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BACKGROUND OF THE INVENTION
The present invention relates to a method of lowering intraocular pressure of a

patient in need thereof which comprises administering a therapeutically effective
amount of a composition comprising an alpha-2 adrenergic receptor agonist to the
affected eye of said patient wherein the intraocular-lowering effect on the treated eye

remains less than the baseline intraocular pressure for at least eight (8) hours.

SUMMARY OF THE RELATED ART
Alpha-2 adrenergic receptor agonists play a key role in modulating aqueous humor

formation and facilitating aqueous outflow; as a result these compounds lower
intraocular pressure in glaucomatous patients. Glaucoma is a condition that can
cause damage to the optic nerve and vision loss, usually due to increased pressure
in the eye. There are only two alpha-2 adrenergic drugs prescribed for lowering
intraocular pressure. The compound (5-bromo-quinoxalin-6-yl)-imidazolidin-2-
ylidene-amine, generically known as, brimonidine tartrate , sold under the trademark
ALPHAGAN ®P (available from Allergan, Inc.) is currently prescribed for long-term
treatment of glaucomatous patients. While brimonidine tartrate is effective at
lowering elevated intraocular pressure, it is approved only for a 3 times per day
dosing regime, effectively managing intraocular pressure in glaucomatous patients.
Considering the aged glaucomatous patient population, a 3 times per day dosing
frequency is far from optimal and may result in poor patient compliance.

The other alpha-2 adrenergic drug is the compound 2,6-dichloro-N-imidazolidin-2-

ylidene-benzene-1,4-diamine, generically known as, apraclonidine hydrochloride
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As described, these compounds transiently lower intraocular pressure. Previous
pharmacokinetics studies (Published data in Acheampong et al. (Drug Metabolism
and Disposition, 1995 Vol 23, No. 7, p 708-712 and Chein et al. (Curr. Eye Res.
1990 9(11):1051-9) demonstrated that brimonidine and apraclonidine readily pass
15  through the cornea and sclera following topical dosing, and are rapidly cleared from

the aqueous humor.

BRIEF SUMMARY OF THE INVENTION
We have now discovered that compound, 4-bromo-N-imidazolidin-2-ylidene-1-H-

20  benzimidazol-5-amine, unexpectedly lowers intraocular pressure for a prolonged
period and adequately manages intraocular pressure, with dosing less than 3 times
per day, e.g. once or twice per day. The compound 4-bromo-N-imidazolidin-2-
ylidene-1-H-benzimidazol-5-amine, also a 2-imidazolidinyleneamino derivative,
surprisingly has a long duration of action that could not be anticipated by the

25  literature or its structure.
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Xenobiotica, February 2007, Vol. 37(2), pages 205-220 that this compound was

found in trace amounts in the urine of rats after administration of an oral dose of

10  brimonidine tartrate.
When administered topically in normotensive rabbits, this compound lowers
intraocular pressure with unexpected long duration of action, i.e. up to 8 hours or
more, with no systemic side effects when compared to other alpha-2 agonists. Drugs
in this class may cause fatigue and/or drowsiness in some patients. In addition, this
15 compound shows unexpectedly long intraocular pressure lowering, when
administered topically to hypertensive monkeys.
Surprisingly, despite the high structural similarity to brimonidine and apraclonidine,
the 2-imidazolidinyleneamino alpha-2 agonist of the present invention has sustained
level of drug being maintained for a long period of time unlike brimonidine.
20  Nevertheless, pharmacokinetic analysis demonstrate that the level of the 2-
imidazolidinyleneamino alpha-2 agonist of the present invention, in the aqueous
humor is readily maintained for a prolonged period of time, at least eight (8) hours
after single dose administration, unlike brimonidine. Published data by Acheampong
et al. (Drug Metabolism and Disposition, Vol 23, No. 7, p 708-712) show that
25 increasing the amount of brimonidine does not improve its half life in the aqueous
humor and results in increased systemic exposure unlike the compound of the
present invention. Pharmacokinetic analysis also showed that the alpha-2 agonist of
the present invention has undetectable levels in the systemic circulation indicating

that said 2-imidazolidinyleneamino alpha-2 agonist poses less systemic side effects.
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4-bromo-N-imidazolidin-2-ylidene-1-H-benzimidazol-5-amine and its

pharmaceutically-acceptable salts have extended alpha-2 adrenergic receptor
agonist activity in lowering intraocular pressure and may be administered through
30 different routes, including but not limited to topical eye drops, direct injection,
application at the back of the eye or formulations that may further enhance the long
duration of actions such as a slow releasing pellet, suspension, gel, or sustained

delivery devices such as any suitable drug delivery system (DDS) known in the art.
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ocular tissues is readily maintained for a prolonged period of tine (> 8
hrs). Z2eenzimidazol-5-amine lowers intraocular pressure in rabbits with unexpected long

15 duration of action, i.e. over 6 hours, with no obvious side effects.

