United States Subgroup of the Denali Trial: A Randomized Trial Comparing NCX 470 0.1%, a Nitric Oxide-Donating Bimatoprost, and Latanoprost
0.005% for Open-Angle Glaucoma or Ocular Hypertension
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Glaucoma is the leading cause of irreversible DENALI was a randomized, double-masked, active- A total of 549 subjects were randomized at US sites Mean IOP reductions ranged from 8.1 to 10.1 mmHg with NCX 470 The most common adverse events over the 12-month
olind dwid gd | L | controlled, parallel-group Phase 3 trial conducted at  (NCX 470, n=272; latanoprost, n=277). Baseline and 7.3 to 9.9 mmHg with latanoprost across all 6 timepoints. Mean | study period included conjunctival hyperemia (14.9%
INANESs Ivg)cl); Wi e_’ a:h owlerlng |ntrac3ccutar . 65 sites in the US and 25 sites in China. demographics and ocular characteristics were well |OP reduction favored NCX 470 at multiple timepoints, with NCX 470, 6.9% latanoprost, punctate keratitis (5.9% vs.
plress(tjj.re IOP) remaln.s eTon.y ﬁ)rove? > Ira jgy 0 Eligible participants met the following balanced between treatment groups (Table 1). Mean statistically significant differences observed at Week 2 (8AM and 3.2%) and eyelash growth (5.6% vs 0.4%). No
slow disease progression. Topical prostaglandin : . . . . ] :
analogues (PGAS), such as bimatoprost, latanoprost Inclusion/Exclusion criteria: baseline diurnal I0OP wa.s 26.7 mmHg in the NCX 470 4P.M) and Week 6 (4PM), reaching differences of up to 0.9 mmHg treatment rglateo! serlc?us ocular.adverse event
4 ’ Eoctline th . h’ ’ lusi o group and 26.8 mmHg in the latanoprost group. (Figure 3). occurred. Discontinuation of subjects from the study
an .t.ravoprost, are !rSt- ine therapy; however, Key I.nc US.IOH Criteria . Table 1: Baseline demographics and ocular characteristics of the US subjects due to adverse events (1.1% vs 0.4%) or lack of efficacy
additional IOP Iowerlng.throug.h .complemer.1tary  Diagnosis of OAG or OHT in both eyes Figure 3: Mean IOP over time with NCX 470 0.1% and latanoprost in US subjects (2.2% vs 1.4%) were uncommon.
outflow pathways remains a clinically meaningful e Untreated IOP following washout of prior IOP-lowering
| therapy: Age Mean (SD) 64.8 (11.1) 63.8 (10.2)
goa ) | Sex N (%) Female 143 (52.6%) 147 (53.1 %) US Region
NCX 470 is a nitric oxide (NO)-donating bimatoprost — 10P 226 mmHg at 8AM, = 24 mmHg at 10AM, and 2 Race N (%) . DISCUSSION
PGA, in development for the treatment of open- 22 mmHg at 4PMiin the study eye Whte| 180 {c6.2%) 196 (087 T ~@-NCX 470.0.1%
angle glaucoma (OAG) and ocular hypertension — 0P <36 mmAgin both eyes B A A oy O ooy E \ ~#~Latanoprost 0.005% The US subgroup results from DENALI are consistent
(OHT). F0”0Wif18 esterase cleav§g? in t.he eye, NCX " BCVAo TO'7 Iog.MAIT or better Completed the Study N (%) 242 (89.0%) 257(92.8%) 2 = with the proposed benefit of dual outflow pathway
470 releases bimatoprost and nitric oxide. Key Exclusion Criteria - posetine Time Matched 0P (mmHe)  vons U, o £, . modulation, combining prostaglandin-mediated
Blmatoprost prima r||y increases uveoscleral OUtﬂOW, * Advanced glaucoma or cup/disc ratio > 0.8 10 AM Mean (SD) 26.8 (2.2797) 26.9 (2.2333) 3 19 1 .\. uveoscleral outflow with nitric oxide-mediated
while nitric oxide relaxes the trabecular meshwork *  Narrow or closed angles, congenital glaucoma, or a history P r— ro“ﬁMea:‘fs[g) = ﬁi;gfi =2 2;2?:3 £ vy I = * enhancement of conventional agueous humor outflow.
