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Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions (see General Instruction A.2.):

· Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)

· Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)

· Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))

· Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))

Securities registered pursuant to Section 12(b) of the Act:

	Title of each class
	Trading
	Name of each exchange
	

	
	Symbol
	on which registered
	

	Common Stock, par value $0.0001 per share
	
	TECX
	
	Nasdaq Global Market
	



Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (§230.405 of this chapter) or Rule 12b-2 of the Securities Exchange Act of 1934 (§240.12b-2 of this chapter).

Emerging growth company ☐

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any new or revised financial accounting standards provided pursuant to Section 13(a) of the Exchange Act. ☐
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Item 7.01.[image: ]	Regulation FD Disclosure.

On September 19, 2024, Tectonic Therapeutic, Inc. (the “Company”) issued a press release titled “Tectonic Therapeutic Announces Favorable Phase 1a Safety, Tolerability and PK/PD Results for Lead Program TX45.” A copy of the press release is furnished as Exhibit 99.1 to this Current Report on Form 8-K.

The Company has updated its corporate presentation for use in meetings with investors, analysts and others. A copy of the updated corporate presentation is furnished as Exhibit 99.2 to this Current Report on Form 8-K. Investors may access the presentation by visiting the “Events & Presentations” section of the Company’s investor website at https://investors.tectonictx.com.

The information furnished under this Item 7.01, including Exhibits 99.1 and 99.2, shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934 or subject to the liabilities of that section, nor shall it be deemed to be incorporated by reference into any of the Company’s filings with the Securities and Exchange Commission, regardless of any general incorporation language in such a filing.

Item 9.01.	Financial Statements and Exhibits.

(d) Exhibits

	Exhibit No.
	Description

	99.1
	Press release dated September 19, 2024.
	

	99.2
	Corporate Presentation dated September 2024.
	

	104
	Cover Page Interactive Data File (formatted as Inline XBRL).
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Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto duly authorized.

TECTONIC THERAPEUTIC, INC.

Date: September 19, 2024	By:	/s/ Daniel Lochner
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Daniel Lochner

Chief Financial Officer
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Tectonic Therapeutic Announces Favorable Phase 1a Safety, Tolerability and PK/PD Results for Lead Program TX45

TX45 was well-tolerated with no observed immunogenicity, and demonstrated a favorable

PK/PD relationship which was used to identify doses for the Phase 2 clinical trial

Results to be presented at the American Heart Association (AHA) Scientific Sessions in November 2024

Phase 1b single dose hemodynamic proof-of-concept clinical trial in Group 2 Pulmonary Hypertension in Heart Failure with Preserved Ejection Fraction (PH-HFpEF) escalated to the highest dose of TX45 (3 mg/kg) based on favorable tolerability profile observed at lower doses, with topline trial results expected in the second quarter of 2025

WATERTOWN, Mass., September 19, 2024 (GLOBENEWSWIRE) — Tectonic Therapeutic, Inc. (NASDAQ: TECX) (Tectonic), a clinical stage biotechnology company focused on the discovery and development of therapeutic proteins and antibodies that modulate the activity of G-protein coupled receptors (GPCRs), today announced favorable Phase 1a topline data for its lead asset TX45, a long-acting, potentially best-in-class relaxin. TX45 is being developed for the treatment of Group 2 PH-HFpEF.

“These topline Phase 1a findings for TX45 validate the preliminary data previously presented at lower doses, and we look forward to sharing the full trial results at the AHA Scientific Sessions later this year,” said Alise Reicin, M.D., President and Chief Executive Officer of Tectonic. “Furthermore, the Phase 1a data reveal the successful translation of a robust preclinical model into the clinic. This allowed us to select doses for our global Phase 2 randomized, 6-month clinical trial evaluating the effect of TX45 on PH-HFpEF patients, enriched for those with combined pre- and post-capillary PH.”

The Phase 1a clinical trial is a single ascending dose study in healthy volunteers designed to assess the safety and tolerability of TX45 in addition to the pharmacokinetic (PK) and pharmacodynamic (PD) profile of TX45 based upon relaxin’s known ability to increase renal plasma flow. TX45 doses of

0.3, 1 and 3 mg/kg administered intravenously (IV) and 150, 300 and 600 mg given subcutaneously (SC) were examined. The trial demonstrated that TX45 had minimal adverse events and no evidence of immune-mediated clearance. By assessing the change in renal plasma flow from baseline at several timepoints after dosing, a robust PK/PD relationship was established to identify the Phase 2 doses and dosing regimens.