Figure 3 A shows the results of a pharmacokinetic analysis demonstrating that the

concentration of 4-bromo-N-imidazolidin-2-ylidene-1-H-benzimidazol-5-amine in the

aqueous humor is readily maintained for a prolonged period of time, unlike
20  brimonidine.

Figure 3 B shows the results of a pharmacokinetic analysis demonstrating that the

concentration of 4-bromo-N-imidazolidin-2-ylidene-1-H-benzimidazol-5-amine in the

several ocular tissues is readily maintained for a prolonged period of time (> 8 hrs).
25

Figure 4 shows that a 0.5% solution of 4-bromo-N-imidazolidin-2-ylidene-1-H-

benzimidazol-5-amine lowers intraocular pressure in monkeys, with unexpected long

duration of action, i.e. up to 24 hours, when compared to placebo.

30 DETAILED DESCRIPTION OF THE INVENTION

In one aspect of the invention, there is provided a method of lowering intraocular
pressure of a patient in need thereof which comprises, consists essentially of or

5
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once or twice daily, preferably once daily, wherein the affected eye maintains an
intraocular pressure less than the baseline intraocular pressure, throughout the day.
25 In one method of the invention, said intraocular pressure is lowered for at least eight
(8) hours subsequent to administration.
In a preferred method of the invention, said intraocular pressure is lowered for at
least ten (10) hours subsequent to administration.
In a more preferred method of the invention, said intraocular pressure is lowered for
30 atleast twelve (12) hours subsequent to administration.
In the method according to the present invention, the composition that is used, as a
single dose, to lower intraocular pressure for at least eight (8) hours and preferably
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pressure. Typically, for the compositions utilized in the method of the present

invention, the effective concentration of the preservative will range from 0.001% to 1
%, preferably from 0.01% to 0.5%, by weight. In particular stabilized oxychloro

30  complex (Purite ®) will range from 0.001 to 0.01 %, by weight.
The solubility of the components of the present compositions may be
enhanced by a surfactant or other appropriate co-solvent in the composition. Such
cosolvents include polysorbate 20, 60, and 80, Pluronic ® F-68, F-84 and P-103,



5 dispensing the formul ation, to decrease physical separation of conponents
of a suspension or enulsion of the fornulation and/or to otherw se inprove
t he opht aibrepi/dez25ul ati on. Such vi scosity buil di ng age®rCs/usp@iiwe®ons
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the hydrochloric salt of the conpound was forned in situ. The sol ution was
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| N anotdieshatx guanyenylt lpgrrbh@ebamethfll %ellulose, hydroxypropyl methylcellulose,

20br omo- N-i m dazol i di n-2-yl | dene-1-H benzi m dazol 5-am ne was di ssol ved in

st eri | EV@raiNd doelhiase. arhow%yhaeau'og@nbaﬂrsawpmﬁy& Hiedploge anpther
M@ef'a;qengyﬁ%@hg%moém ffthearShich Babfis! drlith SEalyleBRIRAM o BSel

exenpl i i ments ch are only | ten trons o

speci f iaf feep & 16 dd 2f’/hbylwmgh’ltt ion. Vari ous nodi fications of the invention,
in addlﬁjfor% Ihoeds | osed herein, w eg@arent 25tothoesk|IIed
in the d1% 8{}0‘%{'”% %rf””dl"a Ukt HE 6?prteﬁ€”£aﬁ'¥%u PPRUEIBIE, COMHASHING Oheth& ai ns,

as ori ghpatlon fdrl © |ca| tuseSwhah aRdiediddfir wéati Iogiélév%%ﬂ fiteRicutrspreistliref al |

within the scope of the appended cl ai ns. Thi s exarrpl e shows
t he i ntassociated with giaugoma.oleoneé gxampé: thefree base of 4-bromo-N-imidazolidin-

