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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:

· 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 on which registered
	

	
	
	
	Symbol(s)
	
	
	

	Common Stock, par value $0.001 per share
	
	
	lrmr
	
	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 8.01 Other Events.

On October 20, 2022, the Company posted on its website an updated slide presentation, which is attached as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein by reference. Representatives of the Company will use the presentation in various meetings with investors, analysts and other parties from time to time.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Below is a list of exhibits included with this Current Report on Form 8-K.

	Exhibit
	
	
	Document

	No.
	
	
	
	
	

	99.1
	
	
	Larimar Therapeutics, Inc. Corporate Presentation, dated October 20, 2022*
	
	



104 Cover Page Interactive Data File (embedded within the Inline XBRL document)

*Filed herewith.
[image: ]

SIGNATURES

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.

Larimar Therapeutics, Inc.

Date:	October 20, 2022	By:	/s/ Carole S. Ben-Maimon, M.D.
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Name: Carole S. Ben-Maimon, M.D.
Title: President and Chief Executive Officer
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Forward-Looking Statements

“This presentation contains forward-Jooking statements tha are based o the beliefs and assumptions of Larimas Therapeutics,Inc. (“Company”) and on informiation currently
availble to management. All statements contained in this presentation other than satements of istorical fact are forward-Jooking statements, including but notlmited 10
‘statemens regarding the expectations and assumptions regarding the future o the Company s business, including the Compan s abilit to develop and commercialize CTI-1601
‘and other planned product candidates, the Company’s planned research and development effors, and other mattrs regarding the Company’s business strategies, use of capital,
results of aperations and fisancial position, and plans and objectives for future operations.

I some cases, you ca identify orward-looking satcments by the words “may,” Wil “could.” “would” should.” “expect,” “inend.”“plan.” “anticipae.” “believe.” “esimate;
“predict”“project,” “potential,”“continue” “ongoing” or the ncgative ofthes terms or other comparable temminology. although not al forward-looking satements contain these
words These staements involve risks, unceraitics and other factors that may cause acual resuls, performance,or achievements o b mateially differeat from the iformation
expressed or implicd by these forward-Jooking statements. Theserisks, uncertanties and othr factors incude, among othes,the Companys abilty 0 successfully engage with the

FDA and satisfacorly respond to requess from the FDA for further information nd data regarding the CTi-1601 clinical sl including the FDA review of dsa rom cobortone

from the Phase 2 dose escalaion risl and FDA °s areement o escalate the dosing in cobort o, th timing and ottcomes of the Company'sineractons with the FDA concerning

e parilclinical ol the success, cos n iming of the Company’ prosct development activies, nonclinical stdies and clincal ials nclding CTL1601 clinical

milestones; tha prliminary clinical ia resuls may diffe from final clinicl trial esuls, tha cafir non-clinical and clinica data nd fsting of CTI-1601 may not b predictve

of the resuls or successof hte clinical tial, an assessments: the ongoing impact of the COVII-19 pandemic on the Company's fuure clinical tials, manufacturing, egulatory,
nonclinical study timelins and operations. and the potential impac ofthe Russian invasion of Ukraine an the Compans'sabilty to raise additonal capital and generalcconomic
conitons;the Compan'sabiit and te aility of third-party manufacturers the Company engages, 1 optimize and scae CTI-1601's manufacturing process; the Company’s

abilityto cbtan regolaiory approvals for CTI-1601 and fure product candidaes: the Company'sabilityto develop sles and marketng capabilics, whether lonc o with

potential future collsborators, and o succesfully commercialize any approved produc candidacs; the Company‘s abiliy o aie the necessay capital 0 conduct it product

Geselopment activities;and otherisks descrbed i he ilings made by the Company withthe Securiies and Exchange Commission (SE), including but ot limted o the

