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These marketed products are 3/ | ’ ,. = -
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61 | Relevant Human Experience . |

“Three studles of levobetaxolol ophthalmlc: suspension 0.5% (C 86- 24 C-87- 20 and C-

- 87-78) were conducted in the late 1980’s with a dxfferent fonnulanon than the current
formulation evaluated i in this NDA : -

4 . : .
- Protocol C- 86-24 was a’comfort study that compared suspension formulatxorls o /

betaxolol and levobetaxolol to marketed Betaxolol Solution 0.5%. Protocols C-8 7-2
and C-87-78 were pilot efficacy studies that compared IOP reductlon ﬁ'om levobetaxolol
0. 5% to IOP reductxon from t:molol 0.5%.

Further de\elopment of levobetaxolol was dnscontmued based upon a co;porate decision
at that tlme ’ S : L v

6.3 L Foreign Experience -

Betaxon (le\obctaxolol hydrochloride vop'hthalmic suspension) 0.5% has not been
marketed in any country nor has it been withdrawn from marketing in any country to

date
64 ‘Human Pharmacology, - B
e Pharmacokmencs, & Pharmacodynamlcs — See Pharmacology Rewew .
7 } Descnphon of Clinical Data Sources

“Included in thxs medxcal off cer’s rev1ew are five chmcal trials conducted in the United
States or France under

e Two12-week mals to evaluate the safety and 10P- lowenng ef’ﬁcacy of levobetaxolol -
"+ “ophthalmic suspensxon 0.5% compared to timolol 0.5% ophthalmic solution in
panents thh pnmary open~angle glaucoma or ocular hypertension (U.S.)"

s A4 week Dose—Response Tnal placebo controlled dose-response study to ev aluate
the safety and IOP- lowenng efficacy of levobetaxolo! ophthalmic suspension
compared to Tlmoptxc 0.5% and Betoptic® 0.5%in patnents thh pnmary open-angle

" glaucoma or ocular hypertensxon U.s) E

¢ Two Phase 1 Trials [Cardiov‘ascular Safety (U.S.) and Pulmonén' Safety (France)].

NDA 21-114; Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%




Table 3 - Déscriptio'n of Clinical Data Souvrce;s

. Protocul Type Study chlqn Treatment Paticnt Population - Treatment Growps Doslng . | Ne: No. Patients | Status
' 2 Duration | - Lib : o . Sites Randomized
' L (Intent-to-Treat)
Phase I Studies S
Cardiovascular - Double-masked, - |.-. 1 dose Normal volunléas age 60 Levobetaxolol 0.5% drop QU 1 3 ' Compleled
Safety crossover : ~ and over - Timolol 0.5%: ! drop OU . .
(C-97-68) N :
Pulmonary Safety | Double-masked, 1 dose Adulis with reactive Levobetaxolol 0.5% " 1 drop OU I 0 Completed
(C-98-57) crossover airway discasc Timolol 0.5% o "~ bdropOU . -
Phases ILT1N Studies
')c'(sé'g;;pg"‘% Doubic-masked, I month _Open-angle glaucoma L_cVobclaxplol 0.25% - | drop BID OU 18 43 Completed:
- ) randomized, active and g and : Levobetaxolol 0.50% | drop BID O 43 )
placebo controlled ocular hypertension - Levobelaxolol 0.75% | drop BID QU 44
- - BETOPTIC 0.5% . } drop:BID.OU 41
TIMOPFIC 0.5% - 1 drop BID OU a3
Placebo 5 =% I drop BID OU q2
, : : (256 totaly -
Efficacy/ Safety #1 | Doublemasked, =15 o T e plancoma Levabetaxalol 0.5% dropBDOU | 22 182 Completed
‘ (C-97-67 randomized, . o
- )] active controlled ) and Timolol 0.5% I drop BID QU I .
- ocular hypertension :
Efficacy/ Safety 42 D"""('lc'“‘.“s';“" Imonths |- Open-angle glaucoma Levobetaxulol 0.5% I drop BDOU | 25 174 Completed
(C-97-80) randomiz.cd, and Timolol 0.5% 1 drop BID OU 174
active controlled cular hypert
) ocular hypertension Y N (348 tolal)

. NDA 21-114: Detaxon (levobet

axolol lrydrochloride ophthaimic suspension) (0.5%




8  Clinical Studies -~

8.1.1 Study #1 :  | Protocol ¢-97=67 g
Title: A Twelve-Week, Multicentef, Tn'ple~Mziskéd Study of the Safety and

IOP-Lowering Efficacy of Levobetaxolol 0.5% Suspension Compared to
- Timolol 0.5% Solution in the Treatment of Patients with Open-Angle
Glaucoma or Ocular Hypertension. ‘

' Objectii}e: To evaluate ihe safety and IOP-lowering efficacy of Levobetaxolol 0.5%
T * Ophthalmic Suspension compared to Timolol 0.5% Ophthilmic Solution
in patients with open-angle glaucoma or ocular hypertension.

St Study Design: = . o bAranc.lo‘mized, triple-mésked, multicenter, active
A e - . controlled, parallel group study.

Test Drug Schedule: Patients were instructed to instill one drop of study - e
: 7 medication (either levobetaxolol 0.5% or timolol 0.5%)
: into each eye in the momning at 8 am, and one drop of study
~medication into each eye in the evening at 8 pm for 12
“weeks. o o
Number of Patients
o T , Cir , _ Intent-to- - Per- _
Principal Investigator Inv. No.. ' Dates of Participation Treat = Protocol
Walter Atlas, M.D. 1986 5/6/98 t0-12/31/98 19 19 :
Mark G. Bearman, MD. = 2443 5/18/98.t0 9/3/98 2 2
- Gregg J. Berdy, MD. 1335 6/27/98to 11/21/98 22 22
- Richard O. Bessent, MD. . 2427 " 4/29/98 to 1/11/99 5 4
© . MoizCarim, MD. .~ 2244 5/5/9810 12/11/98 14 T4 ’
_James Crabb, MD. = - 1229~ 5/8/981t010/28/98 19 19
‘Timothy Crane, M.D. 1925 . 5/9/98 to 9/8/98 U I
~ Randy E. Craven, M.D. . 1236 4/22/98 10 1/29/99 22 Lo22
~ Howard A. Doyle, M.D. 2441 ~5/5/98 to 12/3/98 9 9
Harvey DuBiner, M.D. 1927 4/13/98 10 12/31/98 47 47
- *Lawrence Hurvitz, M.D. 1237 _.4/20/98 to 10/13/98 =12 11
 Robert Laibovitz, M.D.. = 943 No paticnts wereenrolled =~ 0 0
- Scott Lanoux, M.D. - 2538 5/27/98 to 11/17/98 22 22
. Jeffrey Levensen, M.D. 2319 5/6/98 to 9/22/98 T 7.
. Solomon Luo, M.D. . 2438 5/7/98 to 1/6/99 23 23
- PaulMichelson, MD. 2496 7/6/98 to 11/23/98 17 16
" Paul G. Mitchel, M.D. - 1716 -, 4/30/98to 12/21/98 36 34
.. Earl Nelson, M.D. C 1978 - 6/15/98 to 1/27/99 32 27
William Roberts, M.D. - 456 5/14/981012/15/98 = 4 . 4
Shelly Temperley, M.D. 2480 - 6/2/98 10 9/22/98 11
Carl Tubbs, M.D. - 1975 5/22/98 to 1/8/99. 7 7
NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%
-
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o o _ i o : Intent-to-  Per-
Principal'lnv'estigatOr Inv. No.  pates of Participation . Treat. Protocol