5o DR L A e8RS HELRRS ! IF, ST TR s ¢, ce
base ofhyéirdetomc Bl Wag eldbed rmnéd thel enecHiott Ba 2 ihél @8 Apobnd 4 forafed
di ssolved in_sterile distilled

in situ. The solution was titrated with sodium hydroxide until the pH of the solution
reached 8.0. The final concentration of 4-bromo-N-imidazolidin-2-ylidene-1-H-
benzimidazol-5-amine is 1% by weight. In another example, the free base of 4-
20  bromo-N-imidazolidin-2-ylidene-1-H-benzimidazol-5-amine was dissolved in sterile
distilled water with boric acid, benzalkonium chloride and glycerin.
The present invention is not to be limited in scope by the exemplified embodiments,
which are only intended as illustrations of specific aspects of the invention. Various
modifications of the invention, in addition to those disclosed herein, will be apparent
25 to those skilled in the art by a careful reading of the specification, including the
claims, as originally filed. It is intended that all such modifications will fall within the

scope of the appended claims.

EXAMPLE 1
30
This example shows the intraocular pressure lowering effect of 4-bromo-N-
imidazolidin-2-ylidene-1-H-benzimidazol-5-amine  containing  composition, as
compared to a composition comprising brimonidine. The free base of 4-bromo-N-
imidazolidin-2-ylidene-1-H-benzimidazol-5-amine was dissolved in sterile distilled

8
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ol |
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The intraocul ar re of erabrts treateda 5un te e was
reasur 856 it SBBERDHESuRwhlE 08 Fadeuiit R Ethe DEind, (biS s i
single tﬁérﬁrrm&rrdrablc@ma.mhg dof pxpso @turrwseréwsenrt@trﬂes@ﬁtaﬁ §ixt(B)3h@tYr§ drop
adm nistration (0 hours) was used as a baseline value. Prior to the

toRdénetric nmeasurenents, 0.05% proparacai ne (50 pl) was adninistered to
each eye. Tononetric intraocul ar 13 asurenents were obtained with a
Ment or 10 Pneunont onneter. Additi E studi es were masked. All

ani mal s were exam ned for sedation, ocular irritation, and changes in pupil
di amet er t hroughout the course of t he experinments, None of these effects

wer e obEs vexamplen hayrs dbse ifraqssiaso pResSUraelwesing  effect| gt kd-BrorsgN-eni ¢
ef f eCt §i FafoRBin-5 rTﬁd’ene 1-H-benzimidazol-5-amine  containing  composition,  as

30 compared to a composition comprising brimonidine. The free base of 4-bromo-N-

imidazolidin-2-ylidene-1-H-benzimidazol-5-amine was dissolved in sterile distilled
water, hydrochloric acid was added and the hydrochloric salt of the compound was
formed in situ. The solution was titrated with sodium hydroxide until the pH of the
solution reached 8.0. The final concentration of 4-bromo-N-imidazolidin-2-ylidene-1-

9



The results are reported in Figure 2. As shown in Figure 2, the intraocul ar
pressure 15 of the rabbits treated with the

4- br ono- WOrhdawwd2sdi n- 2- yl i dene- 1- H benzi m dazol - 5- aniPo@/Userrti a2 ng
conposition maintain the decrease in intraocular pressure for nore than six
(6) hoyrs, while t i ntraocul gr, press of the rabbits treated with the
br ! o KERBE Rz T A eb i o2 B OBl nE% SXBEaERnR animel LSPAaed « (o)
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0.5 nL via central ear artery and plac
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collection and centrifuged to harvest % asma. Animal s were 30 euthani zed

with 1 FRNGSRELEGE HHEROCU|3h PERRSHERISMPASHP SIS o Warar OPfadiase sVt ge MB9unor
corgea,p r?é?ﬂh%‘r%hhh‘é%r 'A;dd*?no?m' Iy 28V 100R% wéR' hBSked M afﬁh%fsaove\t@égarﬁméqect ed

fromleft an ocular tissues sanples were placed in vials
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sanpl e col | ect.i on ular_tissu re also co dfromt e contr
oronp. (BRBEBIEs NS bEESE SR beré heeSRgofiaFion deth ol SafdBihds
anal yt'ﬂ?&reﬁ)‘?@tth@“ack%fsy%%lhﬁfeﬁé&ﬂéeccﬁﬂﬁm%as”a sanpl es were stored at or
bel ow - _60C until bioanalysis. The anal ysis of the aqueous hunor is

r epor t ekhd respityare seportedm Fipee Pe st sBowndmHigire %ttbayntaa@cttarnm@seuret 0

a8 Tofah Fre®h bl e ARBaR Rl g2 onie iAo e | o
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| evel was | ow and bel ow detectable | evel. 10The results are reported in

