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Item 8.01. Other Events.

On June 20, 2024, Aldeyra Therapeutics, Inc. (the “Company”) issued a press release (the “Press Release”) to announce the advancement of new RASP modulators and recent
preclinical data in obesity. As part of a virtual Investor Roundtable on June 20, 2024, the Company will discuss the announcement, among other topics. The Press Release is
filed herewith as Exhibit 99.1 and is incorporated by reference herein.

Item 9.01. Financial Statements and Exhibits.

(d) Exhibits

Exhibit No. Description

99.1 Aldeyra Therapeutics, Inc. Press Release dated June 20, 2024

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Aldeyra Therapeutics Announces Advancement of New RASP Modulators and Recent Preclinical Data in Obesity at 2024 Investor
Roundtable

News Release

Live Webcast Scheduled to Begin at 8:00 a.m. ET Today

Lexington, Mass., June 20, 2024 — Aldeyra Therapeutics, Inc. (Nasdaq: ALDX) (Aldeyra), a biotechnology company devoted to discovering and developing innovative
therapies designed to treat immune-mediated and metabolic diseases, today announced advancement of new RASP modulators and recent preclinical data in obesity in
conjunction with an Investor Roundtable scheduled to begin at 8:00 a.m. ET today.

Pipeline Updates

o Following positive biomarker results in adults, including near-normalization of lipid profiles, ADX-629, a first-in-class orally administered investigational RASP
modulator, advanced to the pediatric cohort of the Phase 2 clinical trial in Sjogren-Larsson Syndrome, a rare inborn error of metabolism caused by mutations in fatty
aldehyde dehydrogenase and characterized by cognitive dysfunction and skin disorders. Top-line results from approximately five pediatric patients are expected in
2025.

o Based on new results in a preclinical model of obesity, novel RASP modulator ADX-743 was advanced to Investigational New Drug (IND)-enabling studies. ADX-
743 is an analog of ADX-629, which has demonstrated lowering of triglycerides and fatty acids in Phase 1 and Phase 2 clinical trials. Pending additional results,
Aldeyra expects to submit an IND application for ADX-743 or an alternative RASP modulator for obesity or hypertriglyceridemia in 2025.

e Based in part on superior preclinical results in atopic dermatitis and unprecedented exposure in preclinical RASP modulator pharmacokinetic models, ADX-248 will
be advanved in lieu of ADX-246 to Phase 1/2 clinical testing in atopic dermatitis. Phase 1 clinical testing of ADX-248 is expected to begin in the second half of 2024.

o Novel RASP modulator ADX-631 has initiated preclinical testing in models of retinal disease. ADX-631 is an analog of ADX-103, which previously demonstrated
activity in animal models of the dry form of age-related macular degeneration (dry AMD), retinal inflammation, and diabetic macular edema. Aldeyra expects to
submit an IND application for ADX-631 or an alternative RASP modulator for the treatment of dry AMD or geographic atrophy in the first half of 2025.

“Consistent with the new data presented at our Research and Development Day in April of this year, we continue to expand our novel RASP modulator pipeline with the
discovery and advancement of new RASP modulators for the treatment of inflammatory and metabolic diseases,” stated Todd C. Brady, M.D., Ph.D., President and CEO of
Aldeyra. “We look forward to discussing our recent progress on today’s call with investors and are excited to share subsequent updates on our pipeline throughout the remainder
0f 2024.”

Investor Roundtable Webcast Information

The 2024 Aldeyra Therapeutics Investor Roundtable will take place at 8:00 a.m. ET today, Thursday, June 20, 2024. A live audio webcast will be accessible from the “Investors
& Media” section of the Aldeyra website at https:/ir.aldeyra.com/. A replay will be available for 90 days following the event.




About Aldeyra

Aldeyra Therapeutics is a biotechnology company devoted to discovering innovative therapies designed to treat immune-mediated and metabolic diseases. Our approach is to
develop pharmaceuticals that modulate protein systems, instead of directly inhibiting or activating single protein targets, with the goal of optimizing multiple pathways at once
while minimizing toxicity. Our product candidates include RASP (reactive aldehyde species) modulators ADX-629, ADX-248, ADX-743, ADX-631, and chemically related
molecules for the potential treatment of systemic and retinal immune-mediated and metabolic diseases. Our late-stage product candidates are reproxalap, a RASP modulator for
the potential treatment of dry eye disease and allergic conjunctivitis, and ADX-2191, a novel formulation of intravitreal methotrexate for the potential treatment of retinitis
pigmentosa.