- Bonnie C. Weston, M.D. 2490 No patients were enrolled 0 0
Robert D. Williams, MD. ~ 2128 - " = 6/17/98 0 1/4/99 = 24 24
Brandon M. Wool, M.D. - 2248 - 5/04/93 to 12/4/98 14 = 14
. *Investigational site closed prematuely due to Iconsistencies between the source documentation and the case report

forms.

-Reviewer’s Comments: =
Investigator 1237 was disqualified due to inconsistencies berwecn the source - .
.. documentation and case report forms observed during a Sponsor monitoring visit.' This
¢ Investigator s patients were discontinued from the study, and the investigational site was
. prematurely closed. o E E

. The Sponsor asserts that an analysis of the peréprotocol data performed with and vithout
 Investigator 1237 did not change the results of this study. Therefore, the data from this
- investigator’s patients were included in all other analyses. After review of these - .
analyses, this reviewer concurs. . ‘ SRR
See Review Section 8.1.1 Efficacy — Protocol C-97-67,
8..1 Study Desfgn

 This study was a prospective, multicenter (24 sites), triple-masked, parallel-group, active-
conirolled, pivotal trial designed to compare the safety and efficacy of twice-daily-dosed
levobetaxolol 0.5% ophthalmic suspension compared to twice-daily-dosed timolol 0.5%
ophthalmic solution and to demonstrate their equivalence. Target enrollment to support -
- the statistical power of the study was 150 patients per treatment arm. e ;

Patients enrolled in the study Wwere adults diagnosed with primary open-angle glaucoma
(with or without a pseudoexfoliation or pigment dispersion component) or ocular -
. hypertension.. Eligible patients who met all inclusion criteria including entry IOP
.. requirements were randomized to one of two (2) treatments; levobetaxolol 0.5% twice-
daily or timolol 0.5% twice-daily for a treatment period of twelve (12) weeks:.
- The eligibility phase included informed consent, evaluation of patient history, and
ophthalmic and systemic assessments in order to establish safety baselines and exclude
- patients who would be considered at unacceptable risk by participation in the study. The
eligibility phase included a washout period from current ocular hypotensive medications.
- The length of the washout periods for various ocular hypotensives is listed in Table
C-97-67-1. To minimize potential risk Yo the patient due to IOP elevation during the
washout period, investigators were allowed to substitute a miotic in place of a beta-
- blocker. sympathomimetic, or alpha agonist. Patients had to be washed out of these
“medications for the minimum period stated above prior to the Eligibility Visit 1.

NDA 21-114: Betaxon (i&’d:emxolol hydrochloride opht_l;_a!inic sﬁspénsioh_) 0.5%




Table C-97-67-1 - Minimum Washout Periods By Drug Class

S . , : Washout Period
Ocular Hypotensive Medication Prior to Eligibility Visit 1
. beta-antagonists and prostaglandins: _ 3 weeks
eg betaxolol
. timolol-
- canteolol -

" metipranolol
levobunolol
latartoprost . < v : :

alpha apd alpha/beta agonists: - = 2 weeks
ceg; epinephrine : R
- oodipivefring

apraclonidine

S brimonidine , , .

FRE -} miotics: . » E i K 5 days

: €8s pilocarpine : ‘ o

~ L carbachol R - :

oraltopical carbonic anhydrase inhibitors; 5 days ,

eg; - acetazolamide - S N : : ; s
: ’ - methazolamide IR : ‘ : . —
dorzolamide

. brinzolamide

0o ocular hypotensive medication K 3davs -~

-

The treatment duration of the study (12 weeks) was considered sufficient to ensure
stabilization of the efficacy endpoint, 10P, based on the applicant’s previous experience
‘in evaluating beta-blockers. : :

The IOP measurement times selected represent trough (end of the BID dosing period at 8
am) and peak (2 hours post-dose at 10 am) activity for timolol and levobetaxolol. The
- trough TOP was measured at the end of the dosing period, prior to instillation of the next
- dose and compared the efficacy of levobetaxolol 0.5%, 12 hours post-dose, to timolol
0.5%, 12 hours post-dose. Peak IOP was measured two (2) hours after dose instillation.

Patients meeting all qualifying criteria entered the triple-masked treatment phase and
- were randomized to receive either Levobetaxolol'0. 5% or Timolo! 0.5% twice-daily.
Patients were instructed to instill one drop of study medication into each eye in the
' morning at 8 am, and one drop of study medication into each eye in the evening at 8 pm.
- If any portion of the drop did not fall into the eye, patients were instructed to instill
- another drop into that eye. Both eyes were dosed with study medication even if only one
- eye qualified based upon the IOP entry criteria. ‘ -

 Patients were iﬁstmcted by the investigator/staff to follow protocal guidelines and dose
themselves as indicated. The time of last drug instillation prior to the 8 am visit was

- documented. Dosing at 8am on study visit days was conducted by study staff to ensure
- compliance. Ifthe patient had dosed with study medication on the moming of the study
. Visit, the visit was to be rescheduled, since the 8 am IOP measurerent was a measure of
trough TOP, to be assessed at the end of the dosing period. .

NDA 21-114: Betaxon (levobetaxolol hydrochloride éphﬂ)glhﬁc‘ampétsioh) 0.5%
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Study Medications
The masked test medications used during the treétnient phase were supplied in masked 5 -

mL opaque DROP-TAINER®s labeled with the appropriate patient number. The drug lot
- numbers used in this study according to treatment group are displayed below.