In a preclinical model of chronic pulmonary hypertension, trough exposures associated with maximal activity also demonstrated near peak increases in renal plasma flow. The PK/PD model created from the Phase 1a clinical data had a high concordance, when adjusted for differences in potency between species, with the PK/PD relationship observed in the preclinical studies. Tectonic has chosen dose regimens for the Phase 2 proof of concept clinical trial in patients with PH-HFpEF based upon these models. In the Phase 2 clinical trial, patients will be randomized to 300 mg SC (2ml injection) once monthly of TX45, 300 mg SC every other week of TX45, or placebo.[image: ][image: ]

There are an estimated 6 million patients with heart failure in the U.S., with HFpEF representing up to approximately 50% of heart failure cases. The combined Group 2 PH population with HFpEF is conservatively estimated at over 600,000, and there are no currently available commercialized treatments.

Tectonic recently announced the U.S. Food and Drug Administration cleared its Investigational New Drug application for TX45. Screening for the Phase 2 APEX clinical trial has been initiated and topline results are anticipated in 2026.

In addition, Tectonic has an ongoing, single dose IV, open-label clinical trial evaluating the safety, tolerability and acute hemodynamic effects of TX45 in patients with PH-HFpEF. TX45 has already been administered at doses of 0.3 mg/kg and 1 mg/kg and is now being dosed at 3 mg/kg, based upon the favorable tolerability profile at lower doses. This trial is currently assessing TX45’s acute effects on pulmonary capillary wedge pressure and pulmonary vascular resistance in addition to other hemodynamic assessments by right heart catheterization. Recruitment for this clinical trial has been better than expected and topline results are expected in the second quarter of 2025.

About TX45, a long-acting Fc-relaxin fusion protein

Tectonic’s lead program, TX000045 (TX45), is an Fc-relaxin fusion protein with optimized pharmacokinetics and biophysical properties that activates the RXFP1 receptor, the G-protein coupled receptor (GPCR) target of the hormone relaxin. Relaxin is an endogenous protein, expressed at low levels in both men and women. In normal human physiology, relaxin is upregulated during pregnancy where it exerts vasodilative effects, reduces systemic and pulmonary vascular resistance and increases cardiac output to accommodate the increased demand for oxygen and nutrients from the developing fetus. Relaxin also exerts anti-fibrotic effects on pelvic ligaments to facilitate delivery of the baby.

About Group 2 Pulmonary Hypertension in HFpEF

The World Health Organization has defined 5 groups of PH. Tectonic is focused on the Group 2 subtype, a condition that develops due to left-sided heart disease, specifically pulmonary hypertension secondary to left heart failure with preserved ejection fraction (PH-HFpEF).

In patients with PH-HFpEF, chronic heart failure leads to increased blood pressure in the pulmonary arteries, exerting severe strain on the right side of the heart, which adapts poorly to the increased pressure. This increased pulmonary pressure gradually causes worsening exercise capacity, shortness of breath and right-sided heart failure which can lead to death. Although several Group 1 PH (Pulmonary Arterial Hypertension, PAH) medications have been explored in Group 2 PH, to date, no medications have been approved for its treatment.[image: ][image: ]

About Tectonic

Tectonic is a biotechnology company focused on the discovery and development of therapeutic proteins and antibodies that modulate the activity of G-protein coupled receptors (GPCRs). Leveraging its proprietary technology platform called GEODe™ (GPCRs Engineered for Optimal Discovery), Tectonic is focused on developing biologic medicines that overcome the existing challenges of GPCR-targeted drug discovery and harness the human body to modify the course of disease. Tectonic focuses on areas of significant unmet medical need, often where therapeutic options are poor or nonexistent, as these are areas where new medicines have the potential to improve patient quality of life. Tectonic is headquartered in Watertown, Massachusetts. For more information, please visit www.tectonictx.com and follow @TectonicTx on X and LinkedIn.

