘David De Sousa, Senior Director, Global Régiilatory Affairs
'Diane Debruin, Senior Manager Global Regulatoér;y Affairs

Jack Rosen Ph.D., Director, Analytical Development

~ Stephen Liebowitz, Ph. D., Director, Pharmaceutlcal Development
- Richard Lorber, MD Senior D1rector Chmcal Research .

Background This teleconference was held in response to discuss the-explry for NDA 21-605,.
Clannex—D24 (desloratadme/pseudophederme) Tablets.

DlSCllSSIUIl"‘DI‘ Peri opened the discussion with the following comments:

“Based on the data submltted n the NDA and the lack of stablhty of the drug product at
temperatures above 25°@ainy the following storage statement supports the proposed 24 month

‘expiry dating period;:Store at 25C (77F) Cautlon Heat sens1t1ve do not store above 25°C (77°F)".

Because the role of % re]atlve humldlty is apparent but not yet quantlﬁed for tlﬂrdrug product s

... Stability problems, any 2-8°C storage for to-be-marketed consideration must be supported by full-

?3nn data

Schering indicated that they will take this mfonnatlon into consideration and will respond followmg

" internal discussion. They also indicated that given the time frame for the PDUFA action date if they



Page2 ' : _ | R ——
"~ T disagree with our suggested expiry, they will provide that information post approval via a CMC
supplement. ‘

Addendum to Teleconference Minutes: - & _

At the end of the discussion Dr. Lostritto indicated that we would be sending addition CMC
comments that pertain to the drug products (see below).

a. _Provide'pggticle size data from commercial lots of hypromellose === . used for the manufacture
of clar-itin B24. Clearly indicate with appropriate data, if the proposed acceptance criteria for the

particle size of hypromellose ewwm can adequately control the~release rate of pseudoephedrine
sulfate.

b. Update the NDA with UV and IR spectra of samples of Blue lake blend

C. Prov1de smtable Just1ﬁcat10n for the selectlon of a M -, ~ -sub coat "= -
|sgmm—— 1 and finish coat "~ joemms

d. Update the NDA to specify clearly how many tablets (number of tablets sampled for each test,
and if a mean tablet weight is used) are sampled from a given batch during in-process testine.

(
S
@
,)

Gy

Am—

f Revise the ﬁcceptance criteria for all impurities to -
. _‘__,_ _>:-l .

PR —

g Revisethe acceptance criterion for desloratadine release rate to Q_='-::'f in 30 minutes.

Appec:rs This ch | =
On Onglnal o -
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Discussion

Biopharm Comments

Please provide 3-OH desloratadine to desloratadine ratios at 12 hours for all pediatric subjects
incfuded in the PK and safety studies (P02798 and P03016). :

The ongmal protocol stated that a total of 8 children (2 for each age group) would be included in the
2 to 5 age group in study P02798, but only 4 were enrolled Please prov:de an explanation of thxs _

discrepancy. , S “%'é-h

AppeCll’S This Way
On Onglncﬂ

.M:H“



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

Anthony Zeccola ,
2/3/05 03:36:20 PM o ﬁ
- Cs0 , -

M,hl



Memorandum of Telephone Facsimile Correspondence.

e ey - Sk ftpen o — . - - LR . L

Date: o3 02004

To: * Carlos Langezaal ;
Senior Manager, Drug Regulatory Affairs ~ ~ ~ —3

Frém: " Anthony Zeccola

Regulatory Management Officer
‘Division of Pulmonary Drug Products

= FDA
Subject: ) Request for Information — NDA 21-605 - - .
Total Pages: 2 S . -§_ o

We are prov1d1ng the attached information via telephone facsimile for your convenience, to

- expedite the progress of your drug development program. This material should be viewed as
unofficial correspondence. Please feel free to contact me if you have any questlons regarding the
contents of thls transmission.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 7
CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If " you are not 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
received this document in error, please immediately notify us by telephone at (301) 827-1050 and
- return it to us at 5600 Fishers Lane, HFD-570, DPDP, Rockville, MD 20857.