‘Company’ periodicreports, nclding th annual eporton Form 10-K, quarery report on Form 10-Q and current eports on Form 8K, e withor furmished t the SEC and

availabie atwww:se.gov. These forward-looking statements are based on a combination of facts and facors currently knawn by the Company and ts projections of the fture,

about which i cannot b cetan. As: resul th forward-Jooking salements may notprovefobe accurae. These forward-looking saicmentsar based on information curently

available 1 us, and we assame o obligation 0 update any forward-lookng statements, except s fequired by aw.
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Investment Highlights: CTI-1601 Cleared for Return to Clinic
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Larimar

Clinical-stage biotechnology company with a novel protein replacement therapy platform
Focused on addressing unmet needs in Friedreich's ataxia (FA) and potentially other complex rare
diseases based on a platform technology backed by a strong intellectual property portfolio

Lead candidate: CTI-1601, a recombinant fusion protein designed to deliver frataxin to mitochondria
Orphan Drug (US & EU), Rare Pediatric Disease (US), Fast Track (US), & PRIME (EU) designations for FA

Double-blind, placebo-controlled Phase 1 proof-of-concept trials in FA patients complete
Data show dose dependent increases in frataxin (FXN) levels from baseline compared to placebo in all evaluated
tissues with daily dosing & that CTI-1601 was generally well tolerated when dosed for up to 13 days.

FDA clearance to ate a placebo-controlled, Phase 2, 4-week dose exploration study in FA patients
FDA lifted full clinical hold on CTI-1601 and imposed a partial hold, thereby clearing advancement to Phase 2
Cohort 1 to evaluate 25 mg dose; dose escalation contingent on FDA review of cohort 1 data

Study is expected to initiate in Q4 2022, with top-line data from both cohorts in 2H 2023

Strong financial foundation with projected cash runway into 2H 2024
June 30, 2022 cash - $54.9M; September 2022 public offering raised $75M in net proceeds
High-quality institutional investor base includes founding investor Deerfield Management
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Platform Technology is Supported by a Strong IP Portfolio

Recently issued CTI-1601 patent extends IP into 2040

2000 2005 2010 2015 2020
r

2025 2030 2035 2040 2045
T T T T 1

Expiaton
‘October 2024

CTI-1601 b o reningFA g TATAITS X and dvring TATATS 301 QP
Patents / o mitochondria (brosd 6ot e ay
Applications
SR —
e of CTLAG01
Platform
Applications

Will e filed n foreign joisdctons accordingly
*Additional pending applications for platform isease trgets

Additional CTI-1601 IP protection
CTI-1601 pending applications cover key biomarkers, analytical tools and quantiication methods

+ CTI-1601 should be eligible for 12 years of market exclusivity upon approval in the US (independent of patents) and at least 10 years of market
exclusivity upon approval in EU (independent of patents)

Larimar Wowes Wresrs [
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Friedreich’s Ataxia (FA)

Rare and Progressive Disease

Caused by genetic defoct resuiting in low levels of frataxin
+ Patients with FA only produce ~20-40% of normal frataxin fevels depending on the
tissue, sampling technique, and assay considered'

+ Affects ~20,000 patients giobally, with ~5,000 patients in the U.S. and majority of
the remaining patients in the EU

Approximately 70% of patients present before age 14

+ Inital symptoms may include unsteady posture, frequent fallng and progressive
difficulty in walking. By the time symptoms occur, heart damage may have already
occurred. Progressive disease: symptoms worsen and patients are eventually
confined to a wheelchair with speech becoming hesitant and jerky (often referred to
as *scanning of speech’)

Life expectancy of 30-50 years.

* Early death usually caused by heart disease

No approved therapies available
+ Current treatment options are limited to symptom management

LRMR continues to have a strong relationship with Friedreich's Ataxia Research Alliance
* Dedicated FA patient advocacy group focused on treatments for FA

LarimisF S [
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CTI-1601 is Designed to Deliver Additional Frataxin (FXN)

CTI-1601 maintains the cleavage site between the MTS and mature human FXN

STRUCTURE OF ENDOGENOUS FXN STRUCTURE OF CTI-1601

Mitochondrial Targeting Mature Mitochondrial Targeting Mature
Sequence (MTS) Human FXN Sequence (MTS) Human FXN