: Téblé C-97-67-2 - Sfudyf Medications

Treatment Levobetaxolol . Timolol 0.5%

oo Grup - ) 05% |
‘Levobetaxolol 0.5% | - ARE-2956 - =
: twice-daily : , St
Timolol 0.5% twice- R ARE-2959"

daily o ASE-2981

‘Sterile transfer of commercial TIMOPTIC® ‘ _

- Study Masking - o AR e

 The study was triple-masked, with patient, Investigator and Alcon study staff masked as
to the patients’ treatment codes (the term “triple-masked” is synonymous with the ICH
definition of double masked). A sealed envelope containing the description of the test
article was provided for each subject. The investigator was instructed to open the
envelope in cases of medical emergencies; if it became necessary to know which test
article the subject received. During the study, no study medication was unmasked.

- Study Population - Inclusion and Exclusion Criteria
Inclusiﬂn Criteri’ ..:;:',;s 4_‘.4”.._‘_'?.;.‘:& Eom ,‘»,\“n«- - :‘- S

1) Patients of either—scx; of atry-race, diagn‘oSc‘d with Open—‘angle' glaucoma (with or
without pseudoexfoliation or pigment dispersion component) or ocular hypertension.

] 2) Females must be surgicaiiy sterilized at least three (3) months prior to .study start, one
- (1) year postmenopausal or utilizing"suitablc contraceptives. ’ oo

All fe‘males‘ of childbearing potential must have a negative pregﬁancy test result at the

Screening Exam and also must not intend to become pregnant during the study.

3) Patients must be able to discr_mtinue use of all ocular hypotensive medication(s) and
undergo a minimum washout period of twelve (12) days to four (4) weeks.

4) Mean IOP measurements must be 24 to 36 mmHg, inclusive, in at least one eye, the

. same eye, at the 8:00 am. IOP measurements at both Eligibility Visits 1 and 2.
Additionally, the 10:00 a.m. mean IOP measurement must be 21 to 36 mmHg,
inclusive, in at least one eye, the same eye that qualified previously. Mean IOP

‘ NDA 21-114: Bétaxon (lévébetaxolol hydrochlo;idc- ophthalmic suspension) 0.5%
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measurements in each eye must be less than or equal to 36 mmHg at all times.” These

IQP criteria must be met at both Eligibility Visits 1 and 2.

5) Informed cohscﬁt read, signed, and dated (including the time of day)'by the patient or
legally authorized representative, before conducting the Screening exam. 1fthe -
patient is less than 18 years of age, the informed consent must also be signed and
dated by a parent or legal guardian. . L

Exclusion Criteria

~ 1) Best corrected Visﬂal._écuity worse than 0.60 LogMAR in either eye. ~-

2) Current or history of chronic or recurrent uveitis or other inflammatory eye disease
t - (ie, scleritis). : ‘ o

3) History of ocular trauma within the past six (6) months.’
4) _Cuﬁent_ or history of ocular infectiqn_ within the 'pést ihree”(.’av) months. |

5) Any hisfow of 'clinically“signifi'cam retinal disease such as retinal degeneration, o

diabetic retinopathy, retinal detachment or progressive retinal disease.
6) Any abhormality preventing reliable applanation tonometry of either eye.

'7) History of severe ocular pathology (including severe dry eye) in either eve that would
- preclude the administration of a topical beta-blocker. - - ST

f 8) Patients with a cup-disc ratia greater than 0.8 in either eye. =
: 9) Patients with severe central field loss in either eye defined as a sensitivity < 10 dB in
- atleast two (2) of the four (4) visual field points closest to the point of fixation.

'10) Intraocular surgery within the past six (6) months as determined by patient history
and/or examination. . : v ,

~ 11) Ocular laser surgery within the past three (3) months as determined by paticnt‘history ‘
. and/or examination. o ~ - :

12) History of severe or serious hypersensitivity to beta-blockers (oral or topical) or to
- any components of these medications. : -

~ 13)History of severe, unstable or uncontrolled cardiovascular, pulmonary, hepatic or
‘ renal disease (e.g., bronchial asthma, severe chronic obstructive pulmonary disease,
clinically relevant bradycardia, overt cardiac failure, greater than first degree
atrioventricular block, cardiogenic shock, clinically relevant angina or uncentrolled -
~+ hypertension) that would preclude the safe administration of a topical beta-blocker.

NDA 21-113; Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%
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14) Less than thirty.(30) days stable dosing regimen pnfc)f_ to ,t::h_e screening visit, of any
- systemic or topical medication used on a chronic basis that may affect IOP (i.e,,
sympathomimetic agents, beta-adrenergic blocking agents, alpha agonists, .
alpha-adrenergic blocking agents, calcium channel blockers, angiotensin converting -
enzyme inhibitors, etc.). Patients must be on a stable dosing regimen of these
medications at least thirty (30) days prior to the Screening Visit and must not change
the dosing regimen during the Eligibility period. Any changes in dosage or addition
of such medication(s) following randomization must be documented in the patient's
: :1 5) Use of any glvucbconiébid_ during the Eligibility phase. Patients musi-have washed
* - out of any chronic glucocorticoid therapy for at least four (4) weeks or intermittent
. " glucocorticoid use for at least two (2) weeks prior to the Eligibility 1 Visit. =
-16) History of ineffective IOP response to a topical beta-blocker. -
17) Any form of glaucoxﬁabther than open-angle glaucoma (V'vith or without a'pigment
- dispersion or pseudoexfoliation component). G . S
1 .8) Ther.apy with another investigational agent within the past 30 days. . -

- 19)Women who are pregnant, ndrsing,_ or of childbearing potemial who are not utilizing
_suitable birth control measures. ’

20) Patients who cahnot be vdoSednin both eyes.
2:I)Use of any édjunctive therapy, either tbpica]_ or_vsyst‘emic‘,‘. fof lowering IOP.- -
| 'Additvionalnky, the Alcon Medical Monifdr could declare anj, patient iné}igible for a valid
“medical reason. - | ' ‘ . :
E.mca.cyf"ﬁriables»'
The priméry efficacy pmarﬁeter was an assessment of mean JOP ;t fhg 8am and 10 a.m‘.

time points for the patient's worse eye. Worse eye was defined as follows:

1) T"Ee-eye with the higher intraocular pressure at 8 am averaged across both
- eligibility visits. If both eyes were equal then,

'3) The eye with the higher intraocular pressure at 10 am averaged across both
eligibility visits. If both eyes were equal then, the right eye was selected for
analysis. ‘ _ : o

NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspchsion) 0.5%.
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'S'afety\’arfables o
This study included the folloWihg safety v'an'ablés; :

Adverse Events - S o . : B ,
Subjects were queried at each follow-up visit regarding occurrence of any adverse events.
Adverse event information included a description of the €vent, onset, severity, treatment -
required, outcome, and relationship to use of the study medication. - '
Visual Acuity -~ R S S
- Best-Corrected visual acuity was measured at each study visit using an ETDRS or

