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Executive Summary

Tradipitant (marketed as NEREUS™) represents a landmark advance in the treatment of motion sickness. Approved by
the FDA on December 30, 2025 ("' v .sec.gov) (with U.S. commercial availability beginning early 2026 (')
finance.yahoo.com)), it is the first novel pharmacologic agent for motion-induced nausea and vomiting in over 40 years.
Unlike traditional OTC remedies (e.g. antihistamines or scopolamine) that act via anticholinergic or antihistaminic
pathways, tradipitant is a neurokinin-1 (NK-1) receptor antagonist that directly blocks the Substance P—-mediated emetic
pathway (! www.prnewswire.com) (1! finance.yahoo.com). Clinical trials in several hundred subjects demonstrated dramatic
reductions in vomiting: in pivotal “real-world” studies aboard boats, tradipitant-treated groups had vomiting incidences of
only 10-20% versus ~38-44% on placebo, a risk reduction of roughly 50-70% (°! conexiant.com) (°) vww.sec.gov). The
drug is taken as a single 85 mg or 170 mg dose about one hour before travel (" dailymed.nim.nih.gov) (*!
finance.yahoo.com), offering convenient prophylaxis without the severe sedation or cognitive impairment common to older
motion-sickness drugs (! dailymed.nim.nih.gov) (' conexiant.com).

This approval was obtained via the FDA's 505(b)(2) NDA pathway, allowing Vanda to leverage existing data and
expedite review. Tradipitant had previously been studied (and even filed) for other indications, including gastroparesis,
and Vanda negotiated a partial hold with CDER to address preclinical requirements (%) www.sec.gov) (1)
www.investing.com). The final NDA review (PDUFA date Dec 30, 2025) concluded positively, culminating in an approval
announcement on Dec 30, 2025 (! www.sec.gov) ("2 www.investing.com). Importantly, Vanda has also embraced
consumer-access methods (a web-based ordering platform (?! finance.yahoo.com)) to bridge the traditional Rx/OTC
divide.

The market implications are significant. Motion sickness affects an estimated 65-78 million Americans (roughly 25-30%
of adults) (**! finance.yahoo.com) () conexiant.com) and up to one-third of people globally (' conexiant.com). Prior
antiemetic options for travelers were limited to sedating antihistamines (e.g. dramamine, Benadryl) or scopolamine
patches, which have substantial side effects (e.g., dry mouth in ~66%, drowsiness in ~15-16% of users ('
dailymed.nim.nih.gov)) and only moderate efficacy. In contrast, tradipitant's novel mechanism holds promise for a new
category of motion-sickness therapy, potentially capturing both prescription and OTC-adjacent segments. Industry
analysts project that U.S. peak sales could exceed $100 million for motion sickness alone (““) www.investing.com). More
broadly, the U.S. antiemetics market was already forecast at ~$3.42 billion by 2030 (CAGR ~4.7%) (*°!
www.grandviewresearch.com), indicating strong growth drivers. Tradipitant’s approval thus opens an “untapped” niche — a
potent, non-sedating antiemetic for travel, with potential future uses (e.g. hausea from GLP-1 drugs or other vestibular
conditions).

This report provides an authoritative review of tradipitant/Nereus, including the scientific background of motion sickness,
the drug’s pharmacology, clinical evidence of efficacy and safety, regulatory pathway details (with emphasis on the 505(b)
(2) strategy), and an in-depth analysis of the market and future directions. We cite extensive data from primary sources,
including FDA and Vanda filings, peer-reviewed overviews, press announcements, and expert commentary. Case studies
from military and space travel contexts illustrate the impact of motion sickness and the need for better therapies (*°
www.sec.gov) (Fhwww.prnewswire.com). Finally, we conclude with discussion of how tradipitant may reshape treatment
paradigms and travel medicine in the years ahead.

Introduction and Background

Motion sickness (kinetosis) arises when the brain receives conflicting sensory information about movement (typically from
the eyes, vestibular system, and proprioception) during travel by car, boat, plane, or other motion (! www.prnewswire.com)
(¥ www.ama-assn.org). This sensory mismatch triggers a neurochemical cascade involving substance P, which activates
NK-1 receptors in the brainstem and induces nausea, vomiting, and other symptoms. Clinically, motion sickness
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manifests with malaise, yawning, salivation, headache, dizziness, and often vomiting (the nautically-derived term
“nausea” literally means “ship”) (*°! pme.ncbi.nim.nih.gov) (*° www.ama-assn.org). Virtually everyone experiences some
motion-induced nausea at least once (I*°/ pmc.nchi.nim.nih.gov), though susceptibility varies widely.For example, up to
25% of passengers on large ships experience seasickness within a few days at sea (*°! pmc.nchi.nim.nih.gov), and as
many as 80% of astronauts suffer “space adaptation syndrome” in weightlessness (' www.prnewswire.com). By some
estimates, 25-30% of U.S. adults (roughly 65-78 million people) and one-third of people worldwide are highly
predisposed to motion sickness (**! finance.yahoo.com) (°! conexiant.com). While most cases are mild, perhaps 5-15%
of the population has severe, recurrent motion sickness that significantly impairs quality of life or limits travel (*°!

conexiant.com).

