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- SU ‘i\ﬂSSIO'\' TYPE - DOCUME'\T DATE "CDER DATE ASSIGNED DATE
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- O NAME& ADDRESS OF APPLICANT
: . Alcon Laboratory, Ine.
6201 South Freeway
' *-’_Ft \\vonh TX 761.:4

DRUG PRODUCT NAME. D
- Proprietary: o ' Betaxon .

“Established: B ... Levobetaxolol o : o
. Code Name/#: e AL 15774, Formulatmn 9.;492 o : =

- Chem.T\geTher.Clas T - 2P : ‘
PH ~\RMACOL CATEGOR\ Anti- hypenenswe Beta—adrcncrgic receptor blocker
- DOSAGEFORM: . Suspensmn , . :
- STRENGTHS: 0.5%

ROUTE OF ADMIMSTRAT]ON topucal’o;ular (1-2 drops daily)

DJQPEI\SE X_Rx__QTC

CH E.\”CA L NAME. STRUCTURAL FORN’ULA MOLECUL‘\R FORMULA AND \\’EICHT: :
e Common Name )
' Le'\;othaxblol Hydrochloride

(Levobctaxolol hydrochlonde is the S-:som"er of the well-known and we|] cﬁarathrizéd
compcndxal [USP and Ph.Eur. ] drug betaxolo! hydrochloride). L

USAN FNNName
o : LevobetaxololH)drochlondc
» Chemncal Nam S |
L (S) l-[p-[Ncyclopropylmethoxy)ethyl]phenuxv] 3-(|sopmpylammo)-2 progzandl hydr'ocﬁloﬁdg

~propano! 1-{4-[2- (cycloprop)Iﬂwc(hyoxy)ethyl]phenoxy] 3- [(l-mcthylethvl)ammo]
h\drochlonde (S) ‘
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Levobetaxolol hydrochloride . . R NDA 21-114
Alcon Laboratories L '

Structural Formula©

[>—cv-t,ocrizcwz—@—ocw2

Mb)&ular Fo.r’mula.
P  CulbNoyHOL

CHZNHCH(CHa)z |
| eHCl '

I" O-O O

Mblecular Wefght :

"343.89°

© CASRegistry Number - v o -

116209553

. Other Narh:s’and Codes Used in This Document
(R) Bcta\olol Hydroch!ande

AL-I 5T7IA
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Levobetaxolol Hydrochloride S
Alcon Labératories L
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Alcon Laboratories - . - e e —

rrezer 1 : o R e \

- 5
: L e ‘
f e
i
e
Orig. NDA 21- 114 SRR
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' HFDD-350/Gorski. - G ¢ UkiGiNaL é
HFD-850/CWChen - S/
HFD-550/Boyd SR [ '[2 ‘*[M‘
'HFD-550/Mukherjee I Lmda Ng Ph.D. U :
HFD-550/Ng. G T : Chcmxstry Team Leader HFD 550
- HFD-550/Chambers = - . R L B _
HFD-550/Ferselaw SR g T




Division of Anti- mﬂammatory

Analgesic and Ophthalmic Druos g

Review of Chemxstr}, Ma nufacturmg, and Controls
'NDA #:
REV!EWA# 1 DATE REVIEWED 27 JAN-00
St B‘\HSSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
. Original pre-submission 25-MAY-99 - 27-MAY-99 -02-JUN-99
-~ Original submxssnon 08-SEP-99 . 10-SEP-99 17-SEP-99
Amendment 01-OCT-99 04-0CT-99 IT-0CT-99 -
Amendment - 15-0OCT-99 - 18-OCT-99 25-0CT-99 -
- ~Amendment 13-DEC-99 15-DEC-99 21-DEC-99
“Amendment 17-DEC-99 - - 20-DEC-99 28-DEC-99
Amendmemﬂ s 24 JAN 00 v2_7-)AN-00 27-JAN-00

- NAME & ADDRESQ OF APPLICANT: ,

Alcon Laboratory; Inc. , RS :

6201 South Freeway o IR [ R -
Fi \\’orth pe 76134 ' o w T s .=

DRUG PRODUCT NAME

. Proprietary: .. " Betaxon -

Established: - = Levobetaxolol -
Code Name#: = CAS- 116209 55-3; AL 1577A
Chem. Type/Ther.Class: 2P .

