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Abstract Trappsol® Cyclo™ - Mechanism of Action & Clinical Data

Background:

NPC is an ultrarare autosomal recessive disease. NPC1 and NPC2 proteins are
required to shuttle unesterified cholesterol from the late endosomal/ lysosomal
compartment to other cellular membranes. Deficiency of either protein leads to : L — aimen A Tau (ng/L)
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Trappsol® Cyclo™ administered IV every two weeks for 96 weeks. Efficacy will be
measured at week 48 and week 96. A sub-study for patients 0-3 years was
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17-domain NPC-CSS. All 9 who completed were assessed as clinically stable or Reccue Criterion:
improved by their physicia nS. Subjects who experience a substantial clinical decline (> 2 levels on the Clinician

Global Impression of Severity [CGI-S]) for at least 12 weeks beginning at Week 36
may enter the open-label extension and receive Trappsol® Cyclo™ after Week 48.

Disease Background & Clinical Program Endpoints and Outcome Measures Phase 3 Study Eligibility Criteria

. . i . Primary End point Seconda ry End point Key Inclusion Criteria Key Exclusion Criteria
NPC: A Debilitating Disease with Fatal Outcomes pimaryEndpoint  SeondayEndpoimt

All subjects will be assessed for both primary efficacy endpoints. Ataxia, as measured by the SCAFI (Spinocerebellar Ataxia 1. Confirmed diagnosis of NPC1 1. Recipient of a liver transplant or planned liver transplantation
e Rare, fatal and progressive genetic disorder affecting notably For EU, EMA Functional Ind-ex) composite score 2. Annual Severity Increment Score between 0.5 2. Patients with active liver disease from any cause other than NPC1 or
the brain, liver, spleen and lungs. . " . bulat . H Includes timed tests for 8-meter walk, 9-hole and 2.0 using the 17-domain NPC Severity Scale prolonged icterus or malformation of organs other than NPC1
1/100,000 (~35 per year in U.S.) Mean change in 5D NPC CSS (Ambulation, Fine Motor, Speech, pegboard, and PATA speech.

* Characterized by a defect in the NPC1 (95% of patients) or

3. Treated or Not Treated with miglustat (patients 3. Clinical evidence of acute liver disease including symptoms of jaundice or
NPC2 (5%) protein

it ® ™
Swallow, and Cognition) between Trappsol® Cyclo™ and placebo Activities of daily living, as measured by the Vineland 2

groups from Baseline (Week 0) to Week 48, and if necessary, Week o _ o must be on a stable dose for at least 3 months right upper quadrant pain or international normalized ratio >1.8
 Causes a cholesterol transport defect which results in the 26 Aspiration, as measured by the Penetration aspiration oTEr D e Sereening WSt er nee elseeniiied 4.Stage 3 chronic kidney disease or worse as indicated by an estimated
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sphingosine and glycosphingolipids) within the endosome ~ 97% are aged 3 and above For US, FDA Screening Visit) glomerular filtration rate (eGFR) <60 mL/min/1.73 m2.
* Impaired intracellular lipid trafficking in major tissues and ~ 60% aged 16 and above Mean change in the modified 4D-NPC-CSS (Ambulation, Fine Motor, P b han 4.5 k 4] " 5. In patients aged <18 years, eGFR is calculated according to the Schwartz
organs, responsible for the clinical features of the disease Speech, and Swallow) between Trappsol® Cyclo™ and placebo 20 y|va:e|fz; ireater than 4.5 kg and less than or equation50, and in patients aged >18 years eGFR is calculated using the
e Extreme clinical heterogeneity with variable hepatic, groups from Baseline (Week 0) to Week 48, and if necessary, Week equalto & Modification of Diet in Renal Disease equation
pulmonary, neurological, and psychiatric manifestations at 96 5. Presenting at least 1 neurological symptom of . L .
presentation, including auditory loss Early Infantile (2m-2): 4.6y Exploratory Outcome Measures the disease 6. Use of curcumin or fish oil within 12 weeks prior to enrollment
Late Infantile (3-6): 9.4y 7.Known or suspected allergy or intolerance to the study treatment
. e All investigators have undergone training on the NPC-CSS Speech analytics, pre- FEV 8. Treatment with HPBCD prior to entering the stud
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Trappsol® Cyclo™ Summary of Completed Clinical Studies in NPC Conclusion

Study 101 Study 201 * The results from this Phase 1 and Phase 1 / 2 study support the mechanism of action of systemically (intravenous) twice weekly administration of Trappsol® Cyclo™ in mobilizing intracellular
cholesterol stores in subjects with NPC1 as demonstrated previously by preclinical studies.

Phase 1 study in NPC patients aged Consistent pharmacodynamic effects

18 years and older showed and safety profile observed in a 48- * |nthe Phase 1 study Trappsol® Cyclo™ showed positive pharmacodynamic effects in plasma with normalization of cholesterol homeostasis) and clearance of hepatic cholesterol and lipid
Trappsol® Cyclo™ was well- week Phase 1/2 study in NPC

tolerated with an acceptable safety patients aged 2 years deposits and Cerebrospinal fluid (CSF) (increase in 24S-hydroxycholesterol and reduction in total Tau).

and tolerability profile and older

» 8 of 9 patients who completed the Phase 1 / 2 study experienced clinically meaningful improvements in one or more efficacy endpoints (assessed by the 17 Domain NPC Severity Scale)

* 100% of patients who completed were assessed by treating physicians in the Phase 1 /2 were rated as either stable or improved over 48 weeks.
e The administration of Trappsol® Cyclo™ has shown an acceptable safety and tolerability profile.

After IV infusion, the drug is detectable in the cerebrospinal fluid  100% of patients assessed by treating physicians to be either stable or
within hours after the start of infusion improved ™ . . . . .o _ . ol ® ™
Cholectorol synthects and metabolian affected. and cholestero . 88% (8 of 5 pationts who completed the stud).  exnerienced cliniell * TransportNPC™ Phase 3 study is the largest and most advanced global Phase 3 pivotal efficacy study in NPC; it evaluates the long-term efficacy and safety and tolerability of Trappsol™ Cyclo
cleared from cells, mimicking effects from nonclinical studies (in vitro meaningful improvements in one or more efficacy endpoints, assessed by in su bJeCtS W|th N PCl ) nd |S Open for en rol I ment
and in vivo) in NPC models the 17 Domain NPC Severity Scale ’
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mg/kg dose was selected for the Phase 3 study
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The observed safety and tolerability profile consistent across studies and treatment duration, irrespectively of age spectrum and disease severity

Treatment-Emergent Adverse Events: majority mild to moderate in severity, manageable and monitorable and most considered unrelated to Trappsol®
Cyclo™
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