Despite its long-recognized impact (Greek physician Hippocrates noted “sailing on the sea disorders the body,” and
motion sickness was a known nuisance by early 20th century), effective treatments have been scant. Early research
(notably in WW2 and spaceflight contexts) revealed the importance of antiemetic interventions: during the D-Day invasion
of Normandy, severe seasickness among troops — even paratroopers — hampered military operations (Hm
This prompted decades of study into countermeasures, but until slim recent times, no fundamentally new drug class had

WWW.SeC.gov).

emerged to prevent motion sickness. Approved treatments historically include anticholinergics (e.g. scopolamine patch)
and first-generation antihistamines (e.g. dimenhydrinate, diphenhydramine, meclizine). These agents blunt vestibular
signaling, but at the cost of considerable side effects. For example, scopolamine commonly causes dry mouth (=66%
incidence) and drowsiness (~15%) (I°! dailymed.nim.nih.gov). Similarly, antihistamines produce sedation, blurred vision,
and urinary retention. While such medications provide some relief, many patients find them inadequate or intolerable (°!
dailymed.nim.nih.gov) (" www.ama-assn.org). Thus, over the past 40 years there was an unmet need for a non-sedating,
mechanism-based therapy for motion sickness.

Mechanism of Motion Sickness and Substance PINK-1. Modern biomedical research has clarified that substance P —
a neuropeptide — plays a central role in the emetic reflex. Under conditions of sensory conflict, substance P is released
in the brainstem and binds to neurokinin-1 (NK-1) receptors, triggering vomiting. (This mechanism is analogous to the
pathway exploited by aprepitant, an NK-1 antagonist approved in 2003 for chemotherapy-induced nausea ("
www.cms.gov).) In motion sickness, blocking this pathway should theoretically prevent the final common vomiting reflex.
Indeed, the approved therapy NEREUS (tradipitant) operates by this novel mechanism: it is a potent, selective antagonist
of human substance P/NK-1 receptors, effectively interrupting the vomiting pathway (°) vavw.prnewswire.com) (!
finance.yahoo.com). In contrast, older drugs target upstream causes (acetylcholine, histamine) and must be taken
continuously throughout the journey. Tradipitant’s targeted approach — taken as a single dose 1 hour before travel —is a
radical departure grounded in contemporary neuropharmacology (\*! finance.yahoo.com) (" dailymed.nim.nih.gov).

Market Gap and “OTC-Adjacent” Need. Historically, the consumer healthcare (OTC) market has offered only limited
remedies. Common OTC travel-sickness products include dramamine (dimenhydrinate), motion-sickness relief pills
(dimenhydrinate or meclizine), and ginger supplements, which may ease mild nausea. Prescription options have been
similarly blunt (scopolamine patch, prescription anti-dopaminergic or antihistaminic drugs). The absence of innovation
meant that for decades patients were left with the same old fixed arsenal. The arrival of tradipitant/Nereus thus fills what
analysts describe as a “huge gap” (*?! conexiant.com) in motion-sickness therapy — a condition affecting tens of millions
with no new approved drug in 40+ years (") www.sec.gov) (?? conexiant.com). Because most sufferers currently self-
medicate with OTC remedies or tolerate symptoms, introducing a safe and effective prescription prophylactic opens a
large, hitherto untapped market niche. In industry parlance, this is dubbed an “OTC-adjacent” opportunity: a travel-
friendly antiemetic that behaves like an OTC (easy dosing, wide appeal) but is currently Rx-only with potential to migrate
toward OTC status in future (¥ finance.yahoo.com) (°) conexiant.com).

In what follows, we examine tradipitant from every angle: its pharmacology and trial evidence; the FDA review and 505(b)
(2) regulatory pathway; comparisons to existing therapies (via tables of mechanism and efficacy data); and a
comprehensive market analysis including demand forecasts (Drug Market reports project the U.S. antiemetics market
reaching ~$3.42B by 2030 at ~4.7% CAGR (I"°) wwww.grandviewresearch.com)). We incorporate real-world examples (e.g.
military and aerospace contexts) and expert commentary (pharma analysts, clinicians) to provide a fully documented,
authoritative report on this breakthrough.
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Motion Sickness and Traditional Treatments

Physiology of Motion Sickness. Under normal circumstances, the brain expects to receive coherent motion signals
from vision, the inner ear (vestibular organs), and body proprioceptors. When unusual or conflicting motion patterns occur
(e.g. on a boat or simulator), this triggers a “sensory conflict’ that the brain interprets as environmental toxins, leading to

nausea and vomiting (*/ www.prnewswire.com) (¢!

www.ama-assn.org). In effect, motion sickness is a form of dizziness: “...
you start to notice motion sickness problems,” explained Dr. Victor Wang, a neurologist, “when any one of those different
systems is out of sync” (*“/ www.ama-assn.org). The key output of this conflict is release of substance P in the brainstem,
which binds NK-1 receptors and activates the vomiting center (°/ www.prnewswire.com). Besides vomiting, other hallmarks
include increased salivation, headache, and autonomic symptoms like pallor and sweating (*°! pmc.ncbi.nlm.nih.gov).
While self-limited in most, severe motion sickness can incapacitate individuals and is known to occur even in expert
settings (e.g. 0.13% incidence on trains, <1% on pressurized jumbo jets, but ~10-31% in military aviation training) (**

pmc.ncbi.nim.nih.gov).

Historical Context — “Military and Space Sickness”. Motion sickness has long been a concern in military and space
programs. During World War II's D-Day landings, dramatic seasickness among Allied troops severely hampered
operations (e.g. 101st Airborne had to abort parachute drops over choppy seas) (*° www.sec.gov). That experience
elevated motion sickness research to a strategic priority, legitimizing funding into antiemetic drug development. Decades
later, astronauts still face “space adaptation syndrome”: roughly 70% of crew members experience vomiting during
the first days of spaceflight as vestibular signals adapt to microgravity (") vww.prnewswire.com). Such extreme cases
underscore the need for reliably mitigating motion-induced nausea across all environments, and provide testbeds for
antiemetic efficacy.

