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The proposed dosing regimen is one application nightly directly to the skin of the
upper eyelid margin at the base of the eyelashes using the accompanying sterile single-use-
per-eye disposable applicators. The proposed packaging and use is included in Figures 1
and 2A - B.
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Background of the Invention

Bimatoprost is a synthetic prostaglandin F, analog, developed by Allergan, Inc.
and widely used as an ophthalmic preparation (bimatoprost ophthalmic solution 0.03%) for
the treatment of ocular hypertension and open-angle glaucoma. Initial approval of

25  bimatoprost ophthalmic solution 0.03% came from the United States Food and Drug
Administration (FDA) in March 2001 and it is currently approved in more than 80
countries worldwide, with approximately 9 million patient-years of exposure worldwide.
Initially in clinical trials and later in broad scale use, it became apparent that bimatoprost
increases the growth of eyelashes. Based on this observation and after amassing a large

30  safety database on bimatoprost, Allergan developed a clinical program in consultation with
the FDA to prospectively assess in a controlled manner the safety and efficacy of
bimatoprost solution 0.03% for the improvement of eyelash prominence, length, thickness,

and darkness in a healthy adult population.
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Clinical Development Program
Based on the observation of a market need for safe and effective products for
20  enhancing eyelash length, thickness and pigmentation, a clinical development program for
an indication of eyelash growth was pursued. The clinical development program was the
subject of discussion with the FDA and represents the results of collaboration in the design
and execution of studies in this novel area of research.
It was first considered to obtain an indication for eyelash growth with bimatoprost
25  topically applied to the eye. However, to better target drug delivery, direct application of
the drug to the base of the upper eyelid margin using a singer-use-per-cye applicator was
utilized. An open-label, investigator-sponsored clinical study demonstrated both efficacy
and optimized safety with direct application of the reduced amount of bimatoprost to the
base of the eyelashes. The efficacy of bimatoprost in growing eyelashes was demonstrated

30 in both phase 3 clinical studies of bimatoprost for the treatment of glaucoma.

Brief Description of the Drawings

FIG. 1 shows the proposed packaging of bimatoprost solution 0.03% for eyelash
growth; and,
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bimatoprost-treated group in the pivotal BEG trial were non-serious and predictable based
on the known pharmacology of the drug. Consistent with the lower level of exposure
compared with treatment of elevated IOP, they were also more likely to be mild in severity.
The following adverse events were observed: eye pruritus (5/137, 3.6%), conjunctival
20  hyperemia (5/137 3.6%), skin hyperpigmentation (4/137, 2.9%), pinguecula (3/137, 2.2%),
eye irritation (3/137, 2.2%), dry eye (3/137, 2.2%), and erythema of eyelid (3/137, 2.2%).
Only 4 of 137 subjects in the bimatoprost group discontinued from the study due an
adverse event. Conjunctival hyperemia was the only adverse event reported at a
statistically significantly higher rate than vehicle (3.6% versus 0.0%, p = 0.028); however,
25  the incidence of conjunctival hyperemia after 4-months of treatment in the pivotal BEG
trial was much lower than that observed in trials of LUMIGAN® instilled as a topical
ophthalmic for the treatment of elevated I0P (38.4% to 51.8% for QD and BID

administration, respectively, after 4 months of treatment in 1OP studies).

30  Efficacy Results
Bimatoprost solution 0.03% was found to be highly effective. All of the objectives
of the pivotal trial were successfully achieved—bimatoprost-treated subjects experienced

greater improvements than vehicle-treated subjects in the measurements of eyelash
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signifi Cantvegl%ger gr%ufa Qeﬁorf't%d a statistically significantly higher degree of satisfaction with their
eyelashes in terms of the physical attributes of their eyelashes (i.e., satisfaction with
20  eyelashes in terms of length, fullness, and overall satisfaction), the subjective attributes of
their eyelashes (i.e., satisfaction with eyelashes as they relate to feelings of confidence,
professionalism, and attractiveness), and the daily routine of making their eyelashes
presentable. These results indicate that the eyelash growth experienced by subjects in the
bimatoprost group was aesthetically meaningful in terms of their overall satisfaction with
25  their eyelashes.