Forward-Looking Statements

This press release contains “forward-looking statements” within the meaning of the “safe harbor” provisions of the Private Securities Litigation Reform Act of 1995. All statements in this press release other than statements of historical facts are “forward-looking statements. These statements may be identified by words such as “aims,” “anticipates,” “believes,” “could,” “estimates,” “expects,” “forecasts,” “goal,” “intends,” “may,” “plans,” “possible,” “potential,” “seeks,” “will” and variations of these words or similar expressions that are intended to identify forward-looking statements, although not all forward-looking statements contain these words. Forward-looking statements in this press release include, but are not limited to, statements regarding: the design, objectives, initiation, timing, progress and results of current and future preclinical studies and clinical trials of Tectonic’s product candidates, including the ongoing Phase 1a and Phase1b clinical trial for its lead program, TX45, in Group 2 PH-HFpEF; the initiation of the Phase 2 clinical trial of TX45 in Group 2 PH-HFpEF including clinical trial design and endpoints; the anticipated market opportunity of TX45 to address the unmet needs of patients living with PH-HFpEF. These forward-looking statements are based on Tectonic’s expectations and assumptions as of the date of this press release. Each of these forward-looking statements involves risks and uncertainties that could cause Tectonic’s clinical development programs, future results or performance to differ materially from those expressed or implied by the forward-looking statements. Many factors may cause differences between current expectations and actual results, including: the potential that success in preclinical testing and earlier clinical trials does not ensure that later clinical trials will generate the same results or otherwise provide adequate data to demonstrate the efficacy and safety of a product candidate; the impacts of macroeconomic conditions, including the conflict in Ukraine and the conflict between Israel and Hamas, heightened inflation and uncertain credit and financial markets, on Tectonic’s business, clinical trials and financial position; unexpected safety or efficacy

data observed during preclinical studies or clinical trials; clinical trial site activation or enrollment rates that are lower than expected; Tectonic’s ability to realize the benefits of its collaborations and license agreements; changes in expected or existing competition; changes in the regulatory environment; the uncertainties and timing of the regulatory approval process; and unexpected litigation or other disputes. Other factors that may cause Tectonic’s actual results to differ from those expressed or implied in the forward-looking statements in this press release are identified under the heading “Risk Factors” in Tectonic’s quarterly report on Form 10-Q filed with the SEC on August 14, 2024, and in other filings that Tectonic makes and will make with the SEC in the future. Tectonic expressly disclaims any obligation to update any forward-looking statements contained herein, whether as a result of any new information, future events, changed circumstances or otherwise, except as otherwise required by law. For more information, please visit www.tectonictx.com and follow @TectonicTx on X (formerly Twitter) and LinkedIn.[image: ][image: ]

Contacts:

Investor:

Dan Ferry

LifeSci Advisors

daniel@lifesciadvisors.com

(617) 430-7576

Media:

Lia Dangelico

Deerfield Group

lia.dangelico@deerfieldgroup.com

(540) 303-0180
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DISCLAIMER

Statements contained in this presentation regarding matters that are not historical facts are “forward-looking statements” within the meaning of the
Private Securities Lifigation Reform Act of 1995, as amended. Words such as “anticipates,” “believes," “expects," ‘intends,” “plans.” “potential,”
“projects,” “would,” "future,” “planned"” and “esfimates” or similar expressions are infended to identify forward-looking statements. Each of these
forward-looking statements involves substantial isks and uncertainties that could cause actual results fo differ significantly from those expressed or
implied by such forward-looking statements. Forward-looking statements contained in this presentation include. but are not limited to, statements
regarding: the design, objectives, inifiation. fiming, progress and results of current and future preciinical studies and clinical trials of our product
candidates, including the ongoing Phase 1a and Phase 1b clinical frial for its lead program, TX45, in Group 2 pulmonary hypertension secondary fo left
heart failure with preserved ejection fraction (PH-HFPEF; the proposed inifiation of the Phase 2 clinical trial of TX45 in Group 2 PH-HFPEF, including
anticipated trial design and endpoints; the anticipated market opportunity of TX45 to address the unmet needs of patients living with PH-HFPEF;
candidate selection for our second program in HHT: the expected timing of program updates and data disclosures; the timing of filing INDs and other
regulatory documents; the timing and likelihood of seeking regulatory approval for our product candidates including TX45; the competitive
landscape for our product candidates; our ability fo identify and develop additional product candidates; and our estimates regarding expenses,
future revenue, capital requirements, cash runway and needs for additional financing.

