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In Vitro Pharmacology and Preclinical Efficacy of IKT-001
In Pulmonary Arterial Hypertension

V. Ade , I. Gaidarov?, M.D. Zammit3, M.R. Gralinski3, K.R. Doherty3, C. Cabell’

Aberrant signaling through PDGFRa, PDGFRpB, and c-Kit
tyrosine kinases drives cellular proliferation/migration and
plays a key role in PAH pathophysiology.?

* |Imatinib, a potent inhibitor of PDGFRa, PDGFR, and c-Kit,
has shown efficacy in PAH patients.3* However, tolerability
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Conclusions

* |In vivo results confirm imatinib-like efficacy
of IKT-001 in a PAH rat model, including
reversal of key PAH disease markers.

Results (cont’d)

Ex vivo and in vivo mouse models of Gl motility Figure 4. Mean (+tSD) RSVP (A), mPAP (B), and RV/LV+S (C) at Day 43 in normoxia vehicle, PAH vehicle, and

rats treated with IKT-001 or imatinib, and at Day 22 in PAH control rats.

In vitro biochemical and cell-based assays

* Biochemical assay: Promega ADP-Glo assay technology was
used to measure IKT-001 and imatinib activities at purified
PDGFRa, PDGFRB, and c-Kit enzymes.

* |matinib mesylate (30 uM) slightly decreased the amplitude of
spontaneous contractions of the duodenum whereas IKT-001 RSVP mPAP
(30 pM) had no effect. Both |mat|p|b mesylate and IKT-001 140 1 “ 80 n 0.7 1
significantly decreased the amplitude of spontaneous

RVILV+S

* Cell-based assay: Primary cells and cell lines were obtained

 Compared with imatinib, IKT-001 has less

issues, including Gl side effects, resulted in significant drug
discontinuation in PAH trials, impeding further
development.?*

commercially and utilized for enzyme-linked immunosorbent-
or homogeneous, time-resolved fluorescence-based assays
measuring phosphorylation of receptor-tyrosine kinases

contractions of the ileum vs baseline (P<0.01 and P<0.001, 120 4 I ] 06 N

respectively); however, the effects were less pronounced with

IKT-001 than with imatinib mesylate (Figure 2).
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Table 1. In vitro pharmacology of imatinib and IKT-001:
inhibition of tyrosine kinase activity.

during systole; RVSP, right ventricular systolic pressure; S, septum;
SEM, standard error of the mean; SD, standard deviation;
TAPSE, tricuspid annular plane systolic excursion.

* Inthe rat PAH model, treatment with IKT-001 100 mg/kg or
150 mg/kg after disease onset attenuated PAH, as
demonstrated by improvements in RVSP and mPAP, with
efficacy similar to that observed for imatinib mesylate
100 mg/kg (Figure 4).

* Lung histopathology findings were typical of PAH, including pulmonary artery remodeling. IKT-001 was associated with lowered
histopathology lesion severity including decreased pulmonary artery intimal hypertrophy (Figure 6).

Cell-based assay
(Mean IC;,, nM)

Biochemical assay
(Mean IC;,, nM)

Figure 6. Representative photomicrographs of H&E histopathology from normoxia vehicle (A), SU5416/hypoxia vehicle (B), and
SU5416/hypoxia + IKT-001 150 mg/kg (C). Examples of pulmonary artery (PA) and bronchiole (Br) are indicated in each image.
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* Assess invitro pharmacologic activity of IKT-001 and imatinib |nd|cat§d b.y an increase in Fultpn s Index (RV./LV .S).' As
o ) . . PDGFRpB 9.6 133.0 1708.0 >100,000 shown in Figure 4, treatment with IKT-001 or imatinib
at key tyrosine kinases associated with PAH efficacy and . ’
tolerability. c-Kit 40.8 164.6 539.5 9982.7 attenuated right heart hypertrophy.

* Notably, IKT-001 150 mg/kg tended to reverse PAH endpoints
resulting in hemodynamic and structural improvements
compared with treatment initiation with a statistically
significant improvement in Fulton’s Index observed at Day 43
vs Day 22 (P<0.05).

* Compare the invivo and ex vivo effects of IKT-001 and
imatinib in mouse models of GI motility.
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* Evaluate the in vivo efficacy of IKT-001 in a standard rodent
model of PAH.
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