and enhances Conventional aqueous humOr OUtﬂOW. Ofangle closure ] The early onset and Consistency Of |OP |Owering
The clinical relevance of NO-donation in glaucoma e Central corneal endothelial cell density < 2000 cells/mm? |OP reduction with NCX 470 was evident by Week 2 and T aem o aom o aem observed with NCX 470 suggest that NO donation may
therapy is further supported by the US Food and * Prior glaucoma or angle surgery or laser trabeculoplasty was maintained across all 6 evaluated timepoints Baseline Week:2 Months contribute meaningfully to treatment response when
Drug Administration approval of VYZULTA® (SLT, YAG, ALT or MLT) within 6 months of screening through Month 3. added to a prostaglandin analogue. These findings
(latanoprostene bunod ophthalmic solution, Subjects were randomized 1:1 to once-daily The primary objective of the Phase 3 DENALI trial was * indicates statistically significant differences between treatment groups (p<0.05) extend prior Phase 3 results and provide additional
0.024%), an NO-donating PGA for IOP reduction in treatment in both eyes with NCX 470 0.1% or met, W_ith NCX 470 0'1% demonstrating non.infer.ior. IOP | percent I0P reduction from baseline ranged from 32.0% to 36.0% evidence supporting NCX 470 as a differentiated
patients with OAG or OHT. latanoprost 0.005% for up to 12 months. The primary  reduction co.rr?pared with latanoprost. Noninferiority | \yith NCX 470 and 28.3% to 35.1% with latanoprost, demonstrating | therapeutic approach for patients with OAG or OHT.
In the first Phase 3 trial (MONT BLANC), NCX 470 endpoint was noninferiority of mean IOP reduction was prespecified such that the upper bound of the 95% consistent IOP lowering across all timepoints (Figure 4).
Onl‘yed;rri\onsfrsaeted rrlc?bust nd consiste’nt op from time-matched baseline at 8AM and 4PM at confidence interval was required to be £ 1.5 mmHg at
Io.weorin with mean reductions from baseline from Weeks 2 and 6 and Month 3 in the intent-to-treat all 6 timepoints and £ 1.0 mmHg for at least 4 Figure 4: Percent change from baseline in 0P over time with NCX 470 0.1% and latanoprost CONCLUSION
2.0 to 9g§ mHe combared with 7.1 t6 9.4 mmH population. The design and scope were similar to the timepoints. These criteria were met at all 6 timepoints | g 00s% in Us subjects | In the US subgroup of the Phase 3 DENALI trial, NCX 470
w.ith Iat;;moprost OOE‘V D Cross aII.6 evaI;Jated 5 other Phase 3 MONT BLANC trial (1). (Figure 2). 0.1% demonstrated robust IOP lowering in patients with
. (o) . o
timepoints (1) . _ , Percent Change from Baseline for DENALI US Subjects OAG_' or OHT NC.X 470 met the pre.speufled
' Flgure 1: Stydy design for the US subgroup of the Phase 3 DENALI trial. Figure 2: Mean difference in IOP reduction (NCX 470 — latanoprost) with 95% (intent-to treat) noninferiority criteria compared with latanoprost
The Phase 3 DENALI trial was subsequently Primary efficacy endpoints were assessed at Weeks 2 and 6 and Month 3 confidence intervals at Weeks 2 and 6 and Month 3. Values below zero favor 0.005% and achieved statistically greater IOP reductions
conducted as a second, independent evaluation of NCX 470 0.1% (n=348 subjects) Nexan at 3 of 6 evaluated timepoints. NCX 470 was safe and
NCX 470 compared to latanoprost. Washout* US Region adh g well tolerated, with no treatment-related serious
PURPOSE _ SRS . — = z20 32.0% adverse and low, similar discontinuation rates between
Latanoprost 0.005% (n=348 subjects) % _ 2.0 } Latanoprost 0.005%is better Non-lnf[rlorlt\lMarglns 20.6% treatment groups
ES " 30.0% .
To evaluate IOP reduction with NCX 470 0.1%, a 28 = -
nitric oxide-donating bimatoprost, compared with b VST ot | Week2Visit  Week6Visit  Month3 Visit” 15 ’
Iata nOprOSt 0005% in Su bjeCtS W|th OAG or OHT *Washout applied to subjects receiving IOP-lowering medications at screening. % % iz REFERENCE
enrolled at US S|tes in the Phase 3 DENALI trial’ a All subjects were followed through Month 6; a subset continued through Month 12 for safety. § E :2:0 X 470 0.1% i botter 1. Fechtner, R. et al, Am J Ophthalmol 2024,264: 66—74
multicenter study conducted in the US and China. ;E- A A i o o Week28AM  Week24PM  Week68AM  Weekd4PM  Month38AM  Month3 4PM
= Week 2 Week 6 Month 3 mNCX4700.1%  N=272  mLatanoprost 0.005% N=277
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