. modified ETDRS chart. _ Sl B

, Slit-Lamp Examination (Biomicroscopy) G TR
' A biomicroscopic evaluation was performed at each 8 am study visit, and included the -
cornea, iris/anterior chamber, lens and vitreous. ' . o

- Eundus Examination (Ophvthalmoséo'gz[ , , SRRt
A dilated fundus examination was performed at the Screening Visit and at the 10 am

study visit at Week 12 and included the retina/macula/choroid, optic nerve, disc pallor, :
- and cup/disc ratio. : :

Gonioscopy A L C :
 Graded with the Schaffer Classification (0-3) at the Screening,

Resting Pulse and Blood Pressure R :
Measured after patient seated for 4 minutes at the Screening and 8 am and 10 am study
Visits. R - Y

Automated Perimetry _ : I L
Humphrey or Octopus evaluation at Screening (if not conducted within the last 9
months). - - - o IR ' . L

NDA 21-114: Betaxon (levobetaxol] hydrochloride ophthalmic suspension) 0, 5%
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Table C-97-67-3 - Study Plan for Protocol C-97-67 (‘Em’cac’y/Sa fety Study 1)

 Activity

Svéreveni‘n_g

Eligibility 1*

Eligibility 2"

©Week 2

- Week 6

" 'Week 12

10am

8am

10am

8am 10am

8am | 10am

Informed Consent

8am

10am

8am

Demographics

Medical History

Pregnancy Test

Discontinue All Glaucoma Mcdlcanons :

R

10p

IR I

LogMar Visual Acuuty (Best Corrected)
Biomicroscopy "

Restine Pulse

Resting Blood Pressure

LB P P P

>el>¢ )| >

B PSP B

|| 4] ¢ ¢

‘Dilated Fundus Examination

> ||| i

Pt tadked

'Autom’ated Perimetry

Gonioscopy

= B B PR PO P PV

Instill Masked Medication

Dispense Study Medication

¢

‘Monitor Adverse Events

pd

x| -
v

Collect Study Medication

Complete Exam Form

Dismiss Patient

schcdulcd three (3) days to three (03] wccks aller. Scrccnmg

P scheduled one (1) week aficr Eligibility 1

NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%
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Subject Disposition and Demographics

Three 'hundred_ﬁﬁy:—:ninve-(.’is 9) patients were enrolled into the study and randomized to

drug at 22 sites. All 359 patients were ificluded in the safety and intent-to-treat analyses, V

Three hundred thirty-five (335) patients completed the study. Twenty-four (12 in

Levobetaxolol 0.5%; 12 in Timolol 0.5%) patients were discontinued from the study-for . |

- various reasons including adverse events (9 patients); inadequate control of IOP (1
 patient); lost to follow-up (2 patients); protocol non-compliance (4 patients); and other, -
non-medical reasons (8 patients). - : :

"Table C"-'9"7-67—4 - Discontinued Patients and Rcéson .

‘.“Im'esti'gatoi-  Patient Treatment . Reason

1335 . 2604 ~Tim - " INADEQUATE CONTROL OF
o S IOP T S
1236 R ) V S Levo ... ADVERSE EVENT -
o : (open heart surgery)
1236 4719 ' Levo ADVERSE EVENT
TR T - (vertigo)’ :
C1229 5809 - - Tim . LOST TO FOLLOW-UP
1229 . 5812 Tim " NONCOMPLIANCE -
2427 6903 - Levo ADVERSE EVENT .
: T S s : “ (asthenia. dvspnea) -
1927 0 007905 . Tim ~ NONCOMPLIANCE
1927 - © 77909 Levo ADVERSE EVENT
DL e T ' (discomfort eve) »
1927 . 71910 © Tim INADEQUATE WASHOUT-
1927 EREY ') SR Tim NONCOMPLIANCE
1237 8707 0 7 Tim ~ NONQUALIFYING IOP
1237 ogmy . Levo PATIENT DECISION
1237 8712 - Tim -~ SITE CLOSED
2319 - - 8801 . Tim " ADVERSE EVENT
o . » ' : -(discomfort eve)
2438 8909 © Levo . - “PATIENT DECISION
1716 . 9702 Levo . ' ADVERSE EVENT
oo ‘ (dyspnea) | :
1716 9704 Levo . ADVERSE EVENT
o : E : (pain chest)
1716 - 9me - .Tim - NONCOMPLIANCE
1716 - 910 . Tim  ADVERSE EVENT
j T ‘ (iritis)
1978 . - 9807 . Levo LOST TO FOLLOW-UP
1978 0 9809 - Levo : NONQUALIFYING IOP
1978 . 9816 Levo NONQUALIFYING IOP
1978 : 9819 - .. Levo . ~ NONQUALIFYING I0P
45 09901 " Tim - 'ADVERSE EVENT .
: SR S : (arrhythmia, bone fx, accidental
. injury)

NDA 21-114: Betaxon (lcvdbcta.quol hydrochlonde ophthaltnic suspénsion) 0.5%
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Three hundred forty-nine (349) patients were included in the pief-protbcol analysis. A
- listing of patients excluded from the per-protocol analysis, with reasons for exclusion, is

- found below. DR

_ Table C-97-67-5 - Patients Excluded from the Per-Protocol Analysis

R : Y © Evaluable - Evaluable
Investigator - Patient  Treatment for Efficacy  for Safety - Reason

2427, 6904  Tim NO YES . NON QUALIFYING 1OPS
2196 8210  Levo -  NO YES . INADEQUATE WASHOUT
1237 8707  Tim NO - . YES . .  NONQUALIFYING IOP
SoIme 97 Tm . NO yEs INADEQUATE WASHOUT
, 1716 9710 Levo NO . YES . INADEQUATE WASHOUT
S 19 9809 Levo . NO YES. - NON QUALIFYING IOPS
£.1978 9814 Tim ~NO. - YES: ' NONQUALIFYING JOPS
1978 9816 Levo NO YES -~ NON QUALIFYING IOPS
1978 . 6819 " Levo  NO. VES NON QUALIFYING I0PS
%78 980 Tim ... NO ... .YES. . ___ NON QUALIFYING IOBS... -

" There were no statistically significant differences in demographic subgrp_yp ihembership '
between treatments. The demographic statistics for the Intent-to-Treat patients are shown
in Table C-97-67-7. : 4

- There was no significant difference in baseline between the treatment groups for each
IOP time. : : [T

Table C-97-67-6 - Baseline IOP Comparison (mmHg)

Treatment -~ .- o 8§ AM 10 AM

Levobetaxolol 0.5% - S 266 254

Timolo} 0.5% Lo 268 256

3 ‘\ Y ar "‘
CA Y

)
3
o B T ey
- : S o S UHIGHAL

NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%
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Table C”->97‘-.6,7-7‘ - Ijemographic Statistics for Intent ~To-Treat Patients