Fi gur e MO (RIFNCHX $GIRRUTBr WH iR ﬁ&ra%U@réDr%ﬁ%rﬁ@féfdﬁ:é@MétSH%ed ayith the

subst a

3 br o N HoSSEREANAG, cdtndloctitt FewfiS lofbaseling n lesg than spx6) hours, The
sust ai rezid | crepeund |m fﬁxaqpleoﬂsahdnbrcléaMy ey a8 tdralays to Rolver Shiteabaldda
showed that t e rinoni di ne decreases in ueous r in_three
noals  rigaruEdlaPboT eenaBskoer el OlLas WAty Sdonge (Bt aA RBesPE And

Di sposition, Vol 23, No. 7, p 708 712) EXAMPLE 4 This exanpl e describes a
corneal penetration assay whi ch s lroyRvibhat3 4- br ono- N-

i m dazol i di n-2-ylidene-1-H benzi m dazol - 5-am ne penetrates the corneal

epi t heli al
This example describes a pharmacokinetic analysis, which demonstrates that 4-

bromo-N-imidazolidin-2-ylidene-1-H-benzimidazol-5-amine level in the aqueous
humor is readily maintained for a prolonged period of time, unlike brimonidine.

25  Twenty-three Dutch Belted female rabbits (group 1) weighing approximately 1.75 -
2.34 kg were dosed with 35 pL of the formulation to the left eye. At different time
points, prior to euthanasia, approximately 0.5 mL of blood was collected via central
ear artery and placed in EDTA tubes. Blood samples were kept on ice during the
duration of sample collection and centrifuged to harvest plasma. Animals were

30 euthanized with 1 mL of Euthasol intravenously and the ocular tissues (aqueous
humor, cornea, conjunctiva, iris-ciliary body, retina, and sclera) were collected from

left and right eyes. All ocular tissues samples were placed in vials and kept on dry

10



20cel | s poorly whereas brinonidine is a noderate penetrator. These results

are reported in Table 1, below TABLE 1 Conpound Papp (x 10-6 cm's)

3H manni twD 20t1e®1226onpound) 0.512 0. 069 Bri noni di ne 8. BPTT/U32@4/022001

4- bromo- N-i mi dazol i di n-2-yl i dene-1-H benzi m dazol -5-am ne 0.119 0.010
= : ity | Cl 2011 25P 2011 2

25Papp ice %ﬁFnge ?ﬁé ldlu|t’e¥uocnoc§a sfe{rrclpl)lgnctollec\{}%n.o C{J agr %SEeSCTw/elrJeS aPso é&?ec?eo from
the control group (group 2) which received no dose. These ocular tissues served as
analytical control. All ocular tissue and plasma samples were stored at or below -
60°C until bioanalysis. The analysis of the aqueous humor is reported in Figures 3

5 A/B. The results from this study are compared to results from a similar study done

previously for 0.15% brimonidine. In addition, 4-bromo-N-imidazolidin-2-ylidene-1-H-
benzimidazol-5-amine level is maintained for over 8 hrs in several ocular tissues

whereas the plasma level was low and below detectable level.

10 The results are reported in Figure 3 A which shows brimonidine levels in the
agqueous humor are substantially decreased in 3 hours, while 4-bromo-N-
imidazolidin-2-ylidene-1-H-benzimidazol-5-amine remains at sustained levels in the
aqueous humor for over 8 hours. Published data showed that the level of
brimonidine decreases in aqueous humor in three hours regardless of the dose.

15  (Acheampong et al. (Drug Metabolism and Disposition, Vol 23, No. 7, p 708-712).

EXAMPLE 4

This example describes a corneal penetration assay which shows that 4-bromo-N-
imidazolidin-2-ylidene-1-H-benzimidazol-5-amine penetrates the corneal epithelial

20 cells poorly whereas brimonidine is a moderate penetrator. These results are
reported in Table 1, below.