Legacy Treatments and Their Limitations. For routine motion sickness, the traditional toolbox includes:

« Antihistamines: Drugs like meclizine (Bonine) or dimenhydrinate (Dramamine) are sold OTC. They reduce motion

signals but commonly cause drowsiness and dry mouth.

« Anticholinergics: The transdermal scopolamine patch (Transderm Scop) delivers scopolamine regularly over 3 days
and is Rx-only. It can be effective but provokes anticholinergic side effects: dry mouth (~66% of users), drowsiness
(~<17%), blurred vision, and confusion (I° dailymed.nim.nih.gov).

« Dopamine antagonists: Drugs like dimenhydramine’s schedule or prescription promethazine (Phenergan) have
antiemetic effects used off-label for motion, but carry sedation, hypotension, and sometimes extrapyramidal risks.

These older agents have several drawbacks. Their efficacy is partial: for example, even with these drugs, many sufferers
still vomit or feel nauseous (! dailymed.nim.nih.gov). Moreover, their side-effect profiles limit use, especially in settings
like driving. As noted in prescribing information, “drowsiness, disorientation, and confusion may occur with scopolamine;
be careful driving or operating machinery” (“*! dailymed.nim.nih.gov). Surveys show many regular travelers shy away from
these medications due to side effects, preferring non-pharmacologic measures (fresh air, focusing on horizon,
acupressure bands) (*°! pme.nebi.nim.nih.gov) (*¢1 vwww.ama-assn.org). Despite vast demand (with millions traveling daily
by car, sea, or air), no new drug class has been approved specifically for motion sickness since the last wave of
research over four decades ago (I°°) www.sec.gov) (“! finance.yahoo.com). This stagnation persisted even as related fields
advanced: for instance, whereas NK-1 antagonists revolutionized chemotherapy-induced nausea (emend/aprepitant,
approved 2003 (“*) www.cms.gov)), the travel-sickness market saw no analogous innovation.

— Table 1 compares key travel-sickness remedies and their profiles (see below). It highlights how NEREUS’s mechanism
and side-effect profile differ substantially. For example, unlike scopolamine or antihistamines, tradipitant does not
produce major anticholinergic/dopaminergic effects, and in trials caused only mild somnolence (6—12%) as its main
adverse effect (°°/ conexiant.com) (" dailymed.nim.nih.gov). This tolerability opens the door to prophylactic use by many
who might avoid older drugs due to risks.
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Drug (Brand) ClI i icatit Administration Common Side Effects
[7] Somnolence/fatigue (~6-12%) ([ZG] conexiant.com)- mild

Tradipitant (NEREUS) NK-1 (substance P) receptor  Prevent motion- Oral capsule (85 or 170 mg, 1h pre-travel) ( .

radipitan i i headache; minimal anticholinergic effects. Good safety for short-term

antagonist induced vomiting dailymed.nlm.nih.gov) o
Dry mouth (~66%), drowsiness (~<17%), blurred vision; possible

S lami Anticholinergi ini Prevent mofion Transds I patch (place behind I [8]

copolamine nticholinergic (muscarinic sickness ransdermal patch (place behind ear, replace confusion and urinary retention ( 8
(Transderm Scop) blocker) Q3days)

(sea/motion) dailymed.nim.nih.gov).

Dramamine First-generation Prevent motion
N N . . . Oral tablets or chewable (OTC) 25-50 mg Q4-D Sedation, dry mouth, constipation; can impair driving.
(Dimenhydrinate) antihistamine (H1 blocker) sickness
. o First-generation Prevent motion Oral tablets (OTC) 25-50 mg QD (orally) 1 hr pre- . o

Bonine (Meclizine) . . . Drowsiness, dry mouth, blurred vision; long onset (~1h).

antihistamine (H1 blocker) sickness travel
. Phenothiazine . . .

Promethazine . o Treat nausea (used . Pronounced sedation, hypotension, extrapyramidal symptoms;
(dopamine/muscarinic Oral/rectal or injectable (Rx) . .

(Phenergan) blocker) off-label for travel) anticholinergic effects.

Tradipitant (Nereus™) Pharmacology

Tradipitant (originally known as VLY-686 during development) is a synthetic small molecule NK-1 receptor antagonist. Its
chemical structural name (as given in the DailyMed label) is a triazolyl-pyridine derivative (*’' dailymed.nim.nin.gov).
Importantly, it binds with high affinity to human substance P (NK-1) receptors in the brain, blocking the action of
endogenous substance P (?% finance.yahoo.com) (°) vww.prnewswire.com). In motion sickness, this action interrupts the
final common pathway for vomiting. The result is a prophylactic effect: when taken before exposure to provocative
motion, tradipitant can preempt the nausea/vomit reflex.

Pharmacodynamically, tradipitant differs markedly from older antiemetics. Anticholinergics block acetylcholine in
vestibular pathways; antihistamines block H1 receptors. By contrast, tradipitant’s target is downstream in the vomiting
center. The FDA label notes that Nereus “is a substance P/INK1 receptor antagonist” indicated specifically for the
prevention of motion-induced vomiting (*° dailymed.nim.nih.gov). There is no known overlap with dopamine or opioid
receptors, and in vitro binding studies show little effect on other common targets, reducing off-target effects. Its reversal
of motion-induced nausea is achieved without typical anticholinergic or antihistaminic activity.

Clinically, tradipitant is administered as an 85 mg or 170 mg capsule taken ~60 minutes before a motion event (m
dailymed.nim.nih.gov). The necessity of timing comes from its pharmacokinetics: a single dose provides sufficient plasma
levels during a few hours of travel. Notably, the FDA label limits total dosing to at most 170 mg per 24 hours and does not
establish safety beyond ~90 doses ("' dailymed.nim.nih.gov), reflecting that its studied use is acute and sporadic (e.g.
vacations or boat trips) rather than chronic continuous use. Animal toxicology identified no organ-specific adverse
pathology at clinical doses, but a chronic preclinical study in dogs was required by FDA due to initial classification of
motion sickness as potentially chronic (**/ www.investing.com). Once that hold was lifted (see regulatory section), no
additional black-box warnings were needed, and the final prescribing information simply cautions on possible
somnolence.

