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* Invasive fungal infections (IFIs) are increasing in incidence and cause substantial Table 1. Antlfungal CICtIVIty proflle |:|g 2. Mouse models of asperg|IIOS|s, mucormycosis and fusariosis De5|gns of Phase 2 cryptococcal meningitis and early
morbidity and mortality. IFIs are a significant concern among the growing number of antifungal therapy studies
immunocompromised patients and those receiving immunosuppressive therapies [1]. species (n) EL219 LAMB Isavuconazole  Posaconazole  Voriconazole A) Aspergillus fumigatus (AF293) L
- . . Lo un o
« Amphotericin B (AmB), and liposomal formulations of AmB, are potent, efficacious ¢. albicans (10) 0125 -1 025 -2 <0.03 - >16 <0.03->16 <0.03 - >16 100 T a V5] e aooss pcero A) Cryptococcal meningitis (PLATFORM-CM study; NCT06666322)
antifungal agents, but their use is limited by toxicity, especially nephrotoxicity [1]. ¢. auris (10) 0251 1-8 <0.03-05 <0.03-025 <0.03-4 S 80 zj °e = R - Site: Kampala, Uganda; n=40 11 LAMB (10 mg/kg) QW for 1 week vs EL219 QW for 2 weeks
« Turletricin (EL219, formerly known as SF001), a novel AmB derivative, is a next- & neoformans (10) 0125 — 025 025 1 0125 — 2 0.06 - 025 0,031 s <4000 va. placebo; <0.02 vs. LA s AleE (2 and 1.5 mg/kg); both arms on top of standard of care fluconazole + 5 flucytosine.
generation polyene antifungal, structurally modified to enhance specificity to P B o P e . e 3 60 | 1 §7_ e - Primary efficacy endpoint: Rate of CSF Cryptococcus clearance quantified by change of
- - -> < - -> - !
fungal sterols [2]. A fumigatus : : : : : : £ 40 e 85 log10 Cryptococcus CFU/mL CSF/day as measured by fungal cultures over ~2 weeks.
. ‘e . . e = - - - - m ° -
+ Two informed structural modifications to AmB were made to generate turletricin: A terreus (6) 05-2 1->16 -8 0.06-025 05-2 S |= e ramen 0.0001 g3 B) Early Antif | Th (TREAT-1 study: NCT07215273)
. L . . . L e i = O 20 EL2190.3 mgkg - ar nurungad era =1 stuay;
1) Epimerization of the mycosamine C2' carbinol shifts binding specificity from A. calldoustus (6) 05-1 >16 4 18 8 il e 8 ovws g, S S eSS Y 9 Py Yi
cholesterol and ergosterol to ergosterol only. A. lentulus (6) 2-4 4->16 1- 4 0.25-0.5 4-8 0 - & A & T 5T g .
0 3 6 9 12 15 18 21 o o o e & treati EL219 N e
2) Amidation of the C16 carboxylic acid group restores antifungal activity lost due M. circinelloides (10) 025-05  <0.03-0125 >16 05-4 »16 Days Post Infection omcgony & & & T D R i R
to the C2’ stereocenter inversion. R. arrhizus (6) 025 -1 <0.03 1-4 <0.03 - 0.25 2-4 "
F. oxysporum (6) 2-4 16 216 2516 4-16 B) Mucor circinelloides (DI15-131) s6050adultpaients | Active
- with a suspected IFI compqrutor* LAMB IV once-daily for 14 to 42 days ‘
C. immitis (6) 006-0125  <0.03-05 0.125 - >16 <0.03-4 0.06-4 100 % " Kidney Brain Sietomads (n=30) P S
B. dermatitidis (6) 0125 - 0.25 <0.03 <0.03 - 0.25 <0.03 - 0.06 <0.03-05 S g0 s P s — 07, — e mermental Voricanazole IV o aral every 12 hours on Deye 148 !