A e —

" Thank you.

p—

{See appended electronic signature page}

~ Anthony M. Zeccola
Regulatory Management Officer

, _'D1v1sxon of Pulmonary Drug Pregucts
. R

Appears This Way
- On ‘Original



- ~-Please.provide the following information to assist in our review of NDA. 21-605: .

e~

Submit the following information either as part of the regular 120 Day Safety Update or as a

separate submission , whichever can be accomplished sooner:

1.

4

A review of worldwide postmarketing adverse event reports for single ingredients

_ desloratadine and pseudoephedrine. Include a summary, narrative analysis, and discussion of

frequent adverse eventss and adverse eventss of special concern, including cardiac, hepatic,

~ renal, neurologic (sormnolence; seizure), and genitourinary (hypospadias) events. Cover the

period of sime since December 21, 2001, the date of the approval of Clarmex Tablets, 5 mg
(NDA 2].-165) until the cut-off date for the required safety update

——

A review of the worldwide medical literature for articles relevant to the safety of smgle
ingredients desloratadine and pseudoephiedrine. Include a list-of referekces identified by your
search, copies of relevant articles, and a discussion of the relevant articles. Cover the period
of time since December 21,2001, the date of the approval of Clarinex Tablets, 5 mg (NDA 21-
165) untll the cut-off date for the requlred safety update.

o ey

P : ears This Way
| I App on Original

i



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

N e o it " . —— . ~ - E o a D e

Anthony Zeccola
9/30/04 02:46:01 PM

Cso | - —3

e S ——
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Memorandum of Telephone Facsimile Correspondence

= .. [

Date: May 20 2004

To: Carlos Langezaal L
® &

From: Anthony Zeccola

Subjéct: =';Requesf for Information — NDA 21-605
Total Pages: 3 (Including cover and electronic signature pages)—

‘ el . ,"ﬂ
We are providing the attached information via telephone facsimile for your éonvénience, to.

expedite the progress of your drug development program. This material should be viewed as
unofficial correspondence. Please feel free to contact me 1f you have any questlons regarding the

‘contents of this transmission.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO-WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,

'CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, 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
received this document in error, please immediately notify us by telephone at (301) 827-1050- and
retum 1t to us at 5600 Fishers Lane, HFD-570, DPDP, Rockville, MD 20857

Thank- you.

R L {Sec appended electronic signature page} o

‘ Anthony. M. Zeccola
Regulatory Management Officer
Division of Pulmonary Drug Products

‘- Appears This WGY
~ On Onglnol



Please provide'the following informatiorl to assist in our review of NDA 21-605:

- —-Referenc&15 made to-your desloratadine new drug application (NDA 21-165) and a submission
dated November 13, 2003, in the NDA. The submission contains a study report entitled “24-
month oral ¢arcinogenicity study of SCH 34117 (desloratadine) in mice” (SN 97255)

- We are currently reviewing the study and have found the study report made'quaﬁ for review.
Specifically, the report did not contain tumor-finding data in a computer-readable format as
described in the following two guidance documents: 1) Regulatory Submission in Electronic

Format; General Considerations; and 2) Regulatory Submission in Electronic Format; New Drug
Applications. These documents were issued in January 1999 and are available onlme at
http: //www fda gov/cder/gmdance
To fac111tate the regulatory review, please submlt the electronic data as descnbed in the above
-mguidance. The data must include the tumor-finding data files named TUMQR.XPT.
R v o ,_mg T

-—  pppearsThis Way
_ _ ~ On Original



_ ‘This_ is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature. T

U - - - ==z=es s
/s/ . _ = _

Anthony Zeccola
5/20/04 04:22:29 PM

cso | - —3

e o —
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

Supplement Number _ ,_. .