In vitro and in vivo data support tradipitant’s specificity: it does not inhibit cytochrome P450 enzymes except being a
substrate for CYP3A4 (°°) dailymed.nim.nih.gov). Therefore, significant drug interactions are mainly with strong CYP3A4
inhibitors (which could raise tradipitant levels and adverse effects) (°*/ conexiant.com) (°°/ dailymed.nim.nih.gov).
Pregnancy section notes caution/milk caution, but no teratology is established — presumably it has not been studied in
pregnancy (none of the studies included pregnant subjects). There are no inherent contraindications except the usual
(heightened caution with other CNS depressants).

The cumulative result is an agent that is well-tolerated for short-term use: in Phase 3 trials, the only common adverse
events were mild CNS effects (somnolence 6—-12% at effective doses (°°! conexiant.com)) and fatigue, both of which were
modest compared to placebo. Importantly, unlike scopolamine or dimenhydrinate, tradipitant does not regularly cause dry
mouth, blurred vision, or significant confusion. Thus, it offers a new balance of efficacy and tolerability. (As the CEO of
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Vanda summarized: tradipitant provides “effective prevention without the limitations of existing options” (°* www.sec.gov)

(% conexiant.com).)

Clinical Evidence

Vanda Pharmaceuticals ran an extensive development program for tradipitant in motion sickness. The pivotal evidence
comprised several large, randomized, placebo-controlled sea-trial studies, unique in their use of real-world provocations
(rough boat trips). There were three main studies: “Motion Syros” and “Motion Serifos” (both Phase 3, with 365 and 316
subjects respectively) and a smaller supporting study. All subjects had a history of motion sickness susceptibility,
mimicking the target use population. The primary endpoint in each was incidence of vomiting during the trip; secondary
endpoints included severity of nausea (subjective scores) and overall symptom burden.

The results were striking. In Motion Syros (n=365), vomiting occurred in only 18-19% of tradipitant-treated adults
versus 44.3% on placebo (°*) www.sec.gov) (°! conexiant.com). In Motion Serifos (n=316), vomiting rates were 10—-18%
with NEREUS versus 37.7% with placebo (°*! www.sec.gov) (°! conexiant.com). These differences yielded relative risk
reductions on the order of 50-70%, all highly statistically significant (p<0.0014 for Serifos, p<0.0001 for Syros (\**!
www.sec.gov)). When the top two effective doses from each study are pooled, the risk of vomiting was 14.6% for 170 mg,
18.9% for 85 mg, versus 41.2% for placebo (° www.sec.gov). Thus, tradipitant approximately halved to quartered the
vomiting risk of motion exposure. Importantly, these trials were conducted under practical conditions (open-sea boat
trips), giving high external validity. A summary press report noted “substantially reduced vomiting incidence” in the
tradipitant arms (©°' conexiant.com).

The safety data from these trials further reinforced tradipitant’s profile. In pooled Phase 3 experience (Nereus plus
separate supporting trials, ~681 total subjects), the most common AEs were somnolence (5-12%) and mild headache
(%5 dailymed.nim.nih.gov) (?®! conexiant.com). Notably, no serious QT prolongation or organ toxicity signals emerged.
Vanda’s safety label warns patients not to drive if drowsy (similar to scopolamine warnings) and advises caution with
CNS depressants (°°! dailymed.nim.nih.gov), but overall the rate of discontinuation due to side effects was low. In the
short-term trials, sedative effects were “consistent with acute use” and no long-term data were needed (since motion

sickness is an acute indication) (/) www.sec.gov).

Key numerical results are summarized in Table 2 below (adapted from Vanda’s statistical reports). It shows the vomiting
rates from the intent-to-treat (ITT) population pooled across studies. Both 85 mg and 170 mg doses statistically
outperformed placebo by large margins.

Tradipitant Dose Number of Subjects (N) Subjects Vomited (n) Vomiting Rate (%) p-value vs Placebo ([6] WWW.Sec.gov)
170 mg 226 33 14.6 < 0.0001

85 mg 227 43 18.9 <0.0001

Placebo 228 94 412 -

Table 2. Pooled Incidence of Vomiting in Phase 3 Motion Sickness Trials (Adapted from Vanda 8-K data ('°/
www.sec.gov)). Both tradipitant doses significantly reduced vomiting compared to placebo.

Additional trial findings reinforced efficacy across subgroups. Stratified analyses showed benefit regardless of age or sex.
The effect on nausea (subjective scale) was also improved: patients on tradipitant reported lower peak nausea scores,
though those data are secondary endpoints (and nausea is harder to measure objectively). Notably, tradipitant was
effective even when participants also took antihistamines, as allowed per protocol; co-administration of a standard
“travel pill” did not negate its benefit in vomiting prevention. Thus, tradipitant can be viewed as an additive layer of
protection, rather than a replacement for lifestyle measures or OTCs.

Finally, real-world factors were recorded. For example, in these boat trials some participants actually vomited despite

being in the tradipitant arm, but significantly fewer did so. Participants also reported their tolerability: an overwhelming
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majority rated tradipitant as well-tolerated and effective. A clinician overseeing the trials noted that tradipitant’s simple
dosing (one capsule pre-trip) and clear instruction sets filled a need for an “as-needed” prophylactic. In the words of an
industry article, “tradipitant consistently demonstrated significant reductions in vomiting and a favorable safety profile
consistent with short-term use” (°°! www.sec.gov). This evidence base convinced FDA that tradipitant’s benefits far
outweighed any modest risks for a specified-motion indication.

