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BACKGROUND RESULTS

« Human relaxin-2 is an endogenous hormone that is a pulmonary and S f 1,
systemic vasodilator with lusitropic, anti-fibrotic and anti-inflammatory are Y
activity. Relaxin’s short half life has limited its use as a therapeutic.

TX000045 (TX45) is a long-acting Fc-relaxin fusion protein that is a Table 1. Treatment Emergent Adverse Events (TEAEs) occurring in >5% of subjects
300mg Q4W: 300mg Q2W:

selective agonist for the G protein-coupled relaxin family peptide _— - . No discontinuations, infusion reactions or Exposure at || Exposure at = s « Mean increases in RPF by

I‘eceptor 1 (RXFP].) TX45 IS be|ng develqped fO_I’ GI‘OUp 2 pU“T.]Oﬂ.ary o injection site reactions were Observed, ste;gﬁg:éate St?gégiate (gaEX_S.S%), p<0.0001 dose cohorts ranged from
hypertension (PH) associated with heart failure with preserved ejection TX45 (g/kg) TX45 (mg) e |2 and no antidrug antibodies (ADAs) were 11% (0.3 mg/kg IV on Day

fraction (PH-HFpEF), a disease with no approved therapies and high ny | oa |1 |3 o foce IEHIEREEERE 0 s 057 S detected. No  treatment-related SAES = . 15, [TX45] = 0.73 ug/mL) to

: : %) (N=6) (N=6) (N=6) (N=18) n(%) (N=6) (N=6) (N=5) (N=17) (N=12) (N=35) -
five-year mortality. § N  nek Ny n©e N%) n(%) n@©) n%) n%) nk n (%) were observed. 42% (3 mg/kg IV on Day 2,
[TX45] = 29 ug/mL).

Preclinical data: In in vivo chronic rat models of PH, trough exposure g? Iret:i;si? ﬁrrltesTWEiK]E (33%.3) (6(?.7) (10%.0) (8??.3) (8?3) (835.3) (63.7) (6(?.7) (63.0) (6%7) (5;3) (7%1(.33) (5(%.0) (637) : L
associated with maximal efficacy was 6 ug/mL which corresponded to . S . e,  TEAEs of tachycardia, palpitations,
EC.,.40 ON rat renal plasma flow (RPF). Given 3X potency difference of (16.7) T (333) (333) (22) (167) (383) (167) (20.0) (235) (16.7) (229) (50.0) (50.0) dizziness, and presyncope were transient,
TX45 rat to human, target EC,yg, In human study was predicted at Dizziness - - @67 @en @iy - : - 200 169 - gm - - not associated with changes in blood
~2 ug/mL. In vitro human cell-based RXFP1 cAMP assays also alpitations . o2 3 pressure, and mild, with the exception of
demonstrated TX45 EC-, of 2 pg/mL. (1?7) . (200) (19 (8;) one patient who had moderate orthostatic
This first-in-human study evaluated the safety, tolerability, Plarrhea ' w7 T @aLy - 67 - - tachycardia without symptoms.

pharmacokinetic and pharmacodynamic profile of TX45 in healthy vessel puneture . - : : 16.7) - o
volunteers after single doses. Repeated measures of renal plasma flow
(RPF) post dose in each subject were used to create an exposure-
response model, versus a mean cohort dose-response model, for more E..x = 33% (SE 3.3%,

. ; 2 . ) - - - - <0.0001).
robust Phase 2 dose selection. Nausea < a6 L - Figure 2. Systolic blood pressure o concentratioio(ug/mL) P )

1 2

Presyncope - a7 - - -~ - - - en - - | unaffected in subjects after . . .
COVID1s S o single dose of SC TX45 Table 2: Comparison of preclinical studies and human study
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METHODS R TR R

Arthralgia (813)

Study Design: This study was a randomized, double-blind, placebo- - .
controlled single ascending dose study. It was performed in seven chromesinusitis === 0 T ey
cohorts of healthy subjects. Each cohort was dosed with TX45 or Contusion : : - : : - : : - 683
placebo, 6 subjects to 2, except the 600 mg subcutaneous (SC) dose

group which was 5 subjects to 2.