TABLE 1
Compound Papp (x 10™° cm/s)
3H-mannitol 0.512 £ 0.069
(test compound)
Brimonidine 8.57 £ 0.64

4-bromo-N-imidazolidin-2-ylidene-1-H- 0.119+0.010

benzimidazol-5-amine

25  Papp = permeability coefficient

11



Based on perneability, the conpound of the present invention is expected to
have a shorter duration due to poor corneal penetration. However,

unexpect aabyotiids22sonpound showed t he opposite by decr ea€irug20ih®22001

i ntraocul ar pressure for an extended period of tine. This particular

findi h dit f eat d 5 to bri i di ) d
1 oromBae St netmealids th Faanbind A . bloseRnL bEREOn Meeeqad TBYS Mt i ve
proper téf%?te\“’_“ﬁ%ti@h' _@Méi fo tﬁboﬁéoeér’fn%l t étﬂ%tftibﬁp%\ﬁévéﬂ Wp%cféaly AAis

extended period of tine in rabbits and nonkeys; nore inportantly,” the said
conpourgdmpourige shawedt tfen dpRoside sy rasareasipg ofper inteaoculadt prgssore ifer wem

control_jntrapcul ar esswre (10P) in human. 10 VPLE hi s exanpl

chows (TNIRE BB P UERE LR bANCUATIE frodte BF Ui, Rralne oS HiBaR”

i M dazabi PiMmoAidihé.dedenibdinee azirgh@akdhidaNde2 SA0é8e- NN Depeimidsizbl-®n of
Exanple 1 as conpared to placebo. The results are reported in Figure 4. As
shown iamirediasedistinctive prepertiasr wbichi allovw it da Sgntobthe: MErapsnike psessueafed wit h
t he 4- i i ol i i n2-y] | 1. Wy opt.ai.piNg
composi ] aneded BaAcl it e L8t ahl 1HBAE S Vigle IrRBLafny s sdld
hours. coipalindlinGBé 2ArdPtidh WR0didHifEdiRe Qropétties HiatGUAWMER cdntrd) inteadmdarof

| owering intraocul ar pressure which conprises admnistering topically a

t her apeUiESRHRIJORE MR- anpunt of a pharmaceutical conposition 5

conpri sing 4-brono-5-(2-imdazolin2-yl am no)benzi m dazole or a salt
thereof, to the affected eye of a patient, as a single dose, wherein the

af fected eye has an intraocul ar pE&PeEI®ss than the baseline intraocul ar
pressure for at |east eight (8) hours. 102. The method of claim1l, wherein

the affgcted eye majntai an.intraocul ar pressure |ess tha e basel i ne
ntr aoctiTiar Sxrboiebovay The *huaBeuBEn PR clreerng Secknal ABRESIF ol'ai m
1, V\heriﬁiicﬂbzfdﬂ_éina?-fyﬂ%@éhﬂﬂ%e‘ﬁi&lnﬁibétdﬁl%-@fhihé‘bbﬁ%h?rcomsﬂﬁ)wéﬁk@ﬁﬁlet han
t he baseline intraocular pressure for at |east twelve (12) hours.
1 as compared to placebo. The results are reported in Figure 4. As shown in Figure
15 4, the intraocular pressure of the monkeys treated with the 4-bromo-N-imidazolidin-
2-ylidene-1-H-benzimidazol-5-amine containing composition, maintain the decrease

in intraocular pressure for up to 24 hours.

12



4. The nmethod of claim1l, wherein the conposition conprises 0.01%to 5 "Yo
by wei ght, 4-brono-5-(2-im dazolin-2-ylam no)benzi mdazole or a salt

t her eof . WO 2811/0Ph25net hod of claim 1, wherein the conpo®CTiusR0icoRni ses
0.15 "Yo to 1 "Yo by weight,

4- brom;: 5-(2:d MW L n-2-yl am no) benzi m dazole or a salt thereof.
6. Th%ﬁ@ ?ﬂ-ﬁ@% 1, wherein the conposition further conprises from
250.001 "Yo to 1°)/0 by weight of a preservative. 7. The method of claiml,

wherein the conposition further conprises fromO0.01 "Yo to 0.5% by wei ght
of a presérvatmetnod308 lowerngrantiaecuwdr eregswa , whiskreomprises @dnpoistaringn