Safe Harbor Statement

This release contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, including, but not limited to, statements regarding
Aldeyra’s future expectations, plans, and prospects, including without limitation statements regarding: the goals, opportunity, and potential for Aldeyra’s product candidates; the
outcome and expected timing and the results of Aldeyra’s planned preclinical and clinical trials, including planned and ongoing trials; the outcome and timing of the FDA’s
review, acceptance and/or approval of IND submissions for Aldeyra’s product candidates. Aldeyra intends such forward-looking statements to be covered by the safe harbor
provisions for forward-looking statements contained in Section 21E of the Securities Exchange Act of 1934 and the Private Securities Litigation Reform Act of 1995. In some
cases, you can identify forward-looking statements by terms such as, but not limited to, “may,” “might,” “will,” “objective,” “intend,” “should,” "could," “can,” “would,”
“expect,” “believe,” “anticipate,” “project,” “on track,” “scheduled,” “target,” “design,” “estimate,” “predict,” “contemplates,” “likely,” “potential,” “continue,” “ongoing,”
“aim,” “plan,” or the negative of these terms, and similar expressions intended to identify forward-looking statements. Such forward-looking statements are based upon current
expectations that involve risks, changes in circumstances, assumptions, and uncertainties. Aldeyra is at an early stage of development and may not ever have any products that
generate significant revenue. All of Aldeyra's development timelines may be subject to adjustment depending on recruitment rate, regulatory review, preclinical and clinical
results, funding, and other factors that could delay the initiation, enrollment, or completion of clinical trials. Important factors that could cause actual results to differ materially
from those reflected in Aldeyra's forward-looking statements include, among others, the timing of enrollment, commencement and completion of Aldeyra's clinical trials, the
timing and success of preclinical studies and clinical trials conducted by Aldeyra and its development partners; delay in or failure to obtain regulatory approval of Aldeyra's
product candidates, including as a result of the FDA not accepting Aldeyra’s regulatory filings, issuing a complete response letter, or requiring additional clinical trials or data
prior to review or approval of such filings or in connection with resubmissions of such filings; the ability to maintain regulatory approval of Aldeyra's product candidates, and
the labeling for any approved products; the risk that prior results, such as signals of safety, activity, or durability of effect, observed from preclinical or clinical trials, will not be
replicated or will not continue in ongoing or future studies or clinical trials involving Aldeyra's product candidates in clinical trials focused on the same or different indications;
the scope, progress, expansion, and costs of developing and commercializing Aldeyra's product candidates; uncertainty as to Aldeyra’s ability to commercialize (alone or with
others) and obtain reimbursement for Aldeyra's product candidates following regulatory approval, if any; the size and growth of the potential markets and pricing for Aldeyra's
product candidates and the ability to serve those markets; Aldeyra's expectations regarding Aldeyra's expenses and future revenue, the timing of future revenue, the sufficiency
or use of Aldeyra's cash resources and needs for additional financing; the rate and degree of market acceptance of any of Aldeyra's product candidates; Aldeyra's expectations
regarding competition; Aldeyra's anticipated growth strategies; Aldeyra's ability to attract or retain key personnel; Aldeyra’s commercialization, marketing and manufacturing
capabilities and strategy; Aldeyra's ability to establish and maintain development partnerships; Aldeyra’s ability to successfully integrate acquisitions into its business; Aldeyra's
expectations regarding federal, state, and foreign regulatory requirements; political, economic, legal, social, and health risks, public health measures, and war or other military
actions, that may affect Aldeyra’s business or the global economy; regulatory developments in the United States and foreign countries; Aldeyra's ability to obtain and maintain
intellectual property protection for its product candidates; the anticipated trends and challenges in Aldeyra's business and the market in which it operates; and other factors that
are described in the “Risk Factors” and “Management's Discussion and Analysis of Financial Condition and Results of Operations” sections of Aldeyra's Annual Report on
Form 10-K for the year ended December 31, 2023 and Aldeyra’s Quarterly Report on Form 10-Q for the quarter ended March 31, 2024, which are on file with the Securities
and Exchange Commission (SEC) and available on the SEC's website at https://www.sec.gov/. Additional factors may be described in those sections of Aldeyra’s Quarterly
Report on Form 10-Q for the quarter ended June 30, 2024, expected to be filed with the SEC in the third quarter of 2024, and Aldeyra’s other filings with the SEC.
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In addition to the risks described above and in Aldeyra's other filings with the SEC, other unknown or unpredictable factors also could affect Aldeyra's results. No forward-
looking statements can be guaranteed and actual results may differ materially from such statements. The information in this release is provided only as of the date of this
release, and Aldeyra undertakes no obligation to update any forward-looking statements contained in this release on account of new information, future events, or otherwise,
except as required by law.