- PHARMACOL. CATEGORY:‘ Antx~hypertensnve Beta adrcnergnc rcccptor blocker
- DOSAGE FORM: : Suspensxon ' . _

- STRENGTHS: . 0.5% . S

ROUTE OF ADMINISTRATION: Topxcal/ocular (1 7 drops twme dallv)
DISPENSED: - X Rx __ OTC '

CHEMICAL NAME STRUCTURAL FORMULA, M MOLECULAR FORMULA AND
Y EIGHT

g T IR _ iqﬂ o | CisH29NO3=HCI }
D+CH,OCH1'€F+:OCCH,’E‘CH,WCH(CH;){ ' M.W.: 343.89 o
e ' _ R “HC

' (5)-1-[4-(2- Cyclopropylmethoxy)phenoxy] 3-

LEVOBET-AXOLOL HCI [(1 -methylethyl)ammo] 2-propanol hy drochlonder
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CON CLl‘QIO‘\S & RECOMMENDATIONS Based on a review ofchemlstry, m
and control issues that pertam only to the drug substance levobetaxolol, the application can be
 @pproved. ‘Additional satisfactory reviews of the drug product BETAXON and microbiology
Hsues as wcl] asa samfactox} cGMP mspectxon will be needed to complete the review process.
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New Drug Application Review. : "NDA 21-114
‘Levobetaxolo Hydrochloride ' : '
Alcon Laboratories

Dms:on of Antl-mﬂammatory, Analgesnc and Ophthalmlc Druos
Review of Chemistry, Manufacturmg. and Comro!s

Nm #: 21114

REVIEW¢ =~ 2 DATEREV[EWED: 1728/99

. SUBMISSION TYPE - DOCUMENT DATE CDER DATE ASSIGNED DATE -
Original pre-submission =~ 5/25/99 5127199 10/15/99
Amendment . - ¢ 1071799 S 10/4/99 - - 10/25/99
Amendment , 12/13/99 121599

~‘Amendment 207199 12/20/99
- Amendment - : - 12120099 12/21/99 } o= ‘
.Amendment - B 1/24/00 ‘ S l/28/00 -

. Amendment dated 1/20/00 isa response to the def'clcncncs sent to Alcon on 1/4/00 by fax This report _‘
. covers the review of the améndment dmed 1/24/00 that are related to the drug product only;

\'-\‘\1[ & ADDRESS OF APPLICANT
Alcon Laboratory, Inc. .

6201 South Freeway o _ : o .
Ft Worth, TX 76134 .. : o -

DR L'G PRODUCT NAME

- Propnetag SRR o Bye‘taxon y
Established: : - ) Levobctaxolol '
Code Name/#: ‘ AL 1577A Fonnulanon 93492
Chen, Tvpe/Ther.Class: = , 2P"’““" ' ‘
PH ARMACOL CATEGORY ‘Anti-hypertensive, Beta- adrenemc rcceptor blocker
DOSAGE FORM: ..~ Suspénsion
STRENGTHS: 0.5%
ROUTE OF ADMINIGTRATION lopnca'/ocular (I-2 drops daily)
DISPENSED X Rx __oOTC

(‘HE‘\HCAL NAME STRUCTURAL FORMULA, MOLECULAR FORMULA AND WEIGHT:

Common Name

Levobetaxolol Hydrochloride

(Levobetaxolol hydrochlonde 1s the S-isomer of the well-known and well charactenzed
compendial [USP and Ph.Eur. ] drug betaxolo} h)drochlonde)

USAN/ INN Name

Levobetaxolol Hvdrochlonde

Chcmxcal Namc

s

(§)- 1 ~[p-[2- (C)clopropylmc(hoxy)cthvl]phenoxy]-B-(isopxopylamino)—2-probanol
hydrochlonde SR
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New Drug Apphcatlon Review NDA 2!-1)‘4 , : ‘ 2
Lev obelaxolo Hydrochloride ' . L
Alcon Laboratories
or:

~propanol 1-[4- [2-(cyclopropvlmethycky)cthyl]phenbxy]-3»[( l-meth}'leth}'l)amiﬁo]-,
h)drochlonde S : - i T

Struclural Fogmul

D—CF&OCHzcm—QOCH;/C\CF&NHCH(C!—(,)z
| ‘HCl
Molccular Formula
' C,,HHNO HCI _ v
‘ Molccular Weagh ‘ : Rt -.
»comlENTs et e

L Kficrobio’logist’s-ccncem is adequate accordmg to: mtcrobxology reviewer (refer to m1cr0 L
. reviews). All manufacturing fac;lmes are in cGMP compliance. : '

CON CLUSIONS & RECOMMENDATIONQ

The apphcat:on is recommended for approval ﬁom the chemxstry manufacmnng and
control standpotrnit. The application may be approved with expiration dates of 24 month
: for thc trade size and 18 month for the professional sample when stored a1
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