; A Age
. . Mean - Std N Min Max
- Treatment . : L ) S ]
Timolol 0.5% S e L 641 119 177 35 9
Levobetaxolol 0.5% - . - - 643 118 182 35 89
p=0.844] from the analysis of variance ) o .
L Treatment
.- Timolol 0.5% Levobetaxolol 0.5% p-value
Age R e B SLTT
<65 ; S . 81 458 : 80 440 - 0731
- >=65 : ' : ) . 96 542 102 56.0 )
. Sex PR _ : : , , o
CMALE. = o 84 475 81 4.5 0575 -
FEMALE . 93 525 101 55.5 R
- CAUCASIAN e , B ~ 139 85 131 72.0 0.348
BLACK. L : S 37 2009 ' 50 27.5
OTHER R o 1 - 06 -« =~} . 0.8
BROWN: S 87 492 9% - sx1 0930
HAZEL . - R 1 17.5 27 14.8
GREEN AR T 40 7 38
BLUE. - RNy 49 2719 50 12758
GREY R S SRR RUUEE NS O 2 1.1
- Diagnosis U oo : IR
OCULAR HYPERTENSION o 30 16.9 39 214 7 0.560
OPEN-ANGLE GLAUCOMA" ' 6782 T T2 7 780 E

OPEN-ANGLE GLAUCOMA - oo - e g6 ] s
WITHPSEUDOEXFOLIATION ~ ... ..~ .~ -~

p-values from chi-square test of tndependence

e S APPEARS THIS WAY |
e R

: NDA 21-114: Betaxon (levobetaxolol hvdrochloride ophthalmic suspension) 0.5%




- 8Lt El’ﬁcavcy— Protocol C-97-67 . ',ln',tcn‘l_-to-Trca_t l’opi‘nlatiun

- Primary El‘ﬁdcy‘ Variable |

.Mean IoP at Trough and Peak for Levobetaxolol and Timolol ,

.27
EE SR O Y
o 23
I .
E 1]
L 1g
i 17
| s ' —
. Baseline | Baseline WkTwo | Wk Two VWK Six (8 AM) - WKSix. | Wk Twelve | Wk Twelve:
(BAM) | (10AM) (BAM) (10AM) " (10AM) (8AM) | (10 AM)
—e—Levobelaxolol | ' 26.6 I 254 215 1970 ! 216 - 19.4 222 120.2
—=— Timolol 26.8 1256 19.9 19.1 20.2 18,9 - 202 [ 193

» t—#— Levobetaxolol —m~ Timolol ]

NDA 21-114: Betuaxon (Ievobetaxolgl hydrochloride opluhalmic suspension) 0. 5%
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| SRR Ta'b’lg C—§7-6748 . Cox’npaﬁson of chobétéxolof 'O.S%vtd'Tiihololbo.'S%.

Inien.t-to-Tx;ea‘tD’at"a:{ SR
Wk

- Treatmeny IR . S o o :
Levo C266 254 94 197 216 198 23, . 20.2 S
-0 Tim S 268 256 199 2101 3, 189 30, S3
- LevoTim 0.2 03 g6 0.7 14 0.9 20 g9
L ophalue - 0.5062 0.4580. - 0.ppg3- 0.0709  0.0003 0.0127. 00993 0.0106

e "Revie'wer’s Com’m‘en’t&‘:‘_' oo Sl S R N
7 ‘ice-fial'bf-dosed le vobetaxolo] 0.59 ophlhalmic SUspension dpes rot a_[éanm-me
equp alence jp he biliry to-lower 10p Compared 1o rwice~dail)t-dosed timolo] 0, 5 %
op'ﬂl)a'hﬁic .r’olutipn. S _ k S -

A féa)_i bn-rberapy 10Ps for timolo] 0.5% ﬂ-er‘e Slatisticalyy, sign(ﬁcanr(ylower than thoge
observeq Jor le vobetaxolo/ ¢ 5 78 al most time points, and the differences between

AFRERIS 1115 way
ON GRIGINAL




mmHg : o

71

6.5

AN

=~

N

Wi Twelve (8AM)-

Wk Twelve (10 AM)

4
b

Wk Two (8AM)

Wk Two (10AM)

Wk Six (8AM) Wk Six (10AM)

-5.2

L— Levobetaxolol

-5.1

56

-4.9 55

44

—&— Timolol

6.9

-6.6

6.7

66

66 °

I"
3

6.4

t—o— Levobetaxolo! —®-—- Timolo! }

NDA 21-114: Betaxon (fevobelaxolol hydrochloride ophthalmic suspension) 0.5%
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_ Table C-97-67-9 < Mean 'I"OP,‘Change 'frorn“Baselivne'énd Percent Change for
HREEAR - Levobetaxolol and Timolol by Visit Day ‘

10P Analysis for Intent-to-Treat Data

. Treatment R WK2  WK2 WK6 WK6 WK 12 WKn2

: 8AM . 10AM 8AM  10AM 8AM  10AM
Tim0.5%  MeanIOP 19.9 191 202 189 20.2 193 -

: ' Mean Change _ €9 66 66 . £ - 66 64

- Percent Change S R85 282 - 243 2259 245 . i

Levo 0.5%  Mean 10P 215 1970216 19.8 222 202

RRREEE : - Mean Change 5.1 560 49 S5 000 44 5

A Percent Change =191 2221186 -21.7 -165 03

R"évieweyr‘s Comments:
- IOP reduction in the timolol group was consistent with the amount of redhction npically
observed in other timolol studies. :

Levobetaxolol JOP reductions at peak (2 hours post-dose) ra)rgéd from35.2105.6 mmHg-
(20.3 10 22.1% change) Jrom a baseline of 25.4 mmHg. Levobetaxolol IOP reductions ar
irough (12 hours post-dose) ranged from 4.4 10 5.1 mmHg (16.5 10 19.1% change) from a

baseline of 26. 6 mmHg. - .

These reductions were less than those seen with timolol 0.5% and are consisient with
those npically observed with betaxolol: -~ : -

 Disqualified Investigator

- Reviewer's Comments:

After reviewing reanalyzed intent-to-reat data, agree that removing 1his investigator did
not chang: the results of this study. : LR -

—

 NDA 21-114: Betaxon (tevobeiaxolol hyvdrochloride ophumhﬁé'mpqﬁion) 0.5%
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811 Safety
Advcfse Ev_ents

Six of the | 82 patients (3.3%) _reccivihg l'evobetaxolol 0.5% discontinued from the study
dueto adverse events. See Table C-97-67-4, page 14.