Investor & Media Contact:
David Burke

Tel: (917) 618-2651
investorrelations@aldeyra.com
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ADX-743, an Analog of ADX-629, Demonstrated Preclinical Weight Loss

and Reduction of Fat Mass in Combination with GLP-1 Agonist
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QO ADX-743 is an investigational drug candidate. SEM = standard error of the mean. GLP-1 = glucagon-like peptide-1 receptor agonist. Data are from murine diet-induced obesity model. QldeyrQ




Statistically Significant Changes Observed in Lipid Profiles in
Multiple Clinical Trials with RASP Modulator ADX-629
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QO ADX-629 is an investigational drug candidate. SEM = standard error of the mean. HDL = high-density lipoprotein. LDL = low-density lipoprotein. FFA = free fatty acids. AUC = area under the curve. mM = millimolar. Oldeyra




RASP Modulators ADX-629, ADX-248, and ADX-246 Reduced
Histopathology and Spleen Weight in a Preclinical Model of Atopic
Dermatitis
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Qo ADX-629, ADX-248, and ADX-246 are investigational drug candidates. SEM = standard error of mean. Qldeyra




Treatment with ADX-629 Normalized Biomarkers of Representative
Adult Sjogren-Larsson Syndrome Patient After 12 Weeks

QO

Metabolite

acetyltaurine

Tauro-cholenate sulfate

Glycocholenate sulfate

Baseline
Z-score

31

2.8
2
25
24
24
24
23
22
2

21

21

-2.0
-2.1
2l
-2.2
2.2
22
2.2
2.5
-2.5
-2.9
26
-3.6

318
-3.9
-4.5

-2.9
NS
-3.5

NS
-3.8
-5.8

ADX-629 is an investigational new drug candidate
Baseline Z-score is number of standard deviations
above (positive) or below (negative) normal
subjects. NS = not significant.
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ADX-103, a Novel Aldehyde Trap, Decreases Retinal Edema and

OALDEYRA Inflammation in a Rat Model of Diabetic Macular Edema

THERAPEUTICS™ Adna Halilovic Ph.D.; Todd Brady M.D., Ph.D.; Susan Macdonald, Ph.D.
Aldeyra Therapeutics, Inc., Lexington, MA USA

N RESULTS

Diabetic Macular Edema (DME) is a common cause of 2. Neutrophil infiltration 3. Retinal thickness
vision loss. Hyperglycemia leads to carbonyl stress in the

INTRODUC

retina, resulting in accumulation of toxic aldehydes such as ' v E
glyoxal, methylglyoxal, malondialdehyde, and 4-hydroxy- E H S
trans-2-nonenal. Aldehydes bind covalently to amine and R g3
thiol residues on proteins, and initiate inflammatory H E 2 ;
signaling cascades (Figure 1). The ability of the novel H £
aldehyde trap, ADX-103, to prevent ocular inflammation F 2
was tested in a rat sfreptozotocin (STZ)-induced model of ] g B
BME: untreated  Vehicle  ADX-103 untreated  Vehicle  ADX-103
Non-diabetic Diabetic Non-diabetic Diabetic

Treatment with ADX-103 significantly inhibited neutrophil

infiltration in diabetic retinas. Microscopic sections of the retinas were

Retinal vascula rity assessed for changes in neutrophil infiltration. Reduction in neutrophil

infiltration was obsenved in the diabetic rats treated nith ADX-103 compared to

vehicle-treated rats. Scoring: O=normal, t=minimal microscopically visible

changes, 2=mild microscopicall visible changes, =moderate microscopically

visible changes. *'p<0.01 Statistical analysis was pedormed by a non-
parametric Dunn's mutiple comparison followed by te KruskaHWallis test

