Evelid Application of NCX 4251 for Treatment of Signs and Symptoms of Dry Eye Disease

1542 - A0267

Gary N. Foulks?, Angela C. Kothe?, Sushanta Mallick3, Eric Nowicki4 and José L. Boyer3
lEmeritus Professor, University of Louisville, Department of Ophthalmology, Louisville, KY USA; 2Silver Pharma Consulting, El Paso, TX USA; 3Nicox Ophthalmics Inc., Research Triangle Park, NC, USA, 4Statistics and Data Corporation, Tempe, AZ USA

INTRODUCTION PURPOSE Change from Baseline at Day 15 in Symptom VAS Scores
NCX 4251 is a proprietary ophthalmic suspension of
fluticasone propionate nanocrystals being developed by Nicox To describe a post hoc analysis of signs and symptoms of dry eye disease from a prospective, S ) .
fNOé)EhSZtSFTaFmS”IF of S'dg”bs at”d _Syrlnptorl‘?s gfdrz ez’ﬁ d'seal?’c?- randomized, double-masked Phase 2b clinical trial (NCX-4251-02, ‘Mississippi’; NCT04675242) that Symptom NCX 4251 - Placebo|  2>70 CI Bl
is delivered by topical application to the eyelids : : : : : o/
with the convenience of once daily (QD) administration. eval_uated Fhe s_afety and efﬂcac_y of NCX 4251 (fluticasone propionate oph’FhaImlc suspension) 0.1% in Eve Dryness 153 W 00016
subjects with mild to moderate signs and symptoms of dry eye and blepharitis. hing* -13.0 (-20.2,-5.8) 0.0005
Dry eye disease is a multifactorial inflammatory condition Itching ' ( i ) '
that affects a large segment of the adult population Foreign Body Sensation* -9.8 -17.2,-2.4 0.0102
worldwide.  Symptoms of dry eye disease include eye STUDY DESIGN Pain -7.4 (-13.2,-1.6) 0.0133
dryl_ness_ and ocular discomfort_, burning, itchiness, grit’gy S _ Blurred Vision* -8.6 (-15.0,-2.2) 0.0087
feeling in the eyes, contact lens intolerance, and photophobia NCX-4251-02 Phase 2b (Mississippi) Study Design Photophobia* -12.0 (-19.5,-4.5) 0.0021
that impair the performance of common vision-related NCX 4251 0.1% QD (16 pg of fluticasone/day) vs. Placebo - Ey— e (-13.9,-1.3) 0.0178
aCtIVItIeS SUCh as readlng’ drIVIng’ and performlng aCtIVItIes *=l::2::egsamntoms s::ggtllc.:fm ificant effect fNCX425‘1wasa|soobservedatDa 2‘9(:wov;eeksaftertheendoftr.eatment]
NCX 4251 0.1 % QD (n=1 00) 1= p—valuefor\;:reF;tmen’teffect in :NCgOn‘:f:?Jnsi:g I:?as;ineVAS as a covariate !

involving video terminal displays. Dry eye disease is a
chronic condition that frequently exacerbates spontaneously,
or is triggered by physiological, environmental, or life-style
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conditions that require a safe and efficacious treatment with A Dosing Period Follow-up Period

a fast onset of action to restore ocular surface protection and 3 NCX 4251 was safe and well tolerated

lubrication. The eyelid plays a key role in maintaining a I ] I I « Only 3 subjects (out of 224) discontinued the study, none
healthy ocular surface. Inflammation of the eyelids and serobning due to an AE

alteration of their physiological and protective functions is an RESULTS Visit SaselneVisit  Dayé  Days  Dayit  Dayis Day 29 . Most AEs were mild in severity

important contributor to the manifestation of signs and .
symptoms of dry eye disease and blepharitis (including
meibomian gland dysfunction).