. Three of the 177 patients.(1.7%) receiving timolol 0.5% discontinued from the study due
" to adverse events, See Table C-97-674, page 14. ’ S

.’ No dlcaths were reported dﬁ_r'i'rig the smdy. A

All serious adverse events are summarized in the following table.

Table C-97-67-10 - Serioys Adverse Events

Outcome of Event

ey Treatment Coded Adverse Event
‘No'  No o S Studv
1236. 4714 Levobetaxolol Surgical/Medica) Resolved w/Tx - Yes
o 08% L prcedure ' -
1716 /9704 - Levobetaxolo} Chest Pain; e Resolved w/Tx Yes
T sty v , ' . :
456 9901 " Timolo) 0.5% - Bone Fracture . Resolved w/Tx ~ Yes
: SR U Accidental Injury - o
C 12364721 Timolol 0.5 Pneumonia -~ Resolved w/Tx No
19 Hem Eye; : Resolved w/Tx No

277914 Timolol 0.5%

Visual Acuity Decreace

- - The most frequent ‘o<:ular adverse events in levobetaxolo] 0.5% treated subject's were -
transient or temporary ocular discomfort (burning, stinging) upon instillation (1 1.0%) and -
blurred vision 22%). - - D

The most ﬁ'qquent'ocular adverse event in timolol 0.5% treated subjects was ocylar
discomfort (bumning, stinging) (1.7%). . - , -

'NDA 21-114; Betaxon (evobetaxolol hydrochloride ophthalmic suspension) 0.5%
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- Table C-97-67-11 - Overal| Frequency and Incidence of Adverse Events
__Levobetaxolol 0.5% | Timolol 0.5%
N=182 , N=177 :
N -~ % - [ N % -
Ocular o SRR
Discomfort Eye 20 11.0 -3 1.7
Vision Blurred . 4 2.2 1 - 0.6
Cataract - ; 2 1.1 2 1.1 -
Discharge Eye Nos 2 1.1 1 0.6 e
Vitreous Disorder 2 1.1 1 - 0.6 ' '
Cells - _ 1 0.5 ‘
Conjunctivitis: o] 0.5
’ Foreign Body Sensation 1 0.5 1 - 06
Hem Conjunctival - 1 0.5 .

| Hyperemia Eye ] 0.5 1 - 06.

- Tearing ' 1 0.5 ' 2 1.1 A
Injury Accident 1 0.5 1 06 '
Irritation Eye = - 1 0.5 . -

Lid Margin Crusting 1 0.5 .-

Pain Eye , 1 0.5 1 0.6
Pruritis Eye 1 0.5 '
Scotoma 1 0.5

| Staining Comneal 1 05
Teanng ) 05 2 211
Visual Acuity Dec 1 05. 2 1.1
Dry Eve . SR : 2. 1.1
Optic Nerve Disorder 2 1.1
Retina] Disorder 2 - 1.1
Blepharitis 1 0.6
Chalazion . 1 0.6
Follicles Conjunctivitis 1 0.6
Hem Eye 1 0.6
Hordeolum - 1 0.6
Intis : 1 06 |
Keratitis - ~ | 0.6
Vision Abnorm 1 06
Vision Change 1 0.6

NDA 21-114: Betaxon (ievobetaxolol hydrochloride ophthalmic suspension) 0.5%
M
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Table C-97-67-11 - Overal] Frequency and Incidence of 'Ad\.‘»iersev Events — Continued

Levobetaxolol 0.5% , Timolo) 0.5,

o N=182 : N=177
‘ . N : % _ N- % -
Nonocular . ‘
Body as a Whole : ,
Surgical/Medical Proc 3 1.6 1 ; 0.6
Infection 2 1.1 . 2 1.1
Pain Chest 2 1.1 ‘ S PR
Anaphylaxis 1 0.5 » - -
Asthenia 1 0.5 :
=] Cyst 1 0.5
N ¢ | Flu Syndrome ] .05 v e
.| Headache . 1 0.5 2 1.1
- | Injury Accident o | 05 1 0.6 ]
Pain Back . - T B 2 1.1
[ Cardiovascular System . .
Hypotension - 1 05 - -
Hypertension » ' : 3 .- 1.7
" [ Ischemia Cerebra) . w2 1.1
| Arrhythmia 1 0.6
Digestive System . . : n
Dyspepsia 3 1.6 _ .
Cholelithiasis : T . 1 0.6
Gingivitis -~ . ; v . - 1 0.6
Ulcer Mouth = ' 1 0.6
.Endocrine R S CoTTE B
- | Hvpothyroidism R L 05
| Diabetes Mellitus ] 06 |
Metabolic/Nutritional Djs Lo » !
Hypercholesterolemia 1 ‘ 0.5 . ) I |
Hyperlipidemia : R 0.5 C |
Musculoskeletal R s '
Bone Frac Spontan o 1 0.6
Mvalgia - = : T 1 - 0.6
Nervous System :
Anxiety v ] 1 e 0.5
Vertigo - : 1 0.5
H\'penonja LTI e e v o v, 1 0.6
Insomnia 1 0.6
_Somnolence : ' _ 1 0.6

" 'NDA 211 14: Betaxon (levobetaxolol hydroch]a_n'dc ophthalmic suspension) 0,5%
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Table C-97-67-11- Overall Frequency and Incidence of Adverse Events - Continued

Levobetaxolol 0.5% Timolol 0.5%

N=182 — "f- N=177
. N % - N % N
Nonocular -
Respiratory System
Dyspnea . - : 3 1.6
Pharyneitis - , 1 .- 0:5 :
Sinusitis ‘ : s o 4 | 23 : T
Bronchitis =~ : . . 2= | 11 ' -
- Pneumonia ' 1 0.6
: Rhinitis , 1 0.6
© ¢ [Skinand Appendages , , .
' | Herpes Zoster . - 0.6
Infect Nail L o 1 0.6 :
Pruritis - , S S 1 0.6 o -
Special Senses : L ‘ s
Otitis Media , 1 05 -
Urogenital System . L . -
Abscess Breast ' o] .05 _ ,
Cystitis S 1 0.6
Infect Unin Tract: L ' - 1 0.6

Visual ‘Acuify, Ocular Signs, Dilated Fundus.

. Reviewer’s Comments:
- Nostatistically significant decrease in visugl acuity change-from-baseline io Jinal visit
- was observed between-tevobeiaxotol-8. 5% umt-timolof 0.5%. - o

No siatistically significant difference in worsening of ocular signs (cornea, iris‘anterior
chamber, lens, vifreous) was observed berween levoberaxolol 0.5% and timolol 0.5%.