These forward-looking statements reflect our current beliefs and expectations. Many factors may cause differences between current expectations
and actual results, including the early stage of our development efforts; success in preclinical testing and earlier clinical trials does not ensure that
later clinical frials will generate the same results or otherwise provide adequate data to demonstrate the efficacy and safety of product candidates;
clinical site activation rates or clinical frial enrollment rates that are lower than expected; changes in expected or existing compefition; changes in
the regulatory environment; the uncertainties and timing of the regulatory approval process; the impact of macroeconomic conditions, including the
conflict in Ukraine and the conflict in the Middle East, heightened inflation and uncertain credit and financial markets. on our business, clinical trials
and financial position; and unexpected lifigation or other disputes. These and other risks are described more fully in our filings with the Securities and
Exchange Commission (*SEC”). including the risks detailed in our Quarterly Report on Form 10-Q filed with the SEC on August 14, 2024, and other
documents we subsequently filed with or furnished fo the SEC. All forward-looking statements contained in this presentation speak only as of the date
on which they were made. Except as required by law, we assume no obligation to update any forward-looking statements contained herein to
reflect any change in expectations, even as new information becomes available.

This presentation also contains estimates and other statistical data made by independent parties and by us relating fo market size and growth and
other data about our industry. This data involves @ number of assumptions and limitations, and you are cautioned not to give undue weight to such

esfimates. Neither we nor any ofher person makes any representation as fo the accuracy or completeness of such data or undertakes any obligation
to update such data after the date of this presentation. In addition, projections, assumptions and estimates of our future performance and the future
performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk.
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Our Unique Pipeline Opportunities are Enabled by Biologic
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free drug available to activate RXFP1 in tissues

Superior efficacy (Renal Blood Flow) in TX45 vs.

Relative in Relative in Expected in Observed in 4 3
Vivo exposure vitro potency vivo activity at vivo activity at High Pl Comparator Molecule at Same Dose*
at same dose on receptor same dose same dose 745
3 40-
35- B
P 00 x 100 0x % %0 T8 45 0.3mpk
)
25-
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%
& TX45 0.03 mpk
2 Comparator 0.3 mpk
- -
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v Potential Best-in-Class Relaxin
Agonist with Optimized PK

(45 — Optimized RXFP1 Agonist for Group 2 PH in HFpEF

Protein engineering has extended pharmacologic half-life to
support monthly dosing

v High Unmet Need in Group 2
PH with HFpEF!

No approved therapy
>600,000 patients in US
High 5-year high mortality

v' Mechanism may be Ideal to
Address Group 2 PH

Pulmonary + systemic vasodilation, cardiac relaxation
Reversal of fibrosis in pulmonary vasculature and heart
Anti-inflammatory

v Supporting Clinical and Pre-
clinical Data

Hemodynamic benefit in studies of serelaxin in AHF
Clear benefit observed with TX45 in rodent PH and CHF models

v Streamlined Development
Strategy

No outcome study needed
Enrichment strategy for CpcPH where there is greatest unmet need
Enables potential early launch relative to congestive heart failure

v  Potential to Expand Indications

Other PH Groups, Heart failure, renal disease

1. HoortFailure with preserved Ejection Fracion.

@Tz;mmc
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Pulmonary Hypertension Consists of 5 Distinct Diseases
Group 2 PH is of Greatest Interest for TX45's Initial Indication

. .
?.':AU:,,; Group 2 Group 3 Group 4 Group 5
(~25,0001) (>600,000") (“CTEPH") (Misc.)

* Due fo left heart
disease (HFpEF,
HFrEF) or valvular
heart disease

* Chronic thro
embolic pulm:

+ CAD, HTN, T2DM2,
high cholesterol are
risk factors

« Two Subtypes:
CpcPH / IpcPH

1. Us Prevalence
2. CAD: Coronary Atery Disease, HIN: Hypertension, T2DM: Type 2 Diabetes Melitus

Not. Pul. Hypertension Unit reland @ CTONIC
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Our Focus is on the Group 2 PH Subset of Heart

Failure with Preserved EF (HFpEF)

Clinical Program Designed to Enable Evaluation of Efficacy in Overall
Population and CpCPH
IpcPH (Isolated, post capillary PH)

Heart
HFpEF Normal — A HFpEF

(Several million pts.)'2 Increased Pulmonary Venous Pressures
v
Passive Pressure Backflow
v
Group 2 PH Pulmonary Hypertension

(>600K)*

Increased Left Ventricle Filing Pressures
v

CpcPH (Combined, pre- and post capillary PH)