Bimatoprost solution 0.03%, applied topically to the upper eyelid margins at a dose
that is approximately 5% of the recommended ophthalmic dose of LUMIGAN®, is safe
and effective in improving the prominence of natural eyelashes as measured by increases
in growth (length), fullness (thickness), and darkness (intensity). If approved, this product

30  will be the first eyelash enhancement product to be developed under FDA guidance and
manufactured under good manufacturing practices, safely satisfying a desired aesthetic
need in the marketplace. Given the substantial clinical and postmarketing safety data with
bimatoprost ophthalmic solution and the positive results from the pivotal trial for

bimatoprost for eyelash growth, it is believed that bimatoprost solution 0.03% can provide
4
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simlarly confirmed for sone over the counter or unapproved eyel ash
treat nents. Steeoswpotipiiiersthepbrushdo pmoentur@aci ncl ude: 1) A kit for
enhanch?g t he appearance of eyel ashes, conprising: an eyel ash enhanci ng
conposifion and a delivery system wherein the eyel ash enhanci ng
conposi tion 3) The kit of paragraphs 1 and 2 wherein the delivery system delivers a bimatoprost

dose which is 5% of the bimatoprost dose delivered by 1 drop of bimatoprost for

treatment of glaucoma or lowering IOP.

20 4) The kit of any of the paragraphs 1- 3, wherein the target treatment area is the upper

eyelid margin.
5) The kit of any of the paragraphs 1 - 4, wherein the applicator brush is sterile.
25 6) The kit of any of the paragraphs 1 - 5, wherein the applicator brush is disposable.

7) The kit of any of the paragraphs 1 - 6, wherein the composition is disposed within a

dispensing container.

30 8) The kit of any of the paragraphs 1- 7, wherein the dispensing container is

squeezable.



conprises an effective amount of 0.03% or 0.01% bi mat oprost sol uti on and
wherein the delivery systemconprises a plurality of applicator brushes
havi ng fiwareriesaesi gned to deliver a fraction of a 1-@coshéovmataps ost

dose directly to . the target treatnment area. 2) The kit of  paragraph 1,
wherein the dél ?U@Hvt%fam@%#@m%% Stlﬁé,wélﬁéeﬂb?maé}r@ag@faforéwg“@a%éi tion

from the brusﬁllb?th%'loﬁ?{)_%siﬁ%fsa(ﬁﬁqosga inth€ dishdnsify RAfAGraphs 1 and 2 wherein
the delivery systemdelivers a bi matoprost dose which is 5% of the

bi mat opr ost dose delivered by 1 drop of binatoprost for treatnent of

gl aucoma or | i | OP. The Ki f any of the ragraphs 1- 3 . wherein
Phe targer tr SUETHSR: ey of bmBefistar -<f Mhefim e GrRCEH vHRER fe riprlily o
t he paragraphg dplastfb shehtgr ei n the applicator brush is sterile. 6) The kit

of any of the paragraphs 1 - 5, wherein the applicator brush is disposable.
7) The kit of any of the paragraphs 1 - 6, wherein the conposition is

di sposed w t hi .S Si cont ai ner,. .8) T | { . any, of t raphs
7 uher ei nt DRt SR ERTeRhCBRRERE 1 &l Gu it BisFOY RS 2P PRIFELEE
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applicator brushes are pa n sets of two or sets o our. The kit
of the paragrbphlesl - 11, wherein the kit contains 60 or 120 appli cator
brushes. 13) The kit of any of the paragraphs 1 - 12, further conpri sing
instructions for using the eyelash enhancing conposition and delivery

system 13) The kit of any of the paragraphs 1 - 12, further comprising instructions for using
the eyelash enhancing composition and delivery system.
15
14) The kit of any of the paragraphs 1 - 13, wherein the delivery system, composition

and instructions are enclosed in a box.

15) The kit of any of the paragraphs 1 - 14, wherein the container of the composition
20 and the instructions are contained in a first box, and wherein the delivery system is
contained in a second box and wherein the first box and second box are contained

together in a third box.

16) A method of enhancing the growth of eyelashes wherein the amount of bimatoprost

25 applied a per eyelid margin is 5 — 12 pg/drop of bimatoprost.

17) The method of paragraph 16 wherein the amount of bimatoprost applied per eyelid

margin per day is 9 pg/drop of bimatoprost.

30 18) The method of any of the paragraphs 1 - 17 wherein the amount of 0.03%

bimatoprost applied per eyelid margin is 2 — 8% of a 30 uL dose of 0.03% bimatoprost.