NDA .21-605. . ... FEfficacy Supplement Type SE-

Drug: Clarinex D 24 Hour ' o Applicant: Scherihg Corporation
RPM: Zeccola HFD-570 __ =i Phone # 301-827-1058
Application Type () 505()(1) (X) 505(b)(2) _ Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug

(This can be determined by consulting page 1 of the NDA | name(s)):

Regulatory Filing Review for this application or Appendix . _

A 1o this Action Package Checklist.) pseudoephederine sulfate (Final Monograph for OTC Nasal
_ - - . Decongestant Products)

If this is a 505(b)(2) application, please review and -

confirm the information previously provided in

Appendix B to the NDA Regulatory Filing Review. -

Please update any information (including patent ’ ) '_;:% i )

certification information) that is no longer correct. R

() Confirmed and/or corrected

< Application Classifications:

, e Review priority . (X) Standard () Priority
_ e Chemclass (NDAs only) - 3 ’ ' '
—~ Other (e.¢., orphan, OTC) - | |
« User Fee Goal Datess = : . .| March 3, 2005
<+ Special programs (indicate all that apply) o . (X) None
. a3 Co ’ SubpartH .
() 21 CFR 314.510 (accelerated
approval)
- ()21 CFR 314.520
(restricted distribution)
() Fast Track '
-+ | () Rolling Review
, = | OCMAPilot 1
= , - | () CMA Pilot 2 :
% ser Fee Information o R o
: : T : . ’ 1 (X) Paid .-UF ID number
e  UserFee : : . _ : v 4477 S
e User Fee waiver _ : : ' ' 1 () Small business
- ' . S . () Public health
L . ’ L : = - _| () Barrier-to-Innovation
' Co : ' ()L.Other (specify) ~
* ., User Fee exception _ ' _ | () Orphan designation .
. ' : ‘ () No-fee.505(b)(2) (see NDA
. : . , Regulatory Filing Review for -
’ ‘ _ . ] instructions) '
L ' . - () Other (specify)
‘Application Integrity Policy (AIP)

I e - Applicant is on the AIP () Yes (X).No

Version: 6/16/2004



NDA 21-605 Clarinex D-24

Page 2 _
# e This application is on the AIP )Yes (X)No
f - e Exception for review (Center Director’s memo) '

e OC clearance for approval

< Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | (X) Verified

not used-in cert;ﬁcatlonc& certifications from foreign appllcants are cosigned by US agent.

+ Patent

¢ Information: Verify that form FD_A-3542a was submitted for patents that claim () Verified

the drug for which approval is sought.

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

12EXFR 314. 50(1)(1 JE)A)
() Verified

21 CFR 314.50(i)(1)

" [505(b)(2) applications} If the application includes a paragraph III certification, it

cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatlvely approved if it is otherwise ready for
approval). -

——

QG Q) @)

[505(b)(2) applications] For each paragxaph IV certification, verify that the

1 () N/A (no paragraph [V certification)

applicant notified the NDA holder and patent owner(s) of its certification that. thﬁ ( ) Verified

. patent(s) is invalid, unenforceable, or will not be infringed (review

documentatlon of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certzﬁcatzons mark “N/A” and skip to the next box below

(Exclusivity)).

{505(b)(2) appltcations] For each paragraph IV certification, based on the

questions below, determine whether a 30- month. stay of approval is in effect due
to patent infringement litigation. :

Answer the following.questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner s receipt of the applicant’s
notice of certification?

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

If “Yes, ;_I;zp to question (4) below. If "‘No, " continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)

submitted a written waiver of its right to file a legal action for patent .
infringemerit after receiving the applicant’s notice of cernﬁcatlon as
) prov1ded for by 21 CFR 314.107(f)(3)? . . -

Iy "Yes, "there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph v certzf cations, skip to the next box below (Excluszvxty)

If “No,” contznue with questzon ).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

() Yes () No
() Yes () No
=

{) Yes () No

Version: 6/16/2004




NDA 21-605 Clarinex D-24

Page3 -

-

If “Ne,” continue w_ith question (5). .