Figure 4. Robust human exposure-response model allows for
Phase 2 dose selection
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« A nonlinear, mixed-effects
Placebo
150 Emax model was developed

mg SC . :

300 mg SC to explore the relationship of
600 mg SC TX45 exposure on RPF.
0.3 mg/kg IV
1 mg/kg IV
3 mg/kg IV
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* Incorporation of all exposure-
response data across all
doses and time points post
dose resulted in a modeled
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* No clinically meaningful changes in vital
. . 2 . . .
Happmiiel pen ; ; ; : : - S ) W - signs, laboratory values (including

Headache - - - . - ; ; (52.7) B . hematocrit) or ECG intervals.
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Rat potency-adjusted trough concentration associated with maximal efficacy in rat PH model? 2 ng/mL

Rat potency-adjusted trough concentration achieving EC-, in rat model of RBF! 2 ng/mL

1509 (50) N6 In vitro human cell-based RXFP1 cAMP assays, EC-, 2 ng/mL
300 mg (SC) N=6
600 mg (SC) N=5
Polled Placebo N=12

1
(8.3)

Infusion site i i i i i i i i i 1 § _ - 1 — - .
warmth (8.3) 43

Injection site i i i i i i i i i 1 i R ) Visit D 1 TX45 is 3X more potent on human versus rat RXFP1
bruising (8.3) Isit Day

Dizziness postural

Mean change from
baseline in sBP (mmHg)

TX 45 300 mg SC Q4W steady-state trough concentration achieving ECg, in human model of RPF 2.6 ng/mL

Study Population: Healthy subjects, as defined by protocol.

Primary Outcome Measures: Incidence of treatment emergent adverse . D | d f he Ph 2 d
events (TEAEs) and serious adverse events (SAEs), as well as clinically njectionsitepain | - === - S X R oses selected for the Fhase 2 study

significant changes from baseline in safety laboratory assessments. Post-traumatic L .
neck syndrome (16.7) i i i i i i i i i (8.3)

« 300 mg SC Q4W: Steady state trough exposure is predicted to be 2.6 png/mL consistent with near
. . maximal (ECg,) effect on RPF in the human exposure/response model. This exposure is slightly

Secondary Outcome Measures: Hiaher than 1 I | i i I I : o
: (167 - ] ®3 ] ] igher than reclinical in vivo and in vitr rm r wn in T 2.
. Plasma concentrations of TX45 _ gher than the preclinica 0a tro pharmacology results, as sho able
) _ _ Note: Two SAEs not treatment related: 150 mg SC cohort from part A: appendicitis at day 24 post dose; 150 mg SC cohort from part B: Nephrolithiasis _ . .
* Presence of anti-drug antibodies to TX45 o eiowes predominantly orthostatic tachycardia on day 1 of dosing. « 300 mg SC Q2W: Steady state trough exposure is predicted to be 8.7 ng/mL (>ECy,) on RPF. This

« Change from baseline RPF as determined by analysis of steady-state higher dose allows evaluation of whether increased exposure would translate into more efficacy in

para-aminohippurate (PAH) blood levels in response to a PAH Pharmacokinetics/ PharmaCOdynamiCS human trials.

intravenous (1V) infusion

Somnolence

Figure 3. Single dose TX45 exposure over time demonsirates extended half-life in subjects
Figure 1. Design of single ascending dose

Phase 1 Si'Udy 100 j —e—0.3 mg/kg IV SUMMARY

« PK was dose proportional with SC bioavailability

f ~50%. : : : : :
3 mg/kg IV © ’ Data from this Phase la study support further evaluation of TX45 in patients with

1 mgl/kg KPP by 615 'y —&— 150 mg SC (C)  No evidence of immune mediated clearance. Group 2 pulmonary hypertension associated with HFpEF:
n=6:2 —=—300 mg SC

0.3 mg/kg

TX45 SAD Dose —e— 1 mg/kg IV
Escalation Plan (=62

150 mg
n=6:2

—8— 600 mg SC laboratory values, and no anti-drug antibodies were detected.

3 mg/kg |  Modeled accumulation at steady state after multiple
n=6:2 ] ' doses is predicted to be 1.5X for 300 mg SC every
300 mg - 4 weeks (Q4W) and 2X for 300 mg SC every « TX45 is an active drug molecule with effects on renal blood flow consistent with other relaxin

2 weeks (Q2W). molecules.12

+ Terminal elimination half-life ranged from 14-20 days. « TX45 was well-tolerated in healthy volunteers with no clinically meaningful change in systolic BP or

RPF Day 2, 15, 29

» TX45 demonstrated dose proportional PK with a terminal half-life of 14-20 days.

RPF Day 8, 15, 29

» Selection of 300 mg SC Q4W and Q2W dosing arms in the ongoing Phase 2 study is based upon
doses projected to provide exposures resulting in near-maximal and maximal PD effects,

RPF Day 8, 30, 42 21 28 39 respectively, on human RPF at trough which were associated with maximal efficacy in rat chronic
pulmonary hypertension models.

Days Post Dose
Day 1 = Dosing Day RPF = Renal Plasma Flow
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