No SIatisﬁcally sign[ﬁcdm difference in increase of fundus parameters-_ E
(rerina macula‘choroid, oplic nerve) was observed berween levobetaxolol 0.5% and
nmolol 0:5%, ‘

" NDA 21-1} 4: Betaxon (Ievobetaxolo] hydrochloride ophthalmic suspension) 0.5%




~ Cup/Disc Ratio

Table C-97-67-12 - Summary Statistics for Cup/Disc Rat:o Change from Baseline

Baseline Change at Exit

"+ Levobetaxolol- - MEAN . 0447 . 0007
‘ © ' STD 0177 - - 0038
N 182 - 180
"MIN . T

MAX

- Timolol o "MEAN 0.450 -0.001 "

: BTNt STD 0.163 0.034
"N 177 173.
U MIN T \
. MAX L : !

© p~0.0429 from analysis of variance comparing reaiments

Reviewer’s Comments: e R -
A s1atistically sigm'ﬁcan) p= 0. 0419) difference in the ini:rease of cup disc ratio was
‘observed between levobetaxolol 0.5% and timolol 0.5%.

The difference between treatment fﬂeans is approximately 0.008 and is not clinica Ty
. Significant. S - R _

Systolic/Diastolic Blood Pressure

Rg\'ie“'er’S' Comments:

-~ No staiistically significant difference in systolic or diastolic blood pressure was noted

‘berween levobetaxolol 0. 05 % and timolol 0.5 %.

Pulse

A statistically significant (p = 0.0307) difference was found for pulse change from
baseline, with the timolo] 0.5% group having a greater reduction in pulse compared to the
levobetaxolol 0.5% group. :

Reviewer’s Comments: - N
There was no statisiically significant difference or clinically significant difference Sfound
berween mean heart rates by treament group.

NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%




Mean Heart Rate

72-"—; '
L n N
-]
S :
E
g
>
a,
n
-
]
! 66 ' o . O
Baseline | Wk Two [ Wk Two | Wk Six | Wk Six Wk 12 | Wk 12

: (10AM) | (8AM) | (10AM) | (BAM) | (10AM) (BAM) | (10 AM)
—+—Levobetaxolol | 703 | 69.1 683 | 701 | 689 | 706 | 70
'—@—Timolol 7 | 70 | 68 [ 701 | 681 | 704 68.5

: ]—Qf-Le_vpbetaxolol —8—Timolo! }-

811 R‘ei'i‘e'wer"s Summary of Efﬁcacy'and'.'Saféty'

Tw ice<daily-dosed Ievob'etaxolq‘l 0.5% ophrhaimic suspension does not demonstrdte :
- equivalence in the ability 10 Tower IOP compared 10 twice~daily-dosed timolol 0.

’ : NDA 21-114: Betagon (lwobctaxblol hydrochlbride ophthalmic suspension) 0.5%
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8 Clinical Studies

*financia] cerfication or disclosure sawment pol received from investigator

8.1.2 Study #2 . Protocol C-97-80
Title: Identical to Protocol C-97-67°
' Objective; - Identical to Protocol C-97-67
- Study Design: ~ Hdentical to Protocol C-97-67
" Test Drug Schedule: ~ Identical to Protocol C-97-67 L
Number of Patients
- S R Intentto  Per
- _Principal Investigator ~ Inv. No. Dates of Participation Treat  Protocol
Robert Caine, M.D. 1208 3/17/98 to 11/25/98 16 15
William Caldwell, MD, $ 2465 5/28/98 to 11/20/98 6 6
Stephen J. Capps, MD. 12466  No patients wereenrolled . 0 = ¢
Hersh Chopra, MD. 2431 41280815 11/16/98 8 7
Andrew A.Dahl, MD. 2453 4/14/98 to 1/6/99 29 26
Andrew Dannemann, MD. .~ 2468 4/27/98 to 11/23/98 3 a2
Marcel Estopinal, M.D. 2134 5/27/98 to 11/17/98 16 16
~ James G. Ferguson, MD. - 2250 4/2/98.t0 9/2/98 5 5
‘Gregory Hoffpauir, MD. 2255 6/15/9810 11/4/98 3 3
‘AlanKohn, MD. 2453 3/17/98 10 12/29/98 15 15
Harry Kolodner, MD. 1783 - 4/8/98't0 10/9/98 14 14
Joseph Krug, M.D. 2439 . 4/20/9810 11/6 98 16 14
Stephen Leff M.D. . 2553 6/24/98 10 11/11/98 4 3
' Albert Mumn I MD. - 2437 . 4/15/98 to 9/1/98 3 3
Kenneth Olander, M.D, 750 5/21/98 to 10/20/98 8 g
- Mitchell Porias, M.D. 2445 " 3/31/98 to 1/21/99 23 a1
_ Michael H Retberg, MD. - 1393 10/1/08 10 2/22/99 5 5
- Kenneth Sall, M.D. 1806 6/16/98 to 2/15/99 23 23
Morris Segal!, M.D. 738 3/30/98 to 7/13/98 4
 Harold Skalka, M.D, 2432 5/14/98 10 12/2/08 4 4
. *Alfred Solish M.D. 2454 3/30/98 to 12/15/98 23 20
* John F. Stamler, M.D. - 2444 3/16/98 to 9/10/98 10 9
‘Robert Stewart, M.D. 27 6/15/98 to 1/19/99 36 36
Richard Sturm, M.D. 2247 . 3/17/98 to 1/13/99 40 39
Jonathan Till, MD. 2467 't 3/30/98 to 12/28/98 14 11
Jeffrev Whitsett, M.D, 2435 3/25/98 to 8/25/98 - 20 20

NDA 21-114: Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5% _




8.1.2 Study Désigtj :

_ Identical to Protocol C-97-67 except 25 investigational sites utilized. _

- Subject Disposition and Démogrhpliics

‘Three hundred forty-eight (348) ﬁat'iénts were:emolled into the study and randomized to

drug at 25 sites. All 348 patients were inc

Three hundred twenty-five (325) patients completed twelve weeks of therapy.

Twenty-three (13 in Levobetaxolol 0.5%,

- from the study for various reasons, includi
. up (2 patients); protocol non-compliance (
- and patient decision (1 patient).

luded in the safety and intent-to-treat analyses.