» 9 o 9 = control arm
: e e H. capsulatum (6) 0.06 - 0.25 <0.03 <0.03 - 0.06 <0.03 - 0.06 <0.03 - 0.06 2 P=0.004 2 4 e £ 4 08676
: MOdlflcatlons to the 3 60 Lo_ P=0.01 | g 7 o §’ 7 0.5639 *To maintain the blinding of the trial, patients in each treatment arm will receive placebo on a dosing schedule that corresponds with the medication
' Chemical Structure Data represent CLSI-based MIC (ug/mL) range values read at 100% growth inhibition for EL219 and LAMB and at 50% for azoles. "E B Uninfected b—l . = R 1 g o o ] given in the other arm.
: EL219=micellar formulation of EL219 in a 1:3 molar ratio with DSG-PEG2000; LAMB=liposomal amphotericin B @ 404+ 121930 mong L P=0.02 _ s : d A . o T s n Py IFI: Invasive fungal infection; LAmB: Liposomal amphotericin B.
: < . ELZ1975 mghkg 2 B 2 Iy &P
! * EL219 has antifungal spectrum and potency similar to LAMB, with potential advantages & 20lm Ly | S : ' b 11 P 3 ‘Primuryoutcome measures )
! against non-polyene-susceptible Aspergillus species. L 0ugig _l_l g, g2 Fﬁ
- ' , . . 0-—— : 1
Amphotericin B (AmB) : EL219 » Because commercial drug formulations of EL219 (DSG-PEG2k micelles) and AmB 0 3 6 9 12 15 18 21 @Q&“ PRSI &&@ @Gé,o &S &Q\@ ﬁ g
! (liposomal) were used here and there are known issues around polyene class Days Post Infection T A S N A N N Q’/»s Blmel 3 =5
- ici i i i - ici oge . . . . T Sl S 2 W
o o it By inverting the carbinol center, e angroidal nonspecific binding, future MIC testing will utilize drug substances and explore the O AR &S & & & N ) . . _
© targets sterols in both human and ! tOXICIty is reduced and ergosterol potential for reduced renal toxicity i b|t f m df d MIC methodol to miti t b‘nd'n =10 mice/ All-cause mortallty Serious adverse Treatment emergent
fungal cels; renal toxicity ' extraction is preserved through the viapbiiity or a modine ethodology to mitigate binding. (n=10 mice/group) atday 42 ovents adverse events
1 conversion of carboxylic acid to . . . . ; ; _
| serinol amide Table 2. In vitro and in vivo properties summary C) Fusarium solani (95-2478) . )
100 o
« Turletricin’s improved safety profile over AmB enables micellar formulation (1:3 Active against clinically relevant yeasts and molds _ H] _ _ P ~ ~
molar ratio of EL219:DSG-PEG2000) rather than necessitating the use of lipids or Spectrum/potenc Limited activity vs. Scedosporium, Lomentospora, Cunninghamella Seo . Kidney . Brain Selected inclusion criteria Selected exclusion criteria
liposomes to alter PK properties for toxicity mitigation. P P y More potent compared to AmB, including against polyene- g 60 2 13 o - 2 <ot At loast ome of these risk factore for Il Participants must NOT mest any of the following
.. . . .. i i i (] > 8 o5 = ) ) i P
+ In nonclinical studies, EL219 demonstrated broad-spectrum antifungal activity, low In vitro nonsusceptible Aspergillus (A. lentulus, A. calidoustus, A. terreus) I P N ER, . 27 rwa, + Alogeneic bone marow vanspient e e et
. . . . « e H i i H —lri ninfectes ° + 2] cytotoxic, biologic, or immune-modulatin . <
resistance potential, long half-life, efficacy vs key moulds, and few toxicities [2-7]. Antifungal MOA Fungicidal in yeast and mould time-kills 8 | ezres0mena ok 3 o[ % A P 1 thetapy for & hembtological maignancy randomization or relapsed/recurrent IMI which has
. . f if f Post-antifungal effect |In line with AmB 5 20 = Et;:: ;-5 ;Ei;g -] ol e - A v 2 5 : . s . . Corticosteroid use (zDA:})mg,’kg,’dny prednisone ;t.)t respt(;ndedltto ot?er artltflfungglr:heruplés :