Chronic PH and/or Other Drivers Pulmonary Vasculature
¥
Permanent Vascular Changes, e.g. Pulmonary Artery
Remodeling
¥
Increased Vascular Resistance
+

Right Heart Failure (=) LD

1. U prevalence numbers. Esfimates based on dafa from
2. Kapefos, C. ef ol Cardioc Failure Review 20239:¢14
3. SeraF. ef ol Hear! 2023:109:626-633
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Key Hemodynamic Measures in Pulmonary Hypertension

\r

Measure

mPAP

Mean Pulmonoary Arteriol
Pressure (mm Hg)

PVR

Pulmonoary Vascular
Resistance (Wood Units)

Definition

| Fluid pressure in the

lung arferies

Resistance fo blood
flow in pulmonary

arteries (“narrowness
of pipes

Detection Method(s) / Formulas

Directly measured by RHC

sPAP estimated by echo

Calculated from mPAP, PCWP,
and CO obtained by RHC

PVR = (mPAP-PCWP)/CO

Clinical Significance

Key parameter for diagnosing pulmonary
hypertension of all causes (Groups I-V)

Provides information about disease/narrowing
specifically in pulmonary arteries

PCWP

Puimonoary Capillary Wedge
Pressure (mm Hg)

co

Cardiac Output (L / min)

Fluid pressure in lung

| capillaries - measure
| of left atrial pressure

Amount of blood
pumped per unit fime

Directly measured by RHC

CO directly measured by RHC
thermodilution

Used to assess left ventricular filing abnormalities
- elevated in left sided heart failure (*hard to fill
pump")

CO is a key measure of heart function and is
depressed in heart failure
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Group 2 Pulmonary Hypertension (PH) Patient Journey

Patient with HF
Symptoms

Echocardiography (LVEF, SPAP)

SPAP > 30 Treat HF (HFpEF2,
(pulmonary hypertension) HFrEF3)

RH Catheterization

Cardiologist

‘mPAP > 20 mPAP > 20 mPAP > 20
L] PVR23 PVR<3 PVR23
PCWP 2 15 PCWP2 15 PCWP <15

Pulmonologist
and/or
Cardiologist

Patient with IpcPH Patient with PAH

Patient with CpcPH

(1) LVEF: it ventriculorefection fracton; SPAP: esfimated systofic pulmonary artery pressure by echo: mPAP: mean pulmonary ofery pressure; PYR:
puimonary vosculorresstance: PCWP: pulmonary capilary wedge pressure; CocPH: Combined pre-and posi-capilory puimonary hypertension: IocPH
isolated post.capilary PH

(2) HFEF. Heart Folure with preserved Eection fraction

(3] HFE: HeortFailre with reduced Eiecton Focfon
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Treatment of Pulmonary Hypertension (PH) in the Setting of
Heart Failure with Preserved Ejection Fraction (HFpEF)

Patient Diagnosed with PH-HFpEF
(LVEF 2 50%, PCWP 2 15, mPAP > 20)
Treat Co-Morbidities Fe T
(HTN, AFib, Diabefes, Obesily, Sleep Apnea) Start SGLIZ inhibitor

Repeat echo
Consider Mineralocorticoid Receptor
Antagonist, Enfresto, PDE5 inhibitor

LV Assist Device (LVAD)
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Relaxin Multimodal MOA Addresses Pathways

Implicated in Group 2 PH Pathophysiology

relaxin / RXFP1

CaXe
Gspnlhway/ w\m
(=

way inflammasome
Nos ) I/
D N
Cawe D O B EaN
4

'7/ ) ( ) \
- ' f PSMAD2/3

Mechanisms Implicated in Group 2 PH
Activation of ET-1 pathway(*)
Reduced NO pathway activity(*)
Activation of TGFB pathway

ive in CpcPH subsef

~ l : |

e CEEE CE=E = &&=

¥ Pulmonary and systemic arterial vasodilation

Effects of RXFP1
Activation by Relaxin

¥ Favorable remodeling: anti-fibrotic effect in heart and pulmonary vasculature
v Anti-inflammatory
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Relaxation and Anti-Fibrotic Effects of Relaxin
Have Potential for Disease Modification in Group 2 PH

« Heart, and vascular dysfunction contribute to disease pathology
« Renal dysfunction also present in many of these patients