further comrises from0, 001 Yo .q.0.01 "Yq hy i_ght of.a preservative.
o The. met naaPBAN, Pl aoe el iaeBide ameutid s ihetnprey i@y FRAREStRy o
0. 0% "Yo to cbrmprisifty 4vmbeitl-590-imide2ose2-YRitino)d¥Azimidazole or a salt thereof,
2011/ 091225PCT/ US2011/ 022001 10. The nmet hod of claim 1, wherein the

conposi ti on toiiRe BEECiesme e patienh 8s asingle dosepwhpieinthgatfeded eyvginasosi ty
compes | ° o O X FIETGAT TS
oyl ani n) bord] iEbou A BRESIRE RIS faT S BRSORE RIARRLR Weodlif 2605 lbhé:

subsequent taigld@) hosts: at i on.
12. Thenet hodof cl ai nivwher ei n4- br ono- 5- (2-1 m dazol i n- 2-
yl am no) benzi m dazole is maintained in the aqueous hunor for at |east ten

10(1§0> hogr%rhﬁlﬁﬁeﬁnda%mgm?ﬁ, \@Féihrﬁge5ﬁé&@8@3ﬂiegﬁ?p&§aﬁ§%ﬁ%ﬁéoaﬂ@@tient in

need t her eof Ich conprises admnistering to y a therapeutically
ef fecti ve anmpesdurefless than the baseline intraocular pressure for at least ten (10)
phar maceut i (i%lucré)nposi ti onconpri si ng4- brono-5-(2-im dazolin-2-

3. The method of claim 1, wherein the affected eye maintains an intraocular
15 pressure less than the baseline intraocular pressure for at least twelve (12)

hours.

4. The method of claim 1, wherein the composition comprises 0.01% to 5 % by
weight, 4-bromo-5-(2-imidazolin-2-ylamino)benzimidazole or a salt thereof.
20
5. The method of claim 1, wherein the composition comprises 0.15 % to 1 % by

weight, 4-bromo-5-(2-imidazolin-2-ylamino)benzimidazole or a salt thereof.

6. The method of claim 1, wherein the composition further comprises from
25 0.001% to 1% by weight of a preservative.

7. The method of claim 1, wherein the composition further comprises from
0.01% to 0.5% by weight of a preservative.

30 8. The method of claim 1, wherein the composition further comprises from
0.001% to 0.01% by weight of a preservative.

9. The method of claim 1, wherein the composition further comprises from
0.01% to 1% by weight of a co-solvent.
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15 yl am no) benzi m dazole or a salt thereof, to the affected eye of said
patient, once or twice daily, wherein the affected eye nmaintains an

I nt raoculwo 2prig®sazse | ess than the baseline intraocul ar PpTASIQN®22001

t hroughout the day. 14. The net hod according to claim3 wherein said

conpositi I.s adm ni,stered 2Qonce a.day. 15.An .article of manufacture
conpr  si ngOpta RrHgEnal A Tartiercihabsreneeailon dGefer coftsR8a M hi n
sai d packaglmm%atbeZ%ady,wévpﬁfSfélvtsfassmhsmnmﬁglabbﬁﬁl agent is _
therapeutically effecti've for |owering intraoctlar 25 pressure and wherein

t he packaging material conprises a |abel which indicates the pharnaceuti cal

agent can used for lowerjng intraogular pressure and el n, saj.
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4- brono- 5- ( AiamirdIBenzifidatomsTisnidegsetabled &7 PleSsystemic circulation subsequent

to administration.

12.The method of <claim 7 wherein  4-bromo-5-(2-imidazolin-2-
ylamino)benzimidazole is maintained in the aqueous humor for at least ten
10 (10) hours.

13.A method of lowering intraocular pressure of a patient in need thereof which
comprises administering topically a therapeutically effective amount of a
pharmaceutical composition comprising 4-bromo-5-(2-imidazolin-2-

15 ylamino)benzimidazole or a salt thereof, to the affected eye of said patient,
once or twice daily, wherein the affected eye maintains an intraocular
pressure less than the baseline intraocular pressure, throughout the day.

14.The method according to claim 3 wherein said composition is administered
20 once a day.

15.An article of manufacture comprising packaging material and a
pharmaceutical agent contained within said packaging material, wherein the
pharmaceutical agent is therapeutically effective for lowering intraocular

25 pressure and wherein the packaging material comprises a label which
indicates the pharmaceutical agent can be used for lowering intraocular
pressure and wherein said pharmaceutical agent comprises an effective

amount of 4-bromo-5-(2-imidazolin-2ylamino)benzimidazole.
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