__

Cleavage by mitochondrial processing Cleavage by mitochondrial processing
peptidase (MPP) at this site produces peptidase (MPP) at this site produces
‘mature human FXN in mitochondria Pewde (CPP) ‘mature human FXN in mitochondria

The presence of the cleavage site allows the CPP and MTS to be removed by mitochondrial
processing peptidase to produce mature human FXN in the mitochon:
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Upcoming Phase 2, Four-week Dose Exploration Study
Goal: Further characterize PK/PD and assess safety to inform long-term dose and dose regimen
28-day Treatment Period

Administration of CTI-1601 or placebo
No Administration
Ambulatory and non-ambulatory Friedreich's ataxia patients 218 years of age.
CTI-1601 treatment naive or participated (i eligibl) in a previous Larimar study.
Cohort 1: 25 mg
Cohort 2: Dose escalation contingent on a feview of Cohort 1 data by FDA and IDMC

Population

Key - Frataxin lovels in peripheral tissus, PK, PD, safety and tolerabilty. PD endpoints inciuds lpid profles and gene expression data

Normierof  ~12-15 patientsin Cohort 1 randomized 2:1 1o receive CTI-1601 or placebo.
Timing UGy iniaion expected n Q4 2022.

Top-line data from both cohorts expected in 2H 2023.

FUE— ==
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Phase 1 Top-line Data Demonstrated POC for CTI-1601 in FA

CTI-1601 appears to be generally well tolerated at doses up to 100 mg

Safe
ey administered daily for 13 days

Daily dosing of CTI-1601 resulted in dose-dependent increases in FXN levels from

Pharmacodynamics . . "
baseline compared to placebo controls in all evaluated tissues.

Pharmacokinetics Pharmacokinetic analyses support evaluating a once-daily dosing regimen for CTI-1601

Daily subcutaneous (SC) administration of 50mg and 100mg doses of CTI-1601
resulted in FXN levels in buccal cells that are at, or in excess of, those we would
expect to see in phenotypically normal heterozygous carriers (who have FXN levels
of ~50% of unaffected persons)

POC: Prootof-concept
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CTI-1601: Phase 1 Clinical Program in Patients with FA

Program consisted of double-blind, placebo controlled single- and multiple-ascending dose trials

Phase 1 Development Plan
+ Two double-blind, placebo-controlled dosing trials in patients with FA
« Patient dosing began December 2019
+ Safety Review Committee assessed all blinded data between each cohort to ensure patient safety
| Number of subjects: 28
Dose levels: 25 mg. 50 mg, 75 mg and 100 mg (subeutaneous administration)
| Treatment Duration: 1 day
1 Endpoint: Safety and tolerabilty
2° Endpoints: PK: PD; FXN levels; mulile exploratory
| status: Complete

Number of Subjects: 27
Dose Range: 25 mg, 50 mg, 100 mg (subcutaneous administration)

‘Treatment Regimen: Multipie increasing doses administered subcutaneously over 13 days.

1° Endpoint: Safety and tolerability

2° Endpoints: PK: PD: FXN levels (buccal cells, platelets, optional skin biopsies): multiple exploratory

Status: Complete

Multiple Ascending Dose
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Completed Multiple Ascending Dose Study

Treatment Schedules for Each Cohort

L[]« [Sle) - JSal Jl < R - <[] 8- aEBEm

= Administration of CTI-1601 or placebo [l = Administration of CTI-1601 or placebo tion of CTI-1601 or placebo
= No Administration = No Administration = No Administration

FXN Level Sampling Days Presented for Each Cohort

Buccal Buccal

Buceal

Buceal  Baseline, Day 4. Day 13 oceal Baseine, Day7,Day 13 Buceal  Baseline, Day 7, Day 13
Sk Baseline, Day 13 Skin  Baseine, Day 13 Skn  Baseline, Day 13
Platelets  Baseline, Day 4, Day 13 Platelets  Basline, Day 7, Day 13 Platelets  Baseiine, Day 7, Day 13
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Dose Dependent Increases in FXN Levels Observed in
Buccal Cells

FXN* Levels By Dose Group FXN* Change from Baseline By Dose Group
(Buccal Cells) (Buccal Cells)