- (Note: ‘This can be determmed by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the

‘Division in writing whenever an action has been filed within this 45-day

~ e - peried-(see 21-CFR314.107(£)(2))). ; , . -

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

(4) Did the patent owner (ot NDA holder, if it is an exclusive patent licensee) '
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in questlon (1),

- prov1d§g1 for by 21 CFR 314.107(£)(3)?

If “Yes,” thefe is no stay of approval based on this certification. Analyze the next |

paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next box below (Exclusivity).

PO

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit agamst the applicant for patent infringement within 45 days of
the patent owner’s receipt of the applicant’s notice of certification?

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

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph 1V certification in the application, if any. If there are no other
paragraph IV certif cations, skip to the next box below (Exclusivity). 7
- If “Yes,” a ”a stay of approval may be in effect. T 0 determme ifa 30—month stay
is in effect, consult with the Director, Division of Regulatory Policy 11, Office
of Regulatory Policy (HFD 007)-and attach a summary of the response.

[

|

.()ch () No

() Yes. () No

R Excluswlty (approvals only)

Exclusivity summary.
Is there remaining 3-year exclusivity that would bar effective approval of a

. 505(b)(2) application? (Note that, even if exclusivity remains, the application

may be tentatively approved if it is otherwise ready for approval )

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

() Yes Apphcatlon #
X) Nosg,

2

» Administrative Reviews (Project Manager, ADRA) (indicate date of each review)

Version: 6/16/2004



NDA 21-605 Clarinex D-24
Pa; e 4

Actions

. Proposed action

. Aa..Previonsactions (specify type and date for each action taken)

@) AP ()TA €)AE-()NA

e Status of advertising (approvals only)

O Matenals requested in AP letter
() Reviewed for Subpart H

< Public communications

e Press Office notified of action (approval only)

_‘“TV es (X) Not applicable

(X) None
: () Press Release
e Indicate what types (if any) of information dissemination are anticipated () Talk Paper
- : () Dear Health Care Professxonal
- . L : Letter
< Labeling (package-insert, patient package insert (if applicable), ‘MedGuide (if applicable)) -
' e Division’s proposed labeling (only if generated after 1atest applicant submission | 5
2/15/05
of labeling) _ B B
. e Most recent applicant-propased labelmg e e el 1212004
¢ Original apphcant-proposed labeling , : '
e Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of
: labeling meetmgs (indicate dates of reviews and meetings)
o  Other relevant labeling (e.g., most recent 3 in class, class labeling).
< Labels (immediate container & carton labels) .
e Division proposed (only if generated after latest apphcant submlssmn)
‘. Apphcant proposed
¢ Reviews W

7
0.0

Post-marketing commitments

¢ Agency request for post-marketing commitments

¢.  Documentation of discussions and/or agreements relating 10 post-marketing
commitments : '

< Outgoing correspondence (i.c., letters, E-mails, faxes)

< Memoranda and Telecons

| Mmutes of Meetmgs—‘

b EOP? megting (indicate date)

¢  Pre-NDA meeting-(indicate date)

e Pre-Approval Safety Conference (indicate date; approvals only)

o  Other

=2 Xavisbryéohiﬁl.i'ttee,Meeting -

. Date of Meeting

¢ 48-hour alert

KD
°o*

F ederal Reglster Notices, DESI documents; NAS/NRC reports (if apphcable)

Version: 6/16/2004



NDA 21-605 Clarinex D-24
Pa

e5

Summary Reviews (é.g., Office Director, Division Director, Medical Team I_cader)
(indicate date for each review)

Chmcal revxew() (indicate date Jor each réview)

2/11/05

'0

Microbiology (efficacy) review(s) (indicate date for each revzew)

N/A

)
‘.