Treatment with ADX-103 resulted in a statically significant
decrease in retinal thickness. Microscopic secions of the retinas were
assessed for changes refinal thickness. Reduction in retinal thickness was
obsenved in the diabetic rats treated with ADX-103 compared to vehicle treated
rats. Scoring 0=nomnal, T=minimal microscopically visible changes; 2=mild

changes; changes.
*p<0.01 Statistical analysis was performed by a non-parametric Dunn's
multiple comparison followed by the Kruskal-Wals test

Histopathology score
(increasetom basaling)

untreated Vehicle  ADX-103
Non-diabstic Diabetic

Brown Norway rats were administered STZ for six weeks to
Y Treatment with ADX-103 inhibited diabetes-induced retinal vascular changes. Microscopic sections of the retinas were

induce diabetes. Single doses of 3.5 uL of 0.5% ADX-103 assessed for vascular leakage. Compared to vehicle, reduction in refinal vascularity was observed in ADX.103-treated rats but was nat
(n=10) or saline vehicle (n=12) were administered by statistically significant. Scoring: O=normal, 1=minimal micrescopically visible changes, 2=mid microscopically visible changes,
intravitreal (IVT) injection to STZ-treated rats at Weeks 6 3=moderate microscopicallyvisible changes.
and 8. Non-diabetic rats (n=4) did not receive any A

B Bady, weight L3 Blood glucose

treatment and served as a negative control.

Retinal thickness, vascularity, and function were monitored p— e

weekly by optical coherence tomography (OCT) and fundus f o

angiography (FA), from Weeks 6 through 10; g e :;'”

electroreinograms (ERG) were generated on Weeks 6, 8 - oo 5

and 10

Rals were sacriced al Week 10, and relinas were T e
processed for histopathology. Six microscopic sections

were examined for each eye, and retinas were assessed Metabolic parameters. Body weight s significantly decreased and blood glucose is significantly

and scored by a pathologist  for changes in refinal increased in animals administered STZ. Body weight (A) and (B) non-fasting blood glucose were measured priorto
thickness, vascularity, and neutrophil infiltration. STZ administration and weekly thereafter. **p<0.001 from non-diabetic group. Statistical analysis was performed using

Dunnett's test (compared to diabefic Venicle treated group) following ANOVA

SUMMARY

Diabetic retinopathy was successfully induced in STZ-
treated rats. The diabetic animals lost approximately 10% of
body weight in the first week post STZ administration, and
maintained the weight until the end of study. Non-fasting
glucose blood levels were significantly elevated in the
diabetic rats compared to non-diabetic rats.

Increases in retinal thickness, vascularity, and neutrophil
infiltration were observed in the vehicle-treated diabetic rats
compared to the non-diabetic rats. ADX-103 treatment
decreased retinal inflammation, as measured by statistically
significant decreases in refinal thickness, neutrophil
infitration, and retinal vascular changes.

A decrease in vascular leakage was observed between the
diabetic ADX-103-treated group and the vehicle-freated
group, but the decrease did not reach statistical
significance.

Although significant histopathological improvements were
observed following treatment with ADX-103, ERG, OCT, or
FFA did not show statistically significant effects following
treatment with ADX-103

C LUSIONS

Increasing evidence points to inflammation being one of the
key contributors to the pathophysiology of diabetic
retinopathy.

In the present DME study, histopathologic scoring showed
statistically significant reductions in severities of retinopathy
lesions, including neutrophil infiltration and retinal
thickness, in diabetic rats treated with ADX-103 compared
to vehicle.

Accumulation of intraretinal fluid, increase in cytokines,
infiltration of leukocytes, neutrophils, and monocytes are
early signs of disease progression' The data suggest that
sequestration of aldehydes represents a novel therapeutic
approach for the treatment of the ophthalmic inflammatory
sequelae of diabetes.

.Rabsam, A.; Parikh, S.; Fort, P.E. Rale of nflammation i Diabetic Retinopatny. /ot
J_ Mol Sci. 2018, 19, 942
Disclosures: Halilovic (E), Brady (E), Macdonald (E)
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Novel Small Molecule Aldehyde Sequestering Agents Demonstrate Broad Therapeutic Potential for Ocular Inflammation

Susan G. Macdonald, Ph.D.; Adna Halilovic, Ph.D.; Todd Brady, M.D.,
Ph.D. Aldeyra Therapeutics, Inc.