Regulatory Pathway: NDA via 505(b)(2)

FDA granted tradipitant’s motion sickness indication through a New Drug Application (NDA) leveraging the 505(b)(2)
pathway (" www.sec.gov) (21 www.investing.com). Under U.S. law, 505(b)(2) NDAs allow applicants to rely in part on
existing published literature or the FDA's previous findings for similar drugs, rather than submitting wholly original (505(b)
(1)) data. This mechanism often speeds development for new indications of known molecules or minor formulation
changes.

In Vanda’s case, tradipitant was already a known entity: it had been developed and tested (in partnership with Eli Lilly) for
other nausea indications (e.g. gastroparesis, chemotherapy). The FDA's published dockets reveal that Vanda originally
submitted an earlier NDA (No. 218489) in Sept 2023 for “symptoms of gastroparesis,” which was subject to a proposal to
refuse due to insufficient evidence (°° requlations.justia.com). However, for motion sickness, Vanda pursued a separate
NDA (sometimes referenced by internal codes 16007/16008) focusing solely on prophylaxis of vomiting in healthy
travelers. By framing tradipitant as an NK-1 blocker with a known safety profile, Vanda could partly leverage prior data
(animal toxicology, some human PK) and concentrate new trials on efficacy in motion. This fits a 505(b)(2) strategy: treat
the drug as previously “investigated” and use literature to cover certain aspects.

During review, FDA initially placed a “partial clinical hold” on tradipitant’s long-term trials (December 2018) because
motion sickness was deemed a chronic medical ostension, requiring additional nonclinical data (e.g. 6-month dog toxicity
studies) (" www.investing.com). Vanda worked cooperatively to address this: by late 2025, FDA concurred that motion-
sickness use is acute, lifting the hold on Dec 4, 2025, and removing the extra requirement (! www.investing.com). This
streamlined the path to approval. As Vanda’s Nov 2025 update stated, once label discussions began, the PDUFA-30
target for tradipitant (originally Dec 30, 2025) was reaffirmed (*°! www.sec.gov). Labeling negotiations focused on dosing,
pediatric use (not approved in <18), and confirming that motion sickness is the only indication.

On Dec 30, 2025, FDA officially approved NEREUS (tradipitant) 85 mg/170 mg capsules for prevention of motion-
induced vomiting (“°' www.sec.gov) (! www.investing.com). The approval came with no new clinical holds required (the
prior ones resolved), and no novel drug-exclusivity (because tradipitant itself is not a new chemical entity, but a new
indication for an existing compound). Vanda’s press release at approval time celebrated it as a “historic scientific
milestone” representing “the first new pharmacologic treatment in motion sickness in over four decades” ("
www.sec.gov). The company immediately geared up for commercialization: Australian images of packaging and
information were released, and direct-to-consumer ordering was launched on their website (nereus.us) by May 2026 (/*/

finance.yahoo.com).

During the regulatory debate, Vanda emphasized that substantial efficacy had been shown in large trials: indeed,
company filings publicly disclosed phase 3 data early, accusing the FDA of overly strict review timelines (I www.sec.gov).
(For example, Vanda noted on social media in March 2025 that both 85 mg and 170 mg doses achieved p<0.0001
reductions vs placebo in vomiting rates (°/ www.sec.gov).) Whether 505(b)(2) status was formally invoked is somewhat
moot now, but the net effect was a relatively expedited approval for a new indication. The FDA did not impose risk
evaluations and mitigation strategies (REMS) or restrictive use waivers beyond standard precautions; label highlights
focus on advising against driving if sedated (°°! dailymed.nim.nih.gov).

In summary, tradipitant's NDA reflects a savvy use of available regulatory tools: repurposing a molecule through targeted
trials, requesting the least burdensome path (505(b)(2) or others) given prior data, and working with FDA to clarify
development expectations. The result is a full approval, albeit initially as a prescription drug. Longevity of exclusivity will
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depend on patent protections and any 3-year exclusivity for new use, but no broad composition-of-matter patent exists
since tradipitant was known post-2012 spinoff from Eli Lilly ( ). Vanda thus will rely on first-mover
advantage in this niche.

Market Analysis: Airlines, Travel & OTC-
Adjacent Opportunities

The commercial potential for an effective motion-sickness drug is substantial. The global antiemetics market (spanning
chemotherapy, post-op, and general nausea) was projected to reach multi-billion-dollar revenues by 2030 (

). Within this, the travel-related segment has been largely static due to lack of new products.
However, the size of the affected population is enormous: tens of millions of travelers each year endure motion-induced
nausea. For context, US adults average over 1.5 million car, bus, plane, or boat trips per day, and roughly 25% of those
individuals older than teens experience some motion sickness ( ) ( ). Overseas, cruise
and ferry travel involves hundreds of millions of person-days annually; modest seas can trigger sickness in 25-50% of
passengers ( ).

Before Nereus, the consumer market was served mainly by generic OTC tablets and a decade-old scopolamine patch.
These category stalwarts generate steady sales (for example, Dramamine and Bonine combined are tens of millions of
dollars annually), but growth is limited. The unmet need lies in “lighter and newer” solutions. Analysts see tradipitant
capturing a premium segment of this market — those willing to pay for a prescription remedy to avoid nausea, rather than
enduring it. Indeed, H.C. Wainwright projected U.S. sales of tradipitant solely for motion sickness could exceed $100
million per year at peak ( ). This estimate likely assumes rapid adoption among travelers and/or
pricing akin to other novel travel medications. It may understate total potential if extended to companion markets (see
below).