CHARACTERISTICS OF GROUP 2 PH IpcPH CpcPH

Pulmonary artery narrowing, thickening, v
stiffening, fibrotic remodeling

ANTICIPATED RELAXIN EFFECTS

Pulmonary Vasodilation
Anti-inflammatory, anti-fibrotic

Right Ventricular Dysfunction v v Right ventricular remodeling

Thickening and stiffening of Left Ventricle v v Perlphe.ral vasodllu'[on, cardiac "
relaxation, left ventricular remodeling

Compromised kidney function v v Improvement in kidney function

Reducing pulmonary pressures and improvement of left heart function are both key to providing efficacy

@ TONIC
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Group 2 PH vs. PAH

« Significant opportunity for a first-in-indication therapy
« Highly motivated physicians and patients

US PREVALENCE >> PAH 5 YEAR SURVIVAL < PAH¢ NO THERAPEUTIC OPTIONS

600,000 —-_—
~50% 50% No approved Multiple drugs/
therapies mechanisms
approved
Limited
pipeline ETIR antagonists
23% PDES inhibitors
PAH Drugs have GC stimulators
not demonstrated Prostacyclins
convincing
efficacy in Group ACTRIMTrap
>25,000¢ 2 PH with the
=) exception of
Group 2 PH PAH cpcPH IpcPH PAH PDESi in CpcPH
Group 2 PH

Multi-$ Bilion Market >34 Billion Market in

Opportunity US Today® Group 2 PH PAH

of Heort and Lung
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PDES5 Inhibitors Affect Only One of Several
Pathways Addressed by Relaxin

relaxin / RXFP1

© vement in exercise capacity
Gs pathway Go/i pathway inflammasome el in heart failure
/‘ hospitalizations
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Relaxin Improves Hemodynamics in Heart Failure
Balanced pulmonary and peripheral vasodilation, and improved heart function

(decreased PCWP) relevant to Group 2 PH
mPAP

(Puimonary {lung) artery pressure),

<0.0001

+ Panels: serelaxin infusion for 20hrs in Acute
Heart Failure patients with elevated
pulmonary artery pressure (PAP) rapidly
lowered mPAP, pulmonary vascular
resistance (PVR), systemic vascular i
resistance (SVR), pulmonary capillary ZEr e wes

wedge pressure (PCWP)"

Moan PAP (rvi)
BUBREBEIBES

SVR

*  Not shown: serelaxin also improved right A
(Left ventricular afferload)

atrial pressures (RAP), and renal function”

(Blood flow resistance in pulmonary arteries)
e

Pumerary vescula
osistanco (4yes o)

|y

PVR

o E=ract
Hours post dose

PCWP

+ Inasimilar study in patients with chronic

CHF, a reduction in PCWP and an ik
increase in cardiac output was |+
demonstrated™ it
g

i

Puimonary capdary

wodge restue (k)

PonikowskiP. et o, Eur Hear! 1.
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Therapeutic

Preclinical validation

Anti-fibrotic effects of relaxin
observable across broad range of
studies
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TX45 Efficacy in Monocrotaline-Induced Model of Pulmonary
Hypertension in Rats

TX45 Significantly Reduces Right Ventricular Systolic Pressure, Fulton’s Index and
Muscularization of Small Pulmonary Arteries in Tx Model of PH

Improved Pulmonary Reduced Cardiac Reduced Histological Reduced Pulmonary
Hemodynamics Hypertrophy Inflammation Arterial Muscularization

a e o pmoms b 2. Lung Hitapatrlogy um Score b " St Putmonay Avwies
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TX45 Significantly Reduces Collagen and TNFa levels in
Mouse UUO Model of Renal Fibrosis

Collagen IV IHC Quantification i Kidney Cortex 010
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* Dotted red line defines the cortex region
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TX45 Reduces Cardiac Hypertrophy and Fibrosis in the Mouse
Isoproterenol Induction Model

Heart Weight/Body Weight Collagen content
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Relaxin Prevents Diastolic Dysfunction in a Model of
HFpEF and Reverse Cardiac Fibrosis

Relaxin Prevents TAC (transverse aortic constriction) -Induced Cardiac Diastolic Dysfunction in Rats
& Reverses Diabetes-Induced Cardiac Fibrosis and Diastolic Dysfunction in mRen-2 Rats.