Safety Update review(s) (indicate date or location if mcorporated in another review)

Clinical Review

.
0‘0

Risk Management Plan review(s) (indicate date/location if incorporated in another'rev)

°.
oo

Pediatric Page(separate page for each indication addressing status of all age groups)

Demographic Worksheet (NME approvals only)

.0

Statistical review(s) (indicate date for each review)

L

Blopharmaceutlcal review(s) (indicate date for each review)

2/3/05

Controlled Substancé Staff review(s) and recommendatlon “for schcdulmg (mdtcate date
for each rewew)

N/A

Clinical Inspectloxi Review Summary (DSI)

e Clinical studies

e Bioequivalence studies

CMC review(é) (indicate date for each review)

NA

o,
i ..

Environmental Assessment

i ‘e Categorical Exclusion (indicate review date)

Review & FONSI (indicate date of review)

e Review & Environmental Impabt Statement (indicate date of each review)

o,
0'0

Microbiology (validation of stcnhzatlon & product stenhty) review(s) (indicate date for
each review)

N/A

*

Facilities inspection (provide EER report)

Date completed:
- () Acceptable
()_Withhold recommendation

>3

%

Methods validation

<,
%"

~ Pharm/tox review(s), including referenced ]ND reviews (indicate datefor each revzew)

() Completed
- () Req ste
( ) Not yet ot requested

2/16/05

0,
o

Nonclinical inspection review summary

o,
W

Statistical rewew(s) of carcmogemcxty studles ( zndtcate date for each review)

K7
L4

_ CAC/ECAC report

Version: 6/16/2004
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| PRESCRIPTION DRUG  Cowntes seamse e,
P~ e aoumisrmanon | USER FEE COVER '

SHEET

See Instructions on Reverse Side Before Coinpleting This Form

A completed form must be slzned and accompany","each new drug or biologic product application and éach new supplemgnt. 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 feo rates -
can be found on CDER's website: hnpzllwww;fda_.govbderlpdufa/default.htm . :

[P I BRI

T APPLICANT'S NAME AND ADDRESS . 4 BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUNMBER
Schering Corporation - —_
2000 Galloping Hill Road - | NDA 21-605 o _
Kenilworth, New Jersey 07033 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
. Rves [Clno
ATTN: Dalena DeGrezia 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:

- ‘ o .. [ THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.

2 TELEPHONE NUMBER (include Area Code) ; [ THE REQUIRED CLINIGAL DATA ARE SUBMITTED BY
‘ REFERENCE TO: )
( 908 )740-2545 . R
- _ (APPLICATION NO. CONTAINING THE DATA).

3. PRODUCT NAME ~ : , ‘ 6. USEA FEE 1D, NUMBER
CLARINEX-D 24 HOUR Extended Release Tablets User Fee #4477

7.15 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

D A LARGE VOLUME PARENTERAL DRUG PRODUCT D A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (See Hem 7, raverse side befors checking box.)
L.,, FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Seif Explanatory)
D THE APPLICATION QUALIFIES FOR THE ORPHAN - ] - 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 * i : .

(See itam 7, reverse side before checking box) (Self Explanatory)

C

_ B.HAS A WAIVER OF ANAPPLICATION FEE BEEN GRANTED FORTHIS APPLICATION? :
= : . . - Oves Ko

(See ltem 8, reversa side if answered. YES)

Public reporting burden for this collection of lhlormation is estimated. to avérage 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:

=1

L

Department of Healith-and Human Services . "Food and Drug Administration " An agency may nﬁonducj 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-99 . : and 12420 Parklawn Drive, Room 3046 displays a cumrently valid OMB control number. :
1401 Rockville Pike - _— Rockvile, MD 20852 ) '

Rockville, MD 20852-1448

TE — DATE
Dalena DeGrezia - "1 4/16/2004
| Global Regulatory Affairs Associate - - :

FORM FDA 3397 (12/03) -

" PSCMabin Atz (0D 431090 EF