Dose = Placebo < 25mg == 50mg == 100mg Dose = Placebo <= 25mg == 50mg == 100mg

(Change from Bas:
»

FXN Concentration / Total Protein
(pglug)
*le—
T
Additional FXN / Total Protein
/ug)
» » S
—e—i
—e—1

Baseline Day 47 Day 13 Day 417 Day 13

Lﬂfi *EXN levels measured via detection of peptide derived from mature FXN: Data represent median and 25" and 75" percenties; FXN levels from baseiine. Day 4. &
e 'Day 13 measurements aro shown o data derived from the 25 mg cohot FXNlevel fom baseline, Day 7 & Day 13 measuroments are shown fordata derive from
#1282 RS 1ha'50 8 100mg conods: Sampie callecion days varied n each cohort pr the il profocol
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Data Compare Favorably to FXN Levels Expected in
Heterozygous Carriers

Achieved median FXN levels that were >60% of the median FXN levels observed in healthy controls

Benchmarking Clinical Relevance FXN* Levels By Dose Group
+ FXN levels in buccal cells and blood have been shown to correlate with (Buccal Cells)

neurological function in FA patients’ Dose = Placebo = 25mg = 50mg = 100mg

+ Patients with FA only produce ~20-40% of normal frataxin levels
depending on the tissue considered?

control FXN levels (n=8)"

+ Heterazygous carriers who show no signs of disease have FXN levels of
~50% of unaffected healthy persons?

60% of median healthy l

Comparison to Healthy Controls

+ FXN levels were measured in buccal cells from 8 healthy controls using
the same assay and sampling technique employed in the Phase 1 MAD
trial

2 'QTT

o

FXN Concentration / Total Protein
(pglng)

+ With daily administration, patients in Cohorts 2 & 3 of the Phase 1 MAD
trial achieved median buccal cell FXN levels that were >60% of the median
FXN levels observed in healthy controls. Baseline Day 417 Day 13

) T ——————
LT e e e e G ot o e G i
e e

206 531-842:2. .C. Dotach o 3. Mokocusar Genetics and Metabolsm 101 (2010) 238-245
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Clinical & Non-clinical Safety Data Support Initiation of the
4-Week, Phase 2 Dose Exploration Study’s 25 mg Cohort

FDA cleared Phase 2 study’s initiation following review of clinical and non-clinical data

m SUMMARY OF MULTIPLE-ASCENDING DOSE (MAD) TRIAL SAFETY DATA

Repeated SC injections of CTI-1601 appear to be generally well tolerated at doses up to 100 mg admi

tered daily for 13 days.
No serious adverse events (SAES), important medical events, or treatment-related severe adverse events were observed.

Most common AES were mild and moderate injection sit reactions (ISR). At least one ISR was seen in 43% of patients recsiving piacebo, and allpatients
receiving CTI-1601 experienced ISRs. Most ISRS resolved within an hour after injection, and all ISR resolved without ntervention. There were no study
discontinuations due to ISRs.

Except for ISRs, the number and severiy of AEs did not increase with increasing exposure to CTI-1601

Accumulation of CTI-1801 was not observed at the doses and dose regimens studied.

w SUMMARY OF NON-HUMAN PRIMATE (NHP) DATA

“The ciinical hold was put in place following deaths that occurred during the 26-week toxicology study in 3 out of a total of 34 NHPs. All 3 of these NHPs were:
inthe two highest dose groups. All NHPS in the two lower dose groups survived to the end of the 26-week toxicology study.

Based 0 AUC, Cpu,. 810 Cy,g fom the Phase 1 studies at the 25 mg and 50 mg levels, and the no observed adverse effect levels from the 4-, 13-, and
26-week toxicology studies, the safety margins calculated for CTI-1601 are generally greater than 10.

Though the precise mechanism of toxicity in NHPs was not determined, we believe the toxicity was associated with accumulation and high levels of
exposure as demonsirated by the safety margins. We believe the presence of persistent edema at the injection sites in some NHPs may explain the.
accumulation associated with adverse events, as wel as higher plasma levels of CTI-1601. In the cinic injection sites willbe clossly monitored and we
intend to avoid the use of injection sites where persistent edema is present.