PURPOSE RESULTS (continued)

Pro-inflammatory aldehydes, such as malondialdehyde (MDA), 4-
hydrosy-noneral, glyosal, methylglyosal, and retinal, have been
implicated in the pathogenesis of several ocular inflammatory
diseases. Aldehydes initiate activation of pro-inflammatory
pathways, including the NFiB pathway. Recently. the aldehyde trap
reprosalap (ADX-102) demonstrated statistically and clinically
significant activity in Phase 2 clinical trials in allergic conjunctivitis
dry eye disease, and noninfectious arterior wveitis, all of which are
ocular inflammatory diseases. To demonsteate the potential of
aldefyde sequestration in inflammatory diseases involving the
anterior and posterior segmerts of the eve, two structurally distinct
aldehyde traps (reproxalap and ADX.-103) were tested in two models
of ocularinflammation.

METHOD!
A mouse Inockout model (aber) of macular degeneration (VD)
was used fo test the activities of reprosalap and ADX-103. The
retinal transport protein, ABCAY, is not expressed in these mice,
allowing retinal to escape the light cycle and form 2 taxic metabolite
with
amine (AZE). Mice were treated intraperitoneally ([P) for 56 days
with 10 mg/kg reproxalap (a = 24), ADX-103 (a = 24), or vehicle
(n=22). starting at week 10 to 12 of life. An untreated control group
(n = 12) was sacrificed on the first day of dosing. After treatmert.
AJE concentrations in retinas wete measured by EFLC. Statistical

Iwas test

Inarat model of lipopalysaccharide (LPS)-induced uveitis, 50 ug of
ﬁpmmlap or ADX-103 was topically administered (TO) to the ey

7. 10, and 17, after LPS induction, or by a single
mt:z\'mﬂa.l (IVT) injection (25 pg) | hour after LPS induction
{n — 10 per growp). Ocular cxams were performed § and 24 hows
after LPS injection, after which retina-chorid specimens were
processed for MDA adduet ELISA. Anterior segments were scored
using a combined Draize and McDonald Shattuck scoring system.
and posterior segments were scored using 0 to I (vitreous, optic disc,
retinal vasculature) and 0 to 4 (retinal and choroidal hemorrhage
exudation, and detachment) scales. Statistical significance from
vehicle control was determined by ANOVA. followed by Tukey's
post hoctest.

Datarepresentmean=SEM. *p < 0.05 comparedto vehicle;

+p2001 hicle: *+ +p £0.001 comp:
¥4 p20.0001 compared to vehicle
RESUL

Both reproxalap and ADX-103 significantly decrease
the formation of A2E in the retinas of aber-mice. Mice were
treated daily, TP, for 56 days with 10 me/ke vehicle, reproxalap. or
ADX-10

Disclosures: Macdonald (E), Halilovic (E), Brady ()

In the MD model, daily reproxalap or ADX-103 treatment decreased formation of AZE by 71% or 69%. respectively, compared with vehicle controls (Figure 1). In a separate study. systemic (IP)
doses nf!EPmXaLp 5-fold greater than the effective dose in the AJE study, administered for 36 days, had o effect on dark adaptation (data not shown). Daily treatment with reproxalap or ADX-103
for 56 days hadn: 5

o 5 LS Sl irniis ekl ol i st i il e, ool e, 8 T A s i O it o i ADYCACE. A T
administration of reproalap or ADX-103, ocular exam scores were also significartly improved vs. vehicle. Small, although not significant, reductions in MDA adducts were observed in the
reproxalap and ADX-103 groups after TO and IVT administration (data not shown). To control for variations between individual animals, a within-subject statistical analysis, examining the co-
wariates of treatment nd fime, was condicted on he retina_choraid scoms fram the TVT groups Retinachomid scares in rafs were significantly improved follawing TUT freatment with sither

seprosalap or ADX-103, compared o vehicle control (Figure 7).

;- related adverse

Ocular Exam Scores Following Topical Ocular Dosing Ocular Exam Scores Following Intravitreal Dosing

Both reproxalap and ADX-

Bath reproxalap and ADX

Two structirally distinct aldehyde traps have shown activity in two models of ocular inflammation following ocular (TO, IVT) and systemic () administration. No evidence of
ocular or systernic toicity was noted with any route of administration. Overall, the data suggest that aldehyde sequestration has broad potential for the wreaiment of a range of
ocular diseases in which inflammation plays a role, including diseases involving the posterior pole and the anterior chamber
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