19) The method of any of the paragraphs 1 - 18 wherein the amount of 0.03%

bimatoprost applied per eyelid margin is 3 — 7% of a 30 uL dose of 0.03% bimatoprost.
6
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eyelid skin and eyel ash "exposure vira a bathing of the eyelid nmargin and
eyel ashes iayclables i thetbopatoptosswilutidnon. The BEG applicator (see Figs. 1 and

2) was lgeSi gned "lth% lglsé}ia\f)le)fica%orf & {gg.nl g,fld 3) %v_as designed to deliver a fraction of a 1-
drop bimatoprost dose directly to the target treatment area. With a single BEG application,
approximately 5% of the dose for the treatment of glaucoma is delivered to the upper
eyelid margin. The subsequent absorption of bimatoprost from the eyelid surface into the
ocular tissues and the body is expected to be incomplete due to the protective skin barrier

20 due to the small surface areca upon which the dose is applied.
The recommended daily dose of Lumigan is one 30 pL eyedrop applied topically to
cach eye once daily. The bimatoprost dose contained in each eyedrop is 9 ug, calculated

as follows.

25 0.03% = 0.03 g/100 mL = 30 mg/100 mL = 30 ug/100 uL
X =30 uL drop * 30 ug/100 uL. =9 pg/drop

With a single BEG application, approximately 5% of this dose is delivered on

average to the upper eyelid margin. The subsequent absorption of bimatoprost from the

30  eyelid surface into the ocular tissues and the body is expected to be incomplete due to the
protective skin barrier and due to the small surface area upon which the dose is applied

(Dugard, 1986; Trommer and Neubert, 2006; Steiling et al, 2001).
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Because the BEGlagpictioat for usndncctardapsi thesvaniggml | fracti on of the
bi mat oprost dose onto the eyelid margins (approximately 5%, the systemc

exposur,e of bimatoprost fromthe BEG applicati,on woul d not, have been
measur algl e Uusi ggl't {agtsbge%%slupln% é/oHrE aﬁg &sp E)lean, makeup an'c'l" contdct lenses are removed,

and any other facial care products have been applied.

2. Remove an applicator from its tray. Then, holding the sterile applicator
horizontally, apply one drop of TRADENAME™ to the area of the applicator
closest to the tip but not on the tip.

20 3. Then immediately draw the applicator carefully across the skin of the upper
eyelid at the base of the eyelashes (where the eyelashes meet the skin) going
from the inner part of your eyelash line to the outer part (see Fig. 2). This arca

should evenly and lightly moist without runoff.
4. Blot any excess solution beyond the eyelid margin.

25 5. Dispose of the applicator after one use. Repeat the opposite eyelid margin using
a new sterile applicator. This helps minimize any potential for contamination

from one eyelid to another.

Systemic, ocular, and eyelid exposures to bimatoprost after ophthalmic

30  administration of 1drop of LUMIGAN® have been demonstrated to be safe through
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events did not usually lead to discontinuation from the study. Importantly, patient

satisfaction with bimatoprost treatment was generally not impacted by the experience of an
adverse event. As shown in Table I, 72.5% of bimatoprost-treated subjects who
experienced any adverse event during the pivotal BEG trial still reported satisfaction with
20  their eyelashes at the end of the treatment period. Interestingly, subjects who did not
experience an adverse event reported satisfaction with their eyelashes at a slightly lower
rate (60.5%). In terms of the mean change from baseline in scoring of overall satisfaction
with eyelashes, bimatoprost-treated subjects who experienced an adverse event reported
improved satisfaction of more than 2 points on a 5-point scale (possible answers were very
25  dissatisfied, dissatisfied, neutral, satisfied, and very satisfied), indicating that the
experience of an adverse event did not impact the subjects’ perception of a benefit from

bimatoprost.
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5  exceptions (2 subjects reporting skin hyperpigmentation and 1 subject reporting errant hair
growth outside the treatment area), all of these events had resolved prior to the end of the
study. IOP reduction, while statistically significantly different between the bimatoprost
and vehicle groups, was minimal (i.c., less than 1 mm Hg difference in mean 1OP changes
from baseline between the 2 treatment groups at any time point during the study) and thus,

10 was not clinically significant.