10 in Timolol 0.5%) patients were discontinued - -~
ng adverse events (7 patients); lost to follow- -
4 patients); non-qualifying IOP ® patients);

Table C-97-80-1 - Discontinﬁ:& Patients and Reason

_Treatment. -

Investigator Patient 3 Reason ‘ ,
1208 103 Levobetaxolol 0.5% ¢ ADVERSE EVENT L
' : ’ . T (anomaly vascular) : T
S 2431 201 "Levobetaxolol 0:5% - NONCOMPLIANCE )
2452 301 Levobetaxolol 0.5%: ADVERSE EVENT
i : ) : IS (anxiety, asthenia.
8 ; L AT tachveardia)
2452 328 ~ Levobetaxolol 0.5% NONQUALIFYING [OP -
2453 510 Levobetaxolol 0.5% ADVERSE EVENT
: C : ' (bradycardia, dizziness,
- L S heart block)
1783 609 " Timolol 0.5% ADVERSE EVENT -
v o (tearing) :
2439 0 703 .~ Timolol 0.5% NONQUALIFYING JOP
. 738 1301 “. - Timolol 0.5% - NONCOMPLIANCE
738 - 1302 Levobetaxolol 0.5% NONQUALIFYINGIOP - ,
738 1303 Levobetaxolol 0:5% - NONQUALIFYING 10p _ +
738 : 1304 Timolol 0.5% NONQUALIFYING IOP : )
2454 1606 - Levobetaxolol 0.5% ADVERSE EVENT '
. S (alopecia)
2454 1619 Levobetaxolol 0.5% ADVERSE EVENT
_ : R (alopecia)
2247 1821 Levobetaxolol 0.5% NONQUALIFYING IOP
2465 Lo 2701 - Timolol 0.5% ‘ADVERSE EVENT v
Sl T : g R (edema, hyperemia, prurins
‘ . eye)
2465 2706 * - Levobetaxolol 0.5% NONCOMPLIANCE
2468 2813 - Timolo} 0.5% NONQUALIFYING 10P
2467 2903 “Timolol 0.5% NONQUALIFYING IOP _
2553 . . - 7201 Levobetaxolo! 0.5% NONCOMPLIANCE
- 2553 7202 - Timolol 0.5% NONQUALIFYING 10P
1806 7303 Timolol 0.5% PATIENT DECISION
1806 7323 Timolol 0.5% LOST TO FOLLOW-UP
1393 9605 Levobetavolol 0.5% LOST TO FOLLOW.UP

' NDA 21-114; Betaxon (levobetaxolol hydrochloride ophthalmic suspension) 0.5%
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Three huhdred ménty—ﬁv¢ (325) patients were incl‘uvdekd in the per-protocol analySis. A
listing of patients excluded from the per-protocol analysis, with reasons for exclusion, is
found below. ' , RSN .

Table C-97-80-2 - Patients Excluded from the Per-Protocol Analysis

o S n - Evaluable  Evaluable
Investizator - Patient © Treatment -for Efficacy - for Safety . Reason
b ——— .

1208 - 104 Tim "~ NO - YES INADEQUATE WASHOUT
J2431 201 Levoo ~ NO - YES = NONCOMPLIANCE .
29452 314 Levo NO YES CONTRAINDICATED RX
2452 322 " Levo NO . YES CONTRAINDICATED RX
SR 2452 328 . Levo.  NO YES NONQUALIFYING IOPS:
- M3 703 - Tim o NO . YES . NONQUALIFYING IOPS
_ fo 2439 7060 Levo NO YES© - INADEQUATE WASHOUT
©2445 1200 Tim- -~ NO . YES INADEQUATE WASHOUT
2435 S 1202 Levo - NO- . YES NONQUALIFYING IOPS
TR 1301 Tim © " NO - YES NONQUALIFYING 10PS
ST 1302 Levo - ' NO YES NONQUALIFYING I0OPS
.. 758" -~ 1303 Levo: NO "YES . NONQUALIFYING IOPS
- 738" 1304 Tim .. NO- . - YES NONQUALIFYING IOPS
2454 . 1604 Tim - NO YES = - CONTRAINDIEATEDRX
2454 0 1612 Levo NO YES CONTRAINDICATED RX
2454 1614, Tim NO YES CONTRAINDICATED RX
2434 - 0 1707 Tim - NO - YES ~INADEQUATE WASHOUT
2247 © 1821 -levo- - NO YES NONQUALIFYING 10PS
2468 - 7 2813  Tim - . NO YES = NONQUALIFYING I0PS
2467 0 2901 Tim: . NO " YES NONQUALIFYING IOPS
L2467 2903 Tim-. . . NO . " YES - NONQUALIFYING IOPS
2467 2904. Levo - - .NO YES INADEQUATE WASHOUT

2553 - 7202 Tim - ‘NO. - " YES NONQUALIFYING 10PS

There were no st'ati.stically significant differences in demographic subgroup membership =
. between treatments. The demographic statistics for the Intent-to-Treat patients are shown
~ in Table C-97-80-4. . - :

There was no significant difference in baseline between the treatment groups for each
I0P time. L o

Table C-97-80-3 - Baseline IOP Comparison (mmHg)

Trestment 8AM 10 AM

]
Levobetaxolol 0.5% 26.3 - 252
Timolol 0.5% : . 268 25.3
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Table C-97-80-4 - Demographic Statistics for Intent “To-Treat Patients

. Age ' »
- _ . Mean  Std - N Min  Max _
Treatment - S : : - R -
" Levobetaxolo) 0:5% e B ‘ 621 133 174 22 92
Timolol 0.5% I 618 131 174 25 87
p=0.8299 wn the analysis of variance )
' ' " Treatment '
. - Levabetaxolol 0.5% Timolol 0.5% - p-value
A o : "N % N % - - -
“Age 7 S e - = v -
<65: T el 91 523 91 52.3.°.00 7 1.000
>=65 BT 83 L 477 83 477 ' :
-~ : o Sex e R . o o ce RN
St U MALE. R 4 74 - 425 74 . 425 1.000
FEMALE - . : : . 100 .0 815100 575 L
Race SRR U ’ L - : o
CAUCASIAN: . o128 736 120 '69.0 0.421
BLACK - 31 178 31 178 ; B
ASIAN : S Ty 0.6 4 23 - )
OTHER -~ SRS ERE DE S RIS VDR B8O - 19 16:9:
.- BROWN: -~ . » o 93 534 94 540 - 0.869
HAZEL : : } : . 22 12.6 23 13.2 '
" GREEN . S : i 7 4.0 8 46
BLUE =~ =il . B : 5. 299 48 276
GREY B ‘ ‘ SN 1 0.6
OCULAR HYPERTENSION Y 1 3167 6o 397 0.192
. OPEN-ANGLE GLAUCOMA -~ = - |18 1678 102 58.6 R
OPEN-ANGLE GLAUCOMA WITH--- . - 2 1.1
PIGMENTARY COMPONENT IR _ .
OPEN-ANGLE GLAUCOMA WITH B | 0.6 1 0.6
PSEUDOEXFOLIATION ’ : -
COMPONENT S
p-values oMt chi-square test of independence - -

NDA 21-114: Bexa‘:‘mq(lcvobctaxolol hydrochloride ophthalmic suspension) 0.5%