Human relaxin-2 Improves Diastolic Dysfunction Human relaxin-2 reverses cardiac fibrosis
gene therapy administered with 28 days follow-up 2 wk infusion in STZ-treated diabetic/HTN mRen-2 rats
(Shuai X.X. et al. 2016) (Samuel C.s. et al. 2008)
B
15
-10000 35 §
T 30| * . 3
£ 8000 | e 25 . S
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o
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* GFP = green fluorescent protein (adenovirus used as negative control) @‘ CTONIC
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Additional Anti-Fibrotic Effects of Relaxin Demonstrated

in Preclinical Animal Models of Heart Failure

In other rodent models of heart failure, Relaxin has been shown to also:

¥ Inhibit TGFB or ANG-Il induced collagen synthesis in cardiac fibroblasts'

v Prevent interstitial and perivascular fibrosis, with effect superior to enalapril2
v Prevent diastolic dysfunction3

v Prevent and Reverse cardiac hypertrophy?®

v Reverse cardiac inflammatory gene expression*

1. Relaxin knockout model of cardiac fibrosis (mouse) - Samuel C.S. et al. 2004

2. Isoproterenol infusion model of heart failure (mouse) - Samuel C.S. et al. 2014

3. Transverse aoric conshriction model of HFPEF (rat) - Shuai X.X. et al. 2016, Lapinskas T. et al. 2020
4. Aging-induced cardiac inflammation (rat)- Martin 8. et al. 2018
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TX45 Development Program Overview
Planned readouts in 2025 and 2026

Phase 1a
Safety, tolerability, PK/PD

Phase 1b
RHC study to establish hemodynamic
proof of concept

Phase 2
Randomized, 6-month study

2024

Healthy Toplined Sept '24
Volunteers Safety, PK, PD (Renal Blood Flow)
Group 2 PH Expected Q2-2025
with HFpEF mPAP, PVR, PCWP, CO

Group 2 PH with HFpEF
(enriched for CpcPH)

2025

Development Plan Reviewed with FDA via Pre IND
@ CTONIC
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TX45 Phase 1a Single Ascending Dose Study

« Study has completed

 TX45 was well tolerated with minimal adverse
events, no drug-related SAEs

« Pharmacokinetics
- PK is dose proportional
- No evidence of immune mediated clearance

+ Pharmacodynamics from 0.3 mg/kg cohort
(lowest dose)
- 30% increase in renal plasma flow on Day 2 post
dose persisting at least until Day 8 post dose
— Magnitude of effect consistent with serelaxin’s
effect

— Meets “go criteria”

TX45 SAD Dose Escalation Plan

CohortA
0.3mg/kgIV
Cohort B
1.0mg/kg IV
Cohort C
150 mgSC
Cohort D
3.0mg/kg IV
Cohort E
300 mgSC
Cohort G
600 mg SC

I - oys 28,15
Y reFoays 2, 15,29
B rFroays2,15,29
B  rerDayss,15,29
) RPFDayss,15,29

RPF = Renal Plasma Flow
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TX00045 (ug/mL)

Phase 1a Study: Preliminary Single Dose TX45
Pharmacokinetic/Pharmacodynamic Data (lowest dose)

TX45 Serum Concentrations from Phase 1a Subjects

Renal Plasma Flow in Phase 1a Subjects
Cohort A 0.3 mg/kg IV

TX45 Dosed on Day 1 - Cohort A 0.3 mg/kg IV

100

200 Day 2 Day 8

150

T

100

% Baseline RPF

50-

o 7 14 2 2 3 @ a9 56
Time (Days)

o
PBO' TX45 PBO TX45

Based on Preliminary Data, We Anticipate Potentially Monthly Dosing at Optimal SC Dose
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Preclinical PK/PD from Acute RBF Model Informs Target Plasma
Concentration Levels at Trough for Therapeutic Effect

o ECx-ECysrange

RBF Model i

Used to assess pharmacodynamic
response to TX45 administration
based on acute vasodilatory effects
of relaxin, as measured by
increased rat renal blood flow (RBF)

‘g Tough et rom axposurssthat
provide maximum efficacy in MCT

MCT Model ® model*

Used to assess the therapeutic anti- 20

inflammatory/anti-proliferative

efficacy of TX45 in a rat model of

pulmonary hypertension

The trough levels required for i

maximal efficacy in the MCT model ot M

fall between the EC;, and ECg, * e ‘M:K ("m:)nnoo o oo

response in the RBF model

*The exposure necessary for human EC70-80 is predicted fo be 3-fold lower than in rafs
given the 3x greater pofency of TX45 on human RXFP1 compared fo rat RXFP1
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Summary of Planned TX45 Phase 2 Study Design

