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INTRODUCTION RESULTS
» Invasive fungal infections (IFis) are increasing in incidence and cause substantial morbidity .+ Demographic and clinical characteristics of the study populations are shown in Table 1. Table 3. PK of EL219 in the MAD Study
and mortality [1]. IFIs are a significant concern among the growing number of . . . o : :
immunocompromised patients and those receiving immunosuppressive therapies [1]. Table 1. Baseline Demographic and Clinical Characteristics 1.5/1.0 mg/kg (n=6) | 2.0/1.0mg/kg (n=5)t | 17/1.7mg/kg (n=5)t
. Amphotericin B (AmB), cmg Iipos.or.nq.l formulations of Arr_wB, are potent, efficacious SAD Study MAD Study AUEO—]GB Day 1 471.4 (14.6) 699.1 (12.3) 534.3 (14.1)
antifungal agents, but their use is limited by nephrotoxicity [1]. Parameter (N=48) (N=24) (Mg*h/mL) Day 8 357.1 (16.1) 472.0 (22.0) 622.9 (17.6)
. EL21.9 (formerly known as SFQQ]), an AmB derlvotlv.e., Is @ novel, next-generation polyene T 343 + 9.5 T T Cooy Day 1 14.8 (15.4) 18.8 (14.5) 16.2 (12.2)
antifungal, structurally modified to enhance specificity to fungal sterols [2]. (ug/mL)
. . : Sex, n (%) Day 8 10.5 (7.4) 1.7 (9.2) 17.9 (7.0)
— EL219 I.S n CI.InICCII development for .equy dntlfqngql therdpy of Suspected pulmonolry Female 13 (27']) 10 (4]’7) S (33'3) 2 (25’0) *AUC and C,, Values are presented as geometric mean (geometric CV%). tOne subject from each of the 2.0/1.0- and
mold |nfeCt|OnS, treatment of invasive CISpeI’QIHOSIS, and treatment of Cl’yptOCOCCOSIS. Male 35 (72-9) 14 (58-3) 6 (66-7) 6 (75-0) 1.7/1.7—mg/k80I)E(L219 groups was excluded from summary statistics due to significant D8 infusion interruptions.
_ ini ' - ‘ ivity in vi Not Hi ic or Latino, n (% 47 (97.9 21 (87.5 5 (55.6 3 (375 : _ : , ,
I poncllnlcal stud|e§, E.L.219 demonstrated broad-spectrum antifungal activity, in vivo ot Hispanic or Latino, n (%) (97.9) (87.5) (55.6) (37.5) . Following administration of a 2nd dose in the MAD study, accumulation was
efficacy, and few toxicities [2-5]. Racef 17% in the 1.7/1.7-mg/kg group
. s : White 26 (54.2) 11 (45.8) 2 (25.0) 2 (25.0) e A °
Here, we report pharmacokinetic (PK) results from three Phase 1 studies of EL219. iy - gs]'jo’) i ((45.33) 5 (75.0) 5 (75.0) . Other dose regimens — 1.5/1.0 mg/kg and 2.0/1.0 mg/kg — provided higher
White, American Indian, 1 (2.1 1(4.2 0 0 rotb— —
METHODS ik first dos§ (front Ioc?ded) exposures.
, L . ] Asian 0 1(4.2) 0 0 « EL219 PK in adults with moderate Rl showed a trend toward slower
— In two randomized, double-blind, placebo-controlled trials, participants were NR \R 4 % 0. T matched-control participants (Fig. 3).
administered EL219 at various doses (up to 2.0 mg/kg) or placebo, to assess the safety ’ _ - - | o ' ' | ' '
of single and multiple doses of EL219. envolod partdipants from the falowing s6i-raportod 1ace eatbgories, American Indian or Alaska Native, iack or Affican Amerioan, Amerisan Indian.or Alaska Nave: naive Hawaiian oromer  F1GUIF@ 3. PK Profile of EL219 Following Dosing in Rl or Healthy Adults
— In.an open-label study, participants with moderate renal impairment (RI; estimated ebod rGes o ML recor ot Yo standerd dovition.
glomerular filtration rate [eGFR]: 30—<60 mL/min) and healthy control participants _. 1007 —e— Participants with moderate Rl
matched for sex, age, race, and body weight received a single 1.5-mg/kg dose of EL219. Safety - 10 —o— Matched healthy control participants
. . — 1
+ The primary objective of all three studies was to assess the safety, tolerability, and PK * EL219 was generally well tolerated in all three studies. § =
profile of EL219. - Transient histamine-like allergic reactions, likely related to excipient (polyethylene glycol), occurred at higher ac 1 -
. . . doses or at higher infusion rates. 5 =
Figure 1. Designs of the EL219 Phase 1 SAD, MAD, and RI Studies NS . . . . . . . @8 .