BEG is an aesthetic product. Therefore, its benefits must be considered first from
the point of view of the patient. The benefits of bimatoprost solution 0.03% have been
clearly demonstrated in the pivotal BEG trial, not only through the clinical measurements

15  of prominence, length, thickness, and darkness, but by the greater increases in satisfaction
reported by subjects in the bimatoprost group versus the vehicle group. PRO data indicate
that, compared with vehicle-treated subjects, subjects in the bimatoprost group were
significantly more satisfied with the physical (e.g., length, fullness) and subjective (e.g.,
confidence, attractiveness) attributes of their eyelashes, as well as with their eyelashes

20  overall. These results clearly show that the benefits of bimatoprost for eyelash growth are

not only noticeable through the statistical interpretation of clinical measurements but are

10
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solution 0.03% applied topicall 3{) to the upper eyelid margins, at
(intensity), thus providing a key benefit desired by consumers. The satety database for

bimatoprost is substantial, with clinical trial exposure to bimatoprost estimated at 3461
patient-years and worldwide postmarketing exposure estimated at 9 million patient-years.

20  Bimatoprost ophthalmic solution 0.03% has been used safely and successfully for over 7
years in a large multi-ethnic population around the world. The pivotal trial for bimatoprost
for eyelash growth confirmed the highly favorable safety profile that was expected for
bimatoprost 0.03% when applied topically to the upper eyelid margins at a dose
approximately 5% of the indicated 1-drop LUMIGAN® dose for the treatment of

25  glaucoma. In addition to the favorable safety profile demonstrated in the pivotal BEG
trial, excellent efficacy was observed for all endpoints, with differences between
bimatoprost and vehicle reaching high statistical significance for the measurements of
eyelash prominence, length, thickness, and darkness (p < 0.0001 for each endpoint at the
primary time point). Patient-reported outcomes results clearly showed that the benefits of

30  bimatoprost for eyelash growth are not only noticeable through the statistical interpretation
of clinical measurements, but are noticeable and appreciated by the persons who use the
product.

Given the long history of clinical and postmarketing safety with bimatoprost

ophthalmic solution and the positive results from the pivotal trial for bimatoprost for
11
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In additio h vor f of | l.e rat 10 i votal BEG
trial, excrehfﬁlgenémglf“{t%églg% Afgestﬁgﬁgé%%@%w }Birtlegﬁfggg%ﬁégi%@g? dgﬁlﬁeﬁ%gﬁ??necr ences
bet ween bi rehefiir ost and vehicl e reaching high statistical significance for
t he neasurenents of eyel ash prom nence, |ength, thickness, and darkness (p
< 0.0001 for each endpoint at the primary tinme point). Patient-reported
outcones results clearly showed that the benefits of bimatoprost for

eyel ash grom h are not only noticeable through the statistical
interpretation of clinical neasurenents, but are noticeable and appreciated
by the persons who use the product. Gven the long history of clinical and
post marketing safety with bi matoprost ophthal mc solution and the positive
results fromthe pivotal trial for bimatoprost foreyelash growth, it is

cl ear that bimatoprost solution 0.03% can provide neani ngful aesthetic
benefit to the patients who use it while posing mnimal risk. |If approved,
this product will be the first eyel ash enhancenent product to be devel oped
under FDA gui dance and manufactured under good manufacturing practices.
Furthernore, the launch of this product with conprehensive | abeling for use
under physician supervision and a risk mnimzation plan including enhanced
phar macovi gi |l ance, will further ensure the safe use
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of the product in the marketplace and all ow patient access to a highly
desired aesthetic benefit.Wat is clained: 1) A kit for enhancing the
appear anceoabioeisashes, conpri sing: an eyel ash enhanci mgTasa@Odsd17THN and a
delivery system wherein the eyel ash enhanci ng conposition conprises an
effective amount of 0.03% bi mat oprost sol ution and wherein the delivery
system conprises a plurality of applicator brushes having filanents

desi gned t oydglii ¥RIm&y:fraction of a 1-drop bi matoprost dose directly to the
target treatnent area. 2) The kit of claim1l, wherein the delivery system
controls the rate of release of the conposition fromthe brush to an eye
surface. 3))The 4kit ferfenbprging thewhpeasinge o eydeshpy spPNPE§iS g ean ayelasly enhanging

bi mat opr ost Whi 11S:.59 i | iver p of
b1 rat opr ostcof RS TAE UFiR QS RETRRACARN SRRBEATONER SR fordp el O
1, wher ei n ahhgfet@vgahount 680 0B bimatprdss séligorlgerhayialtheddetbiegi dvstelhy) The kit
of claim1, wherein the applicator brush is sterile. 6) The kit of claim]1,

wher ei n t h&ORPpSCRRBraliby efsappiisater pgheahreng fameds qastgngtl tedelivir 4 raghray ei n
the Corrpos'otf'aq.r-'dljo? ﬁgh%?@%@gdq‘% L o%lét%ﬁ%%%'cr@zﬁm%ﬁ%gz}.ner' 8) The kit of