No elevations in IOP of 10 mmHg or higher were observed in
the NCX 4251 treatment arm
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Sign ~ . Change from Baseline + No treatment-related systemic effects were observed
. % ZID i p=0.0368 p=0.0259 E _
METHODS . Infer_lorSCo_rn_ea g SIS B Treatment-Emergent Adverse Events
. . . uorescein Staining 2° 5 E oo
A total_ _of 224 s_ul_:)J_ects with a docume_nted history _c_)f S 1 s 8 p=0jra65 NCX 4251 0.1% QD Placebo QD
blepharitis and exhibiting an acute exacerbation of blepharitis S S¢2 . (N=111) (N=113)
in both eyes (based on minimum scores for eyelid redness, 5 £= } System Organ Class (SOC)
eyelid debris and eyelid discomfort at the Screening and = 00 = o7 Preferred Term (PT) S Subifctsr“ NG Subijctsf“
Baseline Visits) were randomized in a 1:1 ratio to NCX 4251 ’ N : o & i
or placebo (vehicle of NCX 4251). Subjects performed daily Average £ SEM o bl c1 e N ar e AVerage £SEM o bie o1 e ket Eye Disorders
lid scrubs with dilute baby shampoo and administered NCX s ‘E’isus'A‘?“iWReduced 1 Hgg;; i it;gji
. . . . . . ye Pruritus 9% 9%
4251 or its vehicle directly to the eyelids and eyelid margins Symptoms Vit eous Detachart . e . AT
with an appllcator once dally for 14 days, followed by an Conjunctival Haemorrhage 0 0 1 1(0.9%)
additional 14 days of lid scrubs only. Signs and symptoms of Eye Dryness ltching . Foreign Body Sensation Conjunctival Hyperaemia 2 1(0.9%) 0 0
blepharitis and dry eye, as well as safety parameters were 5 5 v P=0-0105 0061 Eyelid Irritation 0 0 L 1(0.9%)
. . . p=0.0104 e _. p=0.0102 Eyelids Pruritus 1 1(0.9%) 0 0
assessed. A post hoc analysis was performed on a subgroup L 20 S 2 0 P=0.0006 05 oo0sa || 2 & ’ p=0.0159 Vision Blurred 0 0 1 1(0.9%)
of subjects (123 of the 224 subjects, 61 on placebo and 62 § & 5 ~ p=0.0016 %E - | %% -5 General Disorders and Administration Site Conditions
on NCX 4251) with baseline scores =2.0 on a scale of O 8 2E 1 % £t 10 Instillation Site Pain 1 1(0.9%) 2 > (4.4%)
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(none) to 4 (severe) for inferior cornea fluorescein staining. EE £8 2 8 ~} Instillation Site Oedema 0 0 L 1(0.9%)
The results of this post hoc analysis are reported here. @ 2 £ 95 % 52
5 5 20 g5 0 CONCLUSIONS
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DEMOGRAPHICS AND DISPOSITION Study Day Cudy b NCX 4251 Ophthalmic Suspension, 0.1% was safe and
Study Day y Uay . . . .
NCX 4251 (0.1%) QD Placebo QD Average £SEM o placebon=61 —8—NCX4251n=62 Average + SEM —e—Placebon=61 —@— NCX 4251 n=62 Average £SEM g placebon-61 —e—NCX4251n-62 well tolerated. Once dally eye“d administration of NCX
N =111 N =113 4251 for 14 days produced statistically significant
Gender, n (%) Female 75 (67.6%) 67 (59.3%) . .
Male 36 (32.4%) 46 (40.7%) 5 Pain 5 Blurred Vision 5 Photophobia 5 Burning & Stinging |mproveme_nts YS. placebo N aII Cry_ eye Symptoms
Age, years (sD) 614 (13.75) 632 (14.31) _ 00074, 150 ~ B - - R o p00088 evaluated in this study at all time points during drug
Race, n (%) e 0 p=0.0133 0 2 0 p=0.0087 0=0.0184 o 2 0 p=0.0021 p=0.0032 gg 0 p=0.0178 - . . : .« =
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e e S 5 I 55 3 |3 treatment. Improvement of inferior cornea staining
Fthnicity, n (%) Hispanic or Latino 5 (4.5%) 8 (7.1%) S 20 R =5 55 approached statistical significance (p=0.0524) vs
Not Hispanic or Latino 106 (95.5%) 105 (92.9%) g - 5 i
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Loct 1o follomr . ) chronic treatments, and warrants further clinical
* Symptom scores were evaluated using a Visual Analog Scale (VAS) where 0 corresponds to “no discomfort” and 100 corresponds to “*maximal discomfort.” |nvest|gat|on "
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