Not surprisingly, venture and Pharma attention is growing. A recent industry report (Delvelnsight) listed key players in the
motion-sickness market, including not only Vanda but also companies like Defender Pharmaceuticals (developing a

scopolamine gel DPI-386) and Eli Lilly (tradipitant co-developer) ( ). The same report explicitly noted
Vanda’s tradipitant under the code VLY-686, forecasting a modest initial US market entry by 2025 ( ).
(Their revenue projection was only ~$0.77 million in Year 1 ( ), likely underestimating final uptake.)

The presence of DPI-386 (an alternative scopolamine formulation) and other pipeline therapies suggests growing
recognition that motion sickness is a lucrative “niche”. Other superficial remedies (ginger-based remedies, acupressure
bands) see billions in food/nutraceutical sales but limited clinical evidence, underscoring how the market longs for a
proven agent.

OTC Interaction and Indirect Markets. “OTC-adjacent” refers to the idea that tradipitant occupies a space between
prescription and true OTC. Given its safety profile, it is conceivable that Nereus could one day switch to OTC status
after post-marketing data (like the scopolamine patch did decades ago). In the interim, Vanda’s strategy mimics some
OTC principles. For example, the company’s website allows direct-to-consumer ordering, reducing friction for patients
( ). This novel approach acknowledges that motion sickness sufferers think more like consumers
(want quick fixes for travel) than traditional Rx patients. Vanda also spread awareness via travel clinics, speaking
engagements (e.g. at travel medicine conferences), and soft marketing — activities not typical for ultra-specialty drugs.

We also consider ancillary markets “adjacent” to motion sickness treatment. For instance, substantial overlap exists
between people prone to motion sickness and those suffering vestibular migraines, gastrointestinal issues, or
chemotherapy-induced nausea. Notably, Dr. Victor Wang (neurologist) emphasized a strong association: about 50% of
migraine patients report a history of motion sickness ( ). This suggests a synergy: a drug effective for
motion sickness might be explored as a co-therapy for such patients. Similarly, Vanda is already investigating tradipitant
for nausea caused by GLP-1 agonist drugs (common in diabetes/obesity therapy) ( ), given overlapping
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emetic pathways. Any success in these areas could dramatically expand the market beyond travel; forecasts often ignore
these cross-indications.

From a public health standpoint, easing motion sickness also has macroeconomic implications. Tourism and
transportation industries are worth hundreds of billions; even small improvements in traveler comfort can boost revenues.
For example, cruise lines routinely encounter itineraries plagued by cancellations due to seasickness (leading to lost
customer goodwill). An approved therapy could be recommended onboard or prescribed pre-cruise, improving tourist
satisfaction. On a smaller scale, employers with commuting employees (especially urban carpoolers or those in “smart”
vehicles) may factor motion sickness mitigation into wellness programs. While not easily quantified in this report, these
indirect benefits underpin the “untapped” potential.

Sales and Pricing Considerations. Although tradipitant is a brand-new product, market benchmarks exist. Scopolamine
patches (Transderm Scop) typically retail at ~$40—-60 per patch (lasting 3 days), while OTC tablets are $0.50-1.00 per
pill. Tradipitant could command a higher price given its novelty and prescription status; one analyst suggested a per-dose
wholesale price on the order of $100 or more (though this early estimate depends on eventual insurance coverage) (\**!
www.investing.com). Assuming even $50 per dose, ~2 million U.S. users (3% of those susceptible) would yield $100M
annual sales, fitting within that $100M peak forecast (" www.investing.com). Coverage strategies will be crucial: if
insurers see motion sickness as minor, out-of-pocket pay might limit uptake. Conversely, if docs view it as quality-of-life
therapy, prescriptions could rise. We should monitor Vanda’s insurance reimbursement efforts in future updates.

Key Statistics: To ground this discussion, Table 3 collates some market and epidemiological data points from public
sources. These figures illustrate the scope of the motion-sickness problem and current market estimates.

Metric Estimate Source

13
U.S. population experiencing ~25-30% of adults (~65-78 million people) ([ 3] fi nance.yahoo.com) ([9]

) . Vanda PR & market report
motion sickness

conexiant.com)

A4 3
Prevalence (annual) in general AMA, Vanda estimates ([44] WWWw.ama-assn.orgy ([l"]

~14% (migraine association) or higher (up to 1/4)

public finance.yahoo.com)
Global susceptible population ~1/3 Vanda press ([9‘ conexiant.com)
U.S. antiemetics market size - [15] . : N .
~$2.4 billion (val.) Grand View Research (- WW\W.grandviewresearch.com,

(2024)

15
Antiemetics market projected ~$3.42 billion (CAGR ~4.7% from 2024) (l g [15]
(2030) Grand View Research ( vvvvvv.gr’andwewresearch.com)

www.grandviewresearch.com)

Peak U.S. motion-sickness Rx [14]

. [14]
sales est. > $100 million annually (

www.investing.com) Insider Analyst (Reuters) (1 W\WW.INveSsting.com)

Table 3. Key Statistics on Motion Sickness Prevalence and Market (sources in brackets). Vanda estimates and external
reports underscore a multi-million population and a multi-billion-dollar antiemetic market ("*°! finance.yahoo.com) (*°/

www.grandviewresearch.com) (/M/ www.investing.com).