. " X m 9 2] Tk s ] ivalent for >3 K + Prior antifungal treatment for > ours prior to
EL219 is in clnjlcal development. or egrly anti ur)gol'therapy of suspected pulmonory' ot Spontaneous frequency and serial passage studies suggest low o < Lwe 5ot ¢ W e o s ‘ :gs:ﬁ:gnogﬂrerr:;;:imm_ce" oo, e |
mould infections, treatment of invasive OspergHIOSIS, and treatment of CryptOCOCCOSIS. esistance resistance potential in yeasts and moulds s §’ i M §’ : EEME K immunosuppressants . tSysteer b_cc:_erlol infection diagnosed <14 days prior
. L L — . - 0 3 6 9 12 15 18 21 P O & & O P S Y . Aninherited i defici orandomization N
- Herein, we present a selected summary of nonclinical and Phase 1 clinical data Protein binding Highly protein bound (>94%) Days Post Infection N & & &S rirhertied severe mmunecereeney. + 1or more of the following laboratory abnormalites:
. . ey . . . . N - <Q P A® o» "N o '\:_,, D ,\6_: At Ieu.st one of ttlese qlugnostlcs suggestive of an - Alanine aminotransferase (ALT) 5 x upper limit of
supporting turletricin’s current investigation as a once-weekly polyene in two Plasma Tij» Ty2 23 hrs (rat); longer in tissues (n=20 mice/group — pooled data 2 e @ 2 e N @ invasive mould infection: normal
Phase 2 clinical trials for treatment of cryptococcal meningitis (PLATFORM-CM) and In vivo [Tissue concentrations |Liver > Spleen > Lung > Kidney > Heart > Brain from two n=10 experiments) LA A ‘ ¢ & & * Abrormal findings on chest CT scan + Total serum bilirubin 25 x ULN
. . . . . (n=10 mice/group) Positive assay results using an approved = Serum creatinine 22 mg/dL or creatinine clearance
early antifungal therapy for suspected invasive mould infections (TREAT—]). Metabolism No significant metabolism . . . . o ] . diagnostic test (crcL) <30 mL/minute
CYP interactions No interactions with CYP isoforms « EL219 is efficacious in mouse models for key mould species including (A) A. fumigatus, \. J J
- - - - — (B) M. circinelloides, and (€) F. solani, with survival and bioburden reduction in lung,
METHODS * EL219 demonstrates properties largely consistent with AmB across in-depth in vitro brain, and kidney on par with or better than LAMB at clinically relevant doses (i.e. EL219 CONCLUSIONS
and in vivo/ ADME profiling at 30 mg/kg in mice = 2.4 mg/kg in man).
+ Detailed methods for the datasets presented in this review can be found in the cited « EL219 retains polyene class antifungal spectrum/potency, fungicidal activity, and low
N - > . s . o o ‘ ‘
references [2-7] and ClinicalTrials.gov NCT identifiers. Cllnlcal OverVIew resistance potential.
. . . . . + Rational design of EL219 to selectively bind fungal ergosterol over human cholesterol
RESULTS Flg 3. De3|gns of Phase 1SAD, MAD, and renal |mpa|rment studies translates into a non-nephrotoxic profile as demonstrated in nonclinical and Phase 1
Nonclinical Overvi SAD Study MAD Study  EEITR (ESEN .+ EL219 is well tolerated. clinical data.
dose dose 1 dose 2 . T . .
onciinica verview Check-in QMWILAMP Discharge Follow-up Check-in (mg/kg) (mg/kg) Discharge Follow-up « In healthy adults at a single dose up to 2.0 mg/kg and at A‘Iong half ‘I|fe and the Phase 1 SAD/MAD safety profile support Phase 2 dosing at the
Day D-1 D1 D8 D12 D21 Day D-1 D1 D8 D14 D21 D28 multiple doses up to a total of 3.4 mg/kg. highest regimens evaluated (2 mg/kg in Week 1followed by 1.5 mg/kg QW).