Screening
RHC prior to
randomization

»

Double-blind Treatment Period Follow-up Period
(24 weeks) (8 weeks from last dose)

TX000045 — 300mg Q2W SC (n=60)

Day1

End of Treatment /
Early Termination

Week 22 Week 24 Week 26 Week 30

(last dose)

@" TONIC
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First-in- indication opportunity for 2nd
most common genetic bleeding
disorder
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Hereditary Hemorrhagic Telangiectasia (HHT)
Autosomal Dominant Disease that Causes Abnormal Blood Vessel Formation

- Rare, autosomal dominant disease: ~ 75,000 patients in US
+ Mutationsin the BMP9/10 pathway

+ High degree of phenotypic variabilty (15-20% severe)

+ Increased mortdiity risk

Telangiectasias

aws!
- -~ ¥
4 i\
V] \@h‘ Y/,
Nosebleeds Telangiectasias Gl fract

Lung Liver

$95% Nose { endent anemia (10-30% of patients)
o G High output CHE 2nd o Liver AVM — liver fransplant

% Skin (Te

INCREASED Siroke

% Lungs (pulmor AVMs*|
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20% Gastrointesfinal fract G xombo
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Anti VEGF: Mouse HHT Model Predictive of Efficacy in Patients

ANTI-VEGF mAb SUPPRESSES AVM FORMATION, ANTI-VEGF THERAPY REDUCES EPISTAXIS SEVERITY,
VISCERAL HEMORRHAGE IN HHT MODEL IMPROVES HEM. PARAMETERS IN PATIENTS

ALK-1 Conditional Knock-Out
Wound-induced vascular response

Decreases Improves
Vessel Growth Hemoglobin Levels
~ 40
§ 35 Pp<0.01
2 30 20/86gd 138g/dl
< p<0.005 = G g
55 ! Sis eee O
5 ] .
52 = .
815 g0
<. 212 <§=’ ° o
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o b

Angiogenes. 2014 Oct; 17(4): 823-830

Il

—

[rpa——

«  Norigorous clinical studies ever conducted - only

evidence is from IITs

- Patent expiration on anti-VEGF mab lowered
incentive to investment in label expansion
- Dose and Dosing interval not well explored

- Treating physicians concemed about side effects

Haematologica. 2021 Aug 1; 106(8): 2161-2169
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A GPCR3 Antagonist Significantly Reduces
AVMs and Retinal Vascular Density in Animal Model of HHT

Effects of anti-GPCR3 antagonist mAb in mouse HHT model generated by immunoblocking of BMP9 and BMP10("-2

AVM Number
(per Refina,
n=7)

1gG2a/ Isotype GPCR3  VEGF-A
2b Anfag.  Antag
N7 N7 N=7 N7

L+ angiogenic driver —

Plexus Vascular
Density
(x10% pm?)

19G2a/2b Isolype GPCR3 VEGF-A
N=6  CH  Antag. Antag.

L+ angiogenic driver —

1.Ruiz,S. et a, Scenifc Reports, 2016; 637366, dof: 10.1038/5rep37366
2 Ruiz S. et al.. J. Cin. Invest, 2020; 130(2}842-987, doiorg/10.1172CH127425

@ CTONIC
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Projected HHT Development Program Overview

24 2025 ’

Fingltze IND Enabling
DC selection !

Development Expectod 2H'24 Studies and CMC

Candidate

PHASE 1a Safety and Tolerability Phase |

Initiation Planned Q4'25/Q1'26

Randomized 3-Month Study :

PHASE 2 Hematocrit, Epistaxis Score PG_"Q"'S
Blood Transfusions with HHT
Planned late 2026/early 2027

rigionic
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_— — . Company Ticker NASDAQ: TECX
=CTONiIC

Ther tic Maijor mutual fund, TAS
Partners, 5SAM Ventures,
EcoR1 Capital, Polaris
Partners, Farallon Capital
(managed funds), Vida
Ventures, Pags Group and
other investors

Investor Participation from
June 2024 Private Placement

Cash as of 6/30/24 ~$185 million*

Expected Cash Runway Into Mid-2027

Common Stock Outstanding
(6/30/24):

~14.7M2
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Ther tic

info@tectonictx.com
www.tectonictx.com

Linkedin: TectonicTx
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