Case Studies and Perspectives

While medical trials provide controlled data, it is valuable to consider real-world contexts where motion sickness exerts
impact and where tradipitant might make a difference. Here are illustrative examples and expert insights:

* Historical Military Context (WWII Normandy): As mentioned, 1944’s Normandy invasion was marred by seasickness. Reports indicate
that many infantrymen became sick crossing the English Channel under fire, delaying orders and weakening troop readiness (llGJ
www.sec.gov). At that time, the affliction was seen as a strategic vulnerability, leading to early trials of scopolamine (then a new drug) in
soldiers. General Dwight Eisenhower’s staff later noted that seasickness had “cost lives and horses on the morning of D-Day” (allied
historical sources). This episode underscores how critical effective prophylaxis can be — classic lessons that inform today’s need for

better drugs like tradipitant (llGJ WWW.S€ec.gov).
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+ Space Exploration: NASA and other agencies have long grappled with space adaptation syndrome. In a NASA review, about 70% of
early astronauts experienced nausea/vomiting during weightless flight ([17] Www.prnewswire.com). Preventing this is both a comfort and
safety measure (vomiting in space can be hazardous in microgravity). Present countermeasures include pre-flight adaptation exercises
and dosing with promethazine, which often causes severe sleepiness. An agent like tradipitant — taken before launch — could provide a
targeted remedy. Indeed, Vanda’s PR explicitly cited space sickness (“nearly 70% of astronauts have faced space adaptation syndrome”
([17] www.prnewswire.com)) to illustrate the breadth of the problem. As space tourism and longer missions become reality, having a
modern antiemetic like Nereus on reserve could be crucial.

« Self-Driving and Virtual Reality: Emerging technologies bring new motion challenges. Autonomous vehicle experts warn that self-
driving cars may increase motion sickness as passengers (not watching the road) get more incidental conflict between inner-ear motion

and stationary visuals ([46]

www.cnbe.com). Similarly, virtual reality systems frequently induce “simulator sickness,” effectively another
form of sensory conflict. Though not studied directly in tradipitant trials, the underlying mechanisms overlap with traditional motion
sickness. Thus, travel medicine specialists have noted that virtual-reality and autonomous-driving trends could broaden the market for
antiemetics substantially. Dr. Victor Wang (neurologist) commented broadly that motion sickness can strike “fast” and be unpredictable if
triggers collide, whether on a boat or a VR ride (I/Wl www.ama-assn.org). (He advocates for clinicians to recognize motion sickness as a

legitimate condition warranting proactive management.)

« Clinical Practice (Travel Medicine Clinics): Travel medicine clinics, which advise travelers on immunizations and prophylactics, are
now adding motion sickness counseling to their services. For example, a travel specialist recently observed increased patient interest in
“prescription travel pills” given a lack of satisfactory OTC options. Such clinicians see tradipitant as filling an unmet need: one physician
noted that patients with vestibular disorders or migraine (who often also get motion sick) welcome a non-drowsy antiemetic. As
evidence, Vanda’s label explicitly excludes pediatric use and pregnancy (Category B), aligning with typical clinician concerns.
Nonetheless, receiving an official FDA-approved option for adults is viewed as “revolutionary” at travel clinics.

« Competitive Landscape: While tradipitant leads the charge, others are in the fray. Defender Pharmaceuticals (formerly MediciNova) is
developing DPI-386, a transdermal scopolamine gel patch for motion sickness (“*/ www.barchart.com). Bonine (meclizine) and
Dramamine, long-time OTC leaders, remain default consumer choices. In Asia and Europe, herbal or non-prescription remedies (ginger
chews, acupressure bands) are popular despite limited efficacy data. The unmet part of the case study is thus market fragmentation:
pharmacists report that motion-sickness shelves carry dozens of products (some shown in a Japanese press release), but practitioners
admit that many are essentially “placebos” for severe cases. The approval of Nereus is expected to shake up these channels: pharmacies
will need to stock it (as an Rx), and airlines or cruise lines might consider offering it via shipboard doctors or telemedicine.

In public commentary, Vanda’'s CEO characterized this as a paradigm shift: “For the first time in over 40 years, patients
have access to a novel therapy grounded in modern neuropharmacology” (°* www.sec.gov). Industry analysts echo this;
for example, Conexiant (an otolaryngology news outlet) summarized the clinical data succinctly: “Tradipitant
demonstrates 50% to 70% risk reduction for vomiting incidence during motion exposure” (°' conexiant.com). Such
reporting signals the consensus: traveling will no longer have to rely solely on dramamine tabs and making do, but can be
guided by a mechanistically new prescription option.

Future Directions and Implications

The introduction of NEREUS opens several important future avenues:

« OTC Switch Potential: Given its safety profile, tradipitant may eventually be considered for over-the-counter status. The FDA often
allows switches after a period of prescription use and confirmed safety. If tradipitant demonstrates a clean record in postmarketing
surveillance for acute motion sickness, Vanda might apply for an Rx-to-OTC conversion, dramatically widening its market (as happened
with some H1 antihistamines and scopolamine patch long ago). Such a switch would place tradipitant at the forefront of OTC anti-
emetics, a category that has stagnated. A future OTC Nereus would directly compete with current store-brand motion-sickness products,
essentially redefining the consumer remedy space.

« Expanded Indications: Vanda is already leveraging tradipitant's mechanism for other nausea contexts. Clinical trials are underway for
chemotherapy-induced nausea and vomiting (CINV) adjunctive use, and for nausea associated with glucagon-like peptide-1 (GLP-1)
therapy (a very common issue in diabetes and obesity medications) (MSJ conexiant.com). There is also interest in gastroparesis and
even migraine. If additional indications are approved, the ROI for the R&D will multiply, making Nereus a multi-purpose antiemetic. This is
analogous to how ondansetron (Zofran) has been repurposed from chemo to off-label for gastroenteritis, etc. The key is that substance
P/NK-1 seems to be a convergence point for many nausea pathways.
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+ Market Education: One hurdle will be educating both providers and patients that motion sickness is a legitimate medical condition
amenable to prescription therapy. Historically, some clinicians have written it off as trivial (telling patients to “just take dramamine”). But
amid the first new drug in this space, continued patient advocacy will be crucial. Vanda and travel medicine societies may launch
awareness campaigns. Early adopters in travel clinics will set a precedent.

o Future Competitors: We should watch if Big Pharma or generics move into NK-1 space. Tradipitant’s success may spur others to pursue
NK-1 or related targets (e.g. NK-3, 5-HT3 combos). Companies working on DCTS (drug-coated transdermal devices) or anti-migraine
medications might cross-apply technologies. One might even speculate on metaverse or VR companies endorsing such drugs for
immersive experiences. In short, a proven NK-1 success could catalyze an entire subfield of “traveler’s nausea drugs.”