— ==
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Upcoming CTI-1601 Trials

Future Planned Trials Include:

Phase 2, four-week dose
exploration study intended
o identify dose and dose

Jive OLE trial for eligible patients
who participated in SAD, MAD,
andlor four-week dose

MAD trial in patients 2 to 17
years of age. Participants
eligible to screen for Jive OLE

regimen for long-term exploration studies. trial. Expected to begin in 2H
studies. Expected to begin Expected to begin in 2H 2023, 2023
in Q4 2022

Giobal double-blind
placebo-controlied pivotal trial,

Larimar

“Dose escaiaton in the Phase 2 i and iniiaton of the e, paciatrc MAD tals and global pvot s il be utyect o the FOA g th partal ciical hotd
‘OLE: Open-abet extension
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Summary: CTI-1601 Advancing to Phase 2 Trial

Designed to address the root cause of Friedreich’s ataxia by delivering
mature FXN to mitochondria.

Daily dosing of 50 mg or 100 mg of CTI-1601 for at least 7 days resulted in buccal cell
ILEEIIEER  FXN levels that met or exceeded those expected in phenotypically normal heterozygous
carriers.

601
Initiate in Q4 2022 a Phase 2 dose exploration study in Friedreich’s ataxia patients.
X Bieps, Cohort 1 to evaluate 25 mg dose; dose escalation contingent on FDA review of
cohort 1 data. Top-line data from both cohorts expected in 2H 2023.

Larimar [roe—
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Investment Highlights: CTI-1601 Cleared for Return to Clinic
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Larimar

Clinical-stage biotechnology company with a novel protein replacement therapy platform
Focused on addressing unmet needs in Friedreich's ataxia (FA) and potentially other complex rare
diseases based on a platform technology backed by a strong intellectual property portfolio

Lead candidate: CTI-1601, a recombinant fusion protein designed to deliver frataxin to mitochondria
Orphan Drug (US & EU), Rare Pediatric Disease (US), Fast Track (US), & PRIME (EU) designations for FA

Double-blind, placebo-controlled Phase 1 proof-of-concept trials in FA patients complete
Data show dose dependent increases in frataxin (FXN) levels from baseline compared to placebo in all evaluated
tissues with daily dosing & that CTI-1601 was generally well tolerated when dosed for up to 13 days

FDA clearance to ate a placebo-controlled, Phase 2, 4-week dose exploration study in FA patients
FDA lifted full clinical hold on CTI-1601 and imposed a partial hold, thereby clearing advancement to Phase 2
Cohort 1 to evaluate 25 mg dose; dose escalation contingent on FDA review of cohort 1 data

Study is expected to initiate in Q4 2022, with top-line data from both cohorts in 2H 2023

Strong financial foundation with projected cash runway into 2H 2024
June 30, 2022 cash - $54.9M; September 2022 public offering raised $75M in net proceeds
High-quality institutional investor base includes founding investor Deerfield Management
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MAD Trial Patient Demographics

All placebo Overall
)

Parameter Statistic

Nale n (%) sS4 3(500) (s a(429) 10(500) 15(556)
Female n (%) 2(286) 3(50.0) 3(429) 4(57.1) 10(50.0) 12 (44.4)
Age (years)
Mean 27 37 a1 20 @9 a7
s a7 1659 a0 8% 21 140
Medan 2 a7 * 2 u 2
Min, Max 20,36 2165 1947 2044 1965 1965

n (%) 6(85.7) 6(100.0) 6(85.7) 6(85.7) 18(90.0) 24 (88.9)
n (%) o ] 1(143) 1(14.3) 2(100) 2(74)
%) 1(143) o 0 o o 167)

%) 2(288) o o o o 204
%) 5(14) 6(1000) 7(1000) 7(100.0) 20(1000) 25(926)
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MAD Trial Patient Disease Characteristics