Fig 1. Histopathology grade changes in kidneys l l l ! | | | | | l « In adults with moderate (and severe) renal insufficiency at a + No changes are expected in dosing EL219 for use in adults with moderate RI.
Cohorte® 20 Cohort 3* 17 17 single dose of 1.5 mg/kg with no need for dose adjustment. C —— : : : : .
LAMB EL219 E—— — + Clinical investigation of EL219 will continue with ongoing enroliment of Phase 2 studies
45 10 45  Dose (mg kg™ Cohort 4* 14 + The majority of TEAES were mild for cryptococcal meningitis and early antifungal therapy.
A 5 Severe A. mixed cell infiltrate, interstitial Cohort 3* 10 Cohort 2* 20 1.0 " . .
. ohe ‘ + The most common TEAE was infusion-related reaction: REFERENCES
° 4 Marked B. tubular basophilia, cortex Cohort 2+ 05 R histamine-like allergic reactions considered related to
© C. tubular cellular casts, cortex Cohort 1* 0.1 Gohort 18 10 excipient (PEG) and the rate of infusion i 17- 1 /doi i
D 3 Moderate D. tubular cellular casts, medulla o . P ]2 E/Impzo i eIt I(\]IL znfecé(gg gggl%g%f]]gsgé rr:ttttp&////(chOI‘.Org//]l((J).1303??2(3)// Ii;ggg 00022 06710-4
) ’ i ; i ; « All recovered/resolved, most without intervention. - Maji A, etal. Nature 1025197971060, https:/ ] dol.org/1o). S il -
E E. tubular degeneration and necrosis, cortex The SAD and MAD studies were randomized, double-blind, placebo-controlled trials. ecove ?d/ eso. e<.:|, o§ ou e. entio 3. Lepak AJ, et al. Antimicrob Agents Chemother 2024;68:¢0163123. https://doi.org/10.1128/aac.01631-23
F 2 Mild . . + A few received anti-histamine agents which were 4. Gebremariam T, et al. Antimicrob Agents Chemother 2025;69:20180224. https://doi.org/10.1128/aac.01802-24
G F. tubular degeneration and necrosis, medulla RI Study EL219 IV effective in diminishing symptoms. 5. Vahedi-Shahandashti R, Lass-Florl C. Antimicrob Agents Chemother 2025;69:e0032225.
H . G. tubular dilatation, cortex, tubular protein casts, cortex dose | e ( | ) ) https://doi.org/10.128/aac.00322-25
I 1 Minimal 1. tubul te X dull Open-label, single-dose study check-in QNGO Discharge Follow-up * No renal toxicities observ_ed serum Cr, eGFR stable), even in 8. Youssef EG, et al. Antimicrob Agents Chemother 2026; 70(1):e0140025. https://doi: 10.1128/ aac.01400-25.
| - " J. VL; ng; fzzncz;qs::ns, nr:;z ul:|aa Doy D-1 o1 o6 512 pai Eandomized 31 participants per cohort subjects with prior renal insufficiency. 7. sandison T, et al. IDWeek 2025; poster P399
nremarkable . ) | | | | | EL219I_V, n=6;.plccebo Iy, n=2_; bot_h
. I ey o AR ) e and safoty profil susport adose ot 2mafks | ACKNOWLEDGMENTS
+ Mouse kidney histopathology heatmaps demonstrate nephrotoxicity mitigation P : D=Day; IV=Intravenous; SAD: Single nair=lire ours and sarety protile support a dose of 2 mg/kg
conferred by EL219's selective binding to ergosterol vs cholesterol Matched healthy control participants (n=8) 18 Dose: R Renat impairment o in Week 1 followed by 1.5 mg/kg QW for Phase 2 studies. This study was funded by Elion Therapeutics. All authors are employees of Elion Therapeutics.
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