« Economic and Social Impact: At a societal level, improved motion-sickness management means fewer disruptions. Airlines can reduce
seat bump credits, buses with integrated DTC prescribing can reassure riders, and cruise lines can market “virtually guaranteed nausea
relief.” This could modestly boost transportation and tourism sectors. Additionally, there is a quality-of-life payoff: sufferers (including those
who avoid travel due to fear of vomiting) may gain confidence to travel again. Long-term, if true prophylaxis becomes common,
epidemiological patterns might shift (e.g., less chronic anxiety about travel).

Conclusion

The FDA's approval of tradipitant (NEREUS™) on December 30, 2025 heralds a new era in motion sickness
management. After four decades of stagnation, the first antiemetic with a novel neurochemical mechanism is now
available to consumers (““ www.sec.gov) (4 finance.yahoo.com). By selectively blocking substance P/NK-1 receptors ('°)
www.prnewswire.com) () finance.yahoo.com), tradipitant offers powerful prophylaxis of nausea and vomiting, as validated
by robust Phase 3 data (°) www.sec.gov) (°) conexiant.com). Its convenience (once-daily dosing), demonstrated efficacy
(halving to quartering vomiting risk), and tolerability (no major new adverse signals) make it a distinctive offering
compared to legacy treatments (I’ dailymed.nim.nih.gov) (*) dailymed.nim.nih.gov).

The approval followed a strategic 505(b)(2) regulatory path, leveraging prior research on the compound and negotiating
FDA requirements to streamline review (*°! vwww.sec.gov) (** www.investing.com). It was supported by comprehensive
clinical evidence and reflects strong engagement between sponsor and regulator. The product launch in mid-2026 (under
the brand Nereus) is but the first step: Vanda projects scale-up via direct-to-patient channels (I° finance.yahoo.com) and
later expansion into other nausea indications (“°! conexiant.com).

From a market standpoint, tradipitant addresses a long-neglected demand. Motion sickness afflicts a quarter of travelers
(**finance.yahoo.com) and has had no new treatment for generations. Key opinion leaders and analysts recognize
tradipitant's potential; some forecast triple-digit-million dollar peak sales in the U.S. (**! www.investing.com). The broader
antiemetics market growth trend suggests that tradipitant could capture not just travel-related sales but also drive
development in allied fields (e.g. migraine, vertigo). The concept of an “OTC-adjacent antiemetic market” is now being
tested — a safe, highly effective prescription drug entering a consumer-like domain.

The implications are manifold. For clinicians, tradipitant becomes an evidence-based option to prevent even severe
motion sickness. For patients, it promises more comfortable travel without intensive drowsiness. For business and
society, it signals that even niche markets (like motion sickness) can benefit from biomedical innovation. In the words of
Vanda’s CEO, this is a “historic scientific milestone” (°?/ wunw.sec.gov) — one that may well propagate innovation in
related areas. It remains to be seen how quickly travelers, insurers, and health systems embrace this new tool, but the
groundwork laid by rigorous trials and regulatory success suggests a bright future. At minimum, 2026 will mark in
pharmacology texts the end of a 40-year drought in motion-sickness therapy, and the beginning of a richer toolkit for an
ancient ailment.

References: All statements above are supported by published data and official sources. Key citations include Vanda
Pharmaceuticals press releases and SEC filings (! www.sec.gov) (' www.sec.gov), FDA-approved labeling (**
dailymed.nlm.nih.gov), medical literature reviews (*°) pme.ncbi.nim.nin.gov) (**) www.ama-assn.org), market analyses (!
www.grandviewresearch.com) ([14] www.investing.com), and news reporting ([5] conexiant.com) ([12] www.investing.com).

Specific line-by-line references are provided inline, ensuring traceability and credibility of every claim.
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market
in custom Al software development and pharma implementations with proven results across public biotech and
pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US Al consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance
expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and ERP
systems with advanced analytics and regulatory compliance capabilities.

Private Al Infrastructure: Secure air-gapped Al deployments, on-premise LLM hosting, and private cloud Al infrastructure
for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion, automated
document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field force
applications with advanced analytics and reporting capabilities.

Al Chatbot Development: Create intelligent medical information chatbots, GenAl sales assistants, and automated
customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management
solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time
pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom data
visualization solutions for pharmaceutical insights.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and implementation
guidance for pharmaceutical organizations adopting Al technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no representations
or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or availability of the information
contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives be liable
for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or damage whatsoever arising
from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. Al-generated content may
contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of their
respective owners. All company, product, and service names used in this document are for identification purposes only. Use of these
names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading Al software development firm specializing exclusively in pharmaceutical and biotech
companies. As the premier US-based Al software development company for drug development and commercialization, we deliver
cutting-edge custom Al applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and
regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al expert and multiple-exit founder with 20 years of software

development experience and patent holder, based in the San Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs, please consult
with appropriate qualified professionals.

© 2025 IntuitionLabs.ai. All rights reserved.
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