Parameter Statistic All placebo

Age at Symptom Onset
Mean 141 20 193 19 181 171
so 534 1448 621 672 1037 939
Median 150 180 190 100 180 160
Min, Max 823 1244 828 522 544 544

Age at Diagnosis
Mean 183 315 264 159 23 27
so 787 1988 428 821 132¢ 1223
Median 200 25 20 130 270 210
Min, Max 932 1464 17.30 521 554 564
n (%) o 2(333) 3029 o 5(250) 5(185)
n (%) 471) 3(509) 10143) 6(57) 10(500) 14(51.9)
n (%) 1(143) 0 1(143) o 1(50) 2(74)
n (%) 2(286) 1(167) 2(286) 1(143) 4(200) 6(222)

S ==
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Dose Dependent Increases in FXN Levels Observed in Skin

Daily SC injections of 100 mg CTI-1601 resulted in an ~3 fold increase in FXN levels from baseline

FXN* Levels By Dose Group FXN* Change from Baseline By Dose Group
(Skin Biopsies) (Skin Biopsies)

| Dose = Placebo — 25mg = 50mg = 100mg Dose = Placebo = 25mg == 50mg == 100mg

g sz
3 ” £
£ EE
§2 " S
g3 8
|- it
8 . EE . z
5 = 3 28
S i;° 8 3. *3
z . &
Baseline Day 13 Day 13
 arimar e v ot s et S e 0 Dl et e 2 T4 prces KN
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Dose Dependent Increases in FXN Levels Observed in
Platelets with Daily Dosing

Daily SC injections of 100mg CTI-1601 resulted in increases in FXN levels from baseline compared to
placebo

FXN* Levels By Dose Group FXN* Change from Baseline By Dose Group
(Platelets) (Platelets)

Dose == Placebo = 25mg = 50mg = 100mg Dose = Placebo = 25mg = 50mg = 100mg

5 = :
; l
L4 .
i !
3Ee $ {‘ 1 égz =
£3 z&
AR
8 2% .
S 28,
2 H
E 4

Baseline Day 417 Day 13 Day 417 Day 13

Lﬂflmg; *EXN levels measured via detection of peptide derived from mature FXN: Data represent median and 25" and 75" percenties; FXN levels from baseiine. Day 4. &
e 'Day 13 measurements aro shown o data derived from the 25 mg cohot FXNlevel fom baseline, Day 7 & Day 13 measuroments are shown fordata derive from
T2ReRHES 1he'50 8 100mg conods: Sampie callcion days varied n each cohort pr the rialprofocol
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PK analyses
support evaluating
a once-daily
dosing regimen for
CTI-1601

Summary of PK Analyses
(& CTI-1601 was quickly absorbed after subcutaneous administration
(& Dose-proportional increases in exposure observed with increasing doses of CTI-1601

& Mean half life of CTI-1601 in plasma was approximately 11 hours

CTI-1601 appears to be at or close to steady state exposure after 13 days of dosing
100 mg once daily
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Leadership Team
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Carole Ben-Maimon, MD Michael Celano Nancy Ruiz, MD, FACP, FIDSA  Jennifer Johansson, JD. Mohamed Hamdani
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Strong Relationship with FARA

Company has strong relationship with Friedreich’s Ataxia
Research Alliance (FARA)

+ National, non-profit organization dedicated to the pursuit of
scientific research leading to treatments and a cure for FA

FARA provides industry with several key items
« Assistance with patient recruitment and education

« Access to Global Patient Registry with demographic and
clinical information on more than 1,000 FA patients

« Sponsored a Patient-Focused Drug Development Meeting in
2017 resulting in a publication titled “The Voice of the Patient”
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Scientific Advisory Board

Former Chief Medical Offcer
at Alrest

herapeutcs, a

medical device company

Former Senior Vice
Prasident of Research and
Development at Discovery

Labs, a pharmaceutical and

medical device company

Larimar

Finbar and Marianne Kenny
Professor in Clnical and

Co-founder of Chondrial
Therapeuics, which
became Larimar
Therapeutis, Inc

Professor of Ped
atIndiana University School
of Medicine

Executive Drector o the
Mitochondril Medicing Frontier