claim7, wherein ensi ng contai ner 1s squeezable. 9) The kit of
claim7, wherein a maximumof 3 m of the conposition is disposed in the

di spensi ng cont aj ner.. . The kit qf .aim1, wherein the applicatar
brushes aré& pacﬁi{ﬁgﬂt ?f%??%mph,a@ween ﬁ}?é’%llﬁ?fyfxatemwenﬁz?lﬁ Mgyt AP s i n

the appli cabapobitiys ASsh @F SriRAGkagedk dnfgets of two.12) The kit of claiml,
wherein the kit contains 60 applicator brushes. 13) The kit of claim1l,

further conprising instructions for using the eyel ash enhanci ng conposition
and delivery system. (%.Thg Eit.oh l.aim 13 mﬁ rein t.he, deliver ystem
composi 11 orfband 1ROVt BE A Ohe sl pbea R Bilfudiion HBLMRER S

5% of the bimatoprost dose delivered by 1 drop of bimatoprost for treatment of glaucoma

or lowering 1OP.

4) The kit of claim 1, wherein the target treatment area is the upper eyelid margin.

5) The kit of claim 1, wherein the applicator brush is sterile.

6) The kit of claim 1, wherein the applicator brush is disposable.

7) The kit of claim 1, wherein the composition is disposed within a dispensing
container.

8) The kit of claim 7, wherein the dispensing container is squeezable.

9) The kit of claim 7, wherein a maximum of 3 ml of the composition is disposed in

the dispensing container.

10)  The kit of claim 1, wherein the applicator brushes are packaged in a plastic sheath.

11)  The kit of claim 1, wherein the applicator brushes are packaged in sets of two.

13



15) The kit of claim 14, wherein the container of the conposition and the
instructions are contained in a first box, and wherein the delivery system
i s contaiweaoimeassgecond box and wherein the first box anu/tse@oncbindx are
contained together in a third box. 16) A nethod of enhancing the growh of
eyel ashes wherein the anount of binmatoprost applied a per eyelid margin is

S - 12 my/ dngp  of QTHPRROS tvhetedd thENG: 66%%4‘1%"6005 phik@bfbrhbhegher ein the

amount of bi frat oprost appliéed per eyelid margin per day 1s 9 ng/drop of
bi mat oprost. 18) The nethod of claim 17 wherein the armunt of 0.03%

bi mat opr ost, ,appl.eqd. eyeli.d margin.i.s 2 - 8% of 3%
bi 1t opr ost! 3315y THFHPRSTSGT. (il G P e siruriors e it 4R Shapeine
bi mat oprostcoﬁ%@glhgﬁla@@aelmé dtergin is 3 - 7%of a 30 nL dose of 0.03%
bi mat opr ost 0) The method of claim 17 wherein the anmount of 0.03%

bi mat opr ost applied per eyelld margin is 4 - 6% of a 30 nL dose of 0.03%

bi mat opr ost,.,, 21).L of i .wherej.n.t t of %
bi mat opr ost14<):1ppIT|hee Gftp(glractlagycej]l3 h(ré\rlwlae?ﬂgfﬂﬁ ]dfglsw A)S%%t&g’ %%]p%@légsa 8801%59188 o
bi mat opr ostenclosed in a box.

15)  The kit of claim 14, wherein the container of the composition and the instructions
are contained in a first box, and wherein the delivery system is contained in a second box

and wherein the first box and second box are contained together in a third box.

16) A method of enhancing the growth of eyelashes wherein the amount of bimatoprost

applied a per eyelid margin is 5 — 12 pg/drop of bimatoprost.

17) The method of claim 16 wherein the amount of bimatoprost applied per eyelid

margin per day is 9 pg/drop of bimatoprost.

18) The method of claim 17 wherein the amount of 0.03% bimatoprost applied per

eyelid margin is 2 —8% of a 30 uL dose of 0.03% bimatoprost.

19)  The method of claim 17 wherein the amount of 0.03% bimatoprost applied per
eyelid margin is 3 — 7% of a 30 uL dose of 0.03% bimatoprost.

20)  The method of claim 17 wherein the amount of 0.03% bimatoprost applied per

eyelid margin is 4 —6% of a 30 uL dose of 0.03% bimatoprost.

21)  The method of claim 17 wherein the amount of 0.03% bimatoprost applied per

eyelid margin is 5% of a 30 pL dose of 0.03% bimatoprost.
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