Acute Hemodynamic Improvement in Chronic Pulmonary Arterial
Hypertension on Dual Therapy Following RT234 Inhalation
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BACKGROUND

METHODS

RESU LTS Inhaled vs oral vardenafil Safety outcomes
- Comparable pulmonary hemodynamics were observed with inhaled vs oral vardenafil at 1/33rd + Asingle dose of RT234 was well tolerated on top of maintenance therapies

of the dose » No clinically or statistically significant changes in systemic blood pressure or heart rate were noted

) - Only 1 treatment-emergent adverse event (TEAE) related to study drug (mild headache) was
Table 2: Inhaled VS Oral Vardenafll observed at the h|ghest dose (24 mg)

- RT234 (vardenafil inhalation powder) is in development for
as-needed (PRN) treatment of episodic symptoms of
pulmonary arterial hypertension (PAH)

Study design, CL201 (NCT05343637) Hemodynamic outcomes

« Study CL201 is a hemodynamic dose-escalation study - Decreases in pulmonary vascular resistance (PVR) of

_ | | in 15 patients with PAH (3 dose cohorts containing >10% occurred within 5 min for the 0.6- and 1.2-mg doses -_ * The low rate of TEAEs related to RT234 may be due to the low dose and most patients being

- RT234 is dosed up to 4 times per day to acutely improve: 5 patients each) . RT234 has excellent pulmonary selectivity o accustomed to oral PDESi treatment

—  Symptoms . 2 : -26.3 -23.7 .

| | 2-part study: PVR (:29.2 to 22.8) (44.7 0 -18.6) Improvements in pulmonary Table 3: Safetv outcomes
y
—  Exercise capacity — PartA: Pati ived 2 d hil d : . . . Pulmonary i i hemodynamics for the
>art A: Patients receive oses while unaergoing Figure 3: Pulmonary vascular resistance e T mPAP 121 125 RT234 0.6 mg dose Ao A mSAP
— Performance of daily activities right heart catheterization (Day 1) effect ('15;8120 4'7'3) ('19'?1209'3'3) comparable with (bpm),b (mmHg),? TEAE
—  Quality of life — Part B: 6-minute walking test post dose at highest 20 cl (9.8 t0 25.1) (-5.0 to 31.9) AU O I RT234 dose? N mean (95% Cl) mean (95% Cl) (drug-related)
. . . i i =1 Acceptable duration of action '264 '93 oMg : '8.2 '3.0 :

- RT234 is designed to provide: tolerated dose achieved in Part A (Day 15) = it o SVR B 75 P e RT234 extibis greater | 0.6mg 5 Ty S0 None i

. R d Onset Of aCtlon (Wlthln ~1 5 mln) e 1 yStemIc '121 '22 Pu monary S€ eCtIVIt.y .—____________________________________________________é_i ____________________________ é_{ _______________________________________

apl Figure 2 Stl.ldy design CL201 5 - 0.2 mg IH (N=5) vascular mSAP (-16.9 to -8.1) (-9.0 to 18.1) (i.,e., a Iowgr systemic 1.2 mg 5 08 t 22 10:3 t 62 None
—  Acceptable duration of action (~2—3 hrs) ’ R A, N e . -0.1 -18.4 o) (0.5t07.3) (103106.2)
PVR/SVR ratio (-8.2104.2) (-37.8 10 0.9) than oral medication 5.8 1.0 _
— Convenient treatment regimen (i.e., take “as needed”) Cohort 3 § -5 o— S oo +81 A T e 2.4 mg 4 (-11.5 to 0.0) (-9.1 to 11.1) 1 (mild headache)
—  Minimal Safety/t0|erabi|ity issues over backg round Cohort 2 1,200 pg z 107 2 (-17.9 t0 13.5) (-13.3 to 22.6) relative to oral administration a RT234 (():Iose is on top of peak background therapy (Day 15); © Differences are reported at 60 min following RT234 administration, although patients were followed for
therap <4 -15 1 _ a Measurements at peak effect in PVR (30 min); 95% CI determined using Hodges-Lehman point estimates. 4 hrs; 95% Cl det<.arm|ned us.lng Z'St_at'St'C' ) ]
y S 600 g 2,400 P 0.6 mg IH (N=5) Cl, confidence interval: mPAP_, mean pulmonary ar‘_cerial pressure; MSAP, mean systemic arterial pressure; PaO,, partial pressure of oxygen; bpm, beats per min; Cl, confidence interval; mSAP, mean systemic arterial pressure; TEAE, treatment-emergent adverse event.
o Noninvasive portable Simple-to-administer delivery ’ . PVR, pulmonary vascular resistance; SVR, systemic vascular resistance.
- e . 25 Vi
system designed for patients with PAH 200 pg 1,200 pg N=4 — ) i i
-30 - 26.5% <— " decrease Cardiac output over 2 hrs (cycle ergometry) Acute improvements in 6MWD
Screening 600 pg N=5 -35 - Sin : : — : : : : : :
: ] ] . : : . gle inhalation of RT234 (N=1) acutely improved cardiac * Represents results for patients with PAH with a baseline

Flguge 1'dThe 58011,.?6\"(:9 used to deliver grll_cgﬂ\';}% - -40 v RS X e 5 output over 2 hrs 6-minute walk distance (6MWD) <450 m CONCLUSIONS
powadered varaenati L - Peak decreases in PVR and PVR/systemic vascular resistance - Increases in mean MWD were observed for RT234 in the - Study CL201 validated that RT234 has the critical

ratio with the 0.6-mg dose were -55% and 39%, respectively design features of a PRN vasodilator

presence of phosphodiesterase type-5 inhibitor (PDES5i)/
endothelin receptor agonist dual therapy

« Unlike treprostinil, significant increases in 6MWD were
observed after a single dose of RT234 (36 m vs 6 m)

6MWT, 6-minute walk test; BL, baseline. IH, inhalation; PVR, pulmonary vascular resistance.

Rapid onset of action within 5 min of administration
Acute improvements in exercise tolerance of 35 m

Figure 5: Cardiac output over 2 hrs (cycle
Table 1: Baseline demographics

Figure 4: Pulmonary selectivity ergometry) after inhalation of RT234 by 1 patient

Patients
Characteristic (N=14) 10

Duration of action of 21-2 hrs post administration

Peak exercise: 2x longer Figure 6: Acute improvements in 6MWD “é';n 'g;a' 'ﬁgﬁ': d”rg_ f]};stg;‘éc_r?aafggt_irr‘]dté"'erab”'ty
ISSU W Ini | It
Age (years) 54114 Initial peak exercise 1 i i
[range] (22-80] _ L TRIUMPH? malr.ltena.nce th?raples . . |
Female (n) 11 70 1 +73% » © o e Inhaled treprostinil + monotherapy Noninvasive delivery system with administration
White (n) 12 eoq Al T 36 PDESi over <1 min
< S Q- tput A in cardiac output L
MWD (m) 426£129 S < 50 oupe o ERA The study results indicate that RT234 has a safety
. - : — . . . . . .
Fi‘g ” 1(8); 2|5(51)é V() % g 4ol | >2 hrs | ER—— ) Total and efficacy profile suitable for continued clinical
m mm + 5 :
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