« Some participants showed evidence of mild, transient renal tubular abnormalities, consistent with drug aggregation. 5 < -
SAD Study EL219 IV MAD Study @I Y — These resolved without intervention or recurrence with additional dosing. N § 0.01 -
dose dosel dose 2 1T :
Check-in QGIILEM Discharge Follow-up check-in QLD QWCEIEOW bpischarge Follow-up * No electrolyte abnormalities, anemiaq, or other safety abnormalities were observed, even in the setting of 3
Day D-1 DI D8 D14 D21 Day D-1 DI D8 D14 D21 D28 moderate RI. 0.001 — . . | | | | |
| | | | | | | | | | | o 0 100 200 300 400 500 600 700
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Cohort 5* - . . ege .
Cohort 4* 14 s - _ - Plasma EL219 concentrations remained quantifiable for weeks (Fig. 2). CONCLUSIONS
Cohort 3* 1.0 ' ' . Exposures as measured by area under the concentration-time curve (AUC) and maximum concentration
Cohort 2* 0.5 cohort]® s o (Cay) iNcreased approximately proportionally with increasing dose, along with other single-dose PK « Across three studies, EL219 was well tolerated with no safety concerns.
CohortT® o parameters, as shown in Table 2 for the 1- and 2-mg/kg dose groups. . EL219 demonstrated a long half-life, enabling once-weekly dosing.
The SAD and MAD studies were randomized, double-blind, placebo-controlled trials. - Most notably, EL219 demonstrated a long half-life (>60 hours following single-dose administration of 1.0 and - No changes are expected in dosing EL219 for use in adults with moderate RI.
RI Study S 2.0 mg/kg, Table 2); urinary excretion was 20—-25% as EL219. + These data further support the ongoing development of EL219 for
Open-label, single-dose study  check-in QU] Discharge _ Follow-up - Table 3 shows PK on D1 and D8 in the MAD studly. antifungal therapy. | | |
pay D-1 . DS D14 D21  Clinical investigation of EL219 will continue with the enroliment of a cohort
| | | | | =~ -
- . o o o o of participants with severe Rl to assess safety and PK, as well as Phase 2
Participants with moderte R Enigi 15 Figure 2. PK Profiles of EL219 in the SAD Study Table 2. PK of EL219 in the SAD Study studies on cryptococcal meningitis (ongoing) and early antifungal therapy
Matched healthy control participants (n=8 1.5 c 18 — olm /k o Study (CommenCing in Q4 2025)
*Randomized 3:1 participants per cohort (EL219 IV, n=6; placebo IV, n=2; both administered in a 60-minute infusion). .g 16 0.5 mgg/kgg Parameter*
D=Day; IV=int ; MAD=multipl ding dose; SAD=sing| ding dose. :
ay INntravenous multiple ascending aose single ascending aose % ]4 | ]O mg/kg REFERENCES
Safety Assessments 8 —_ 12 4 1.4 mg/kg . 1. Branda F, et al. Infect Dis Rep 2025;17:91. https://doi.org/10.3390/idr17040091
« Adverse events (AES) |Gborqtory assessments (hemqtok)gy Chemistry UrinCIIYSiS) g - 10 —v— 1.7 mg/kg AUCq_ i (Pg h/ml-) 359.6 (3].6) 744.6 (27.8) 2. Maiji A, et al. Nature 2023;623:1079-1085. https://doi.org/10.1038/s41586-023-06710-4
: / . . . / r : ' 3 é — 2.0 mg/k 3. Lepak AJ, et al. Antimicrob Agents Chemother 2024;68:20163123. https://doi.org/10.1128/aac.01631-23
electrocardiograms, and vital signs were monitored throughout the studies, including at > D g —e— 2.0 mg/kg Cooon (HG/ML) 7.4 (76.0) 15.7 (22.0) 4. Gebremariam T, et al. Antimicrob Agents Chemother 2025;69:e0180224. https://doi.org/10.128/aac.01802-24
follow—up (SAD study; D21 £ 1] dqy; MAD and Rl studies: D28 = 1 dqy). Ev 5. o 5. Vahedi-Shahandashti R, Lass-Flérl C. Antimicrob Agents Chemother 2025;69:¢0032225. https://doi.org/10.1128/aac.00322-25
o ty 62.35 + 7.88 88.10 + 21.37
PK Assessments £ 4- = ACKNOWLEDGMENTS
* Sqmples to evaluate the PK Of EL219 were CO”eCteq pre—do§e and (.]t multlple timepoints E 27 CL (L/h) 0.225 + 0.060 0.223 + 0.057 This study was funded by Elion Therapeutics. Medical writing and production support was provided by C. Greenwood
post-dose. Drug concentrations were analyzed using a validated liquid chromatography- 0t ——— (Aspire scientific Ltd, UK) and funded by Elion Therapeutics.
tandem mass spectrometry method. 0 48 96 144 192 240 288 336 384 432 480 Va (L) 20.0 + 5.31 27.3+5.68
« PK pard meter COmpUtCItionS were calculated USing Phoenix® WinNonlin® softwa re, and Hours From Dosing *AUC and C, values are presented as geometric mean (geometric CV%); all other DISCLOSURES
descriptive statistics were generated using SAS® (V9-4)- Data are arithmetic mean values. gﬂ%ﬁggirnsczrec:?/rfgggftﬁg;;t?arflt\?ornii:g:q te],fzrfo?f?iife; V4=volume of distribution. All authors are employees or consultants of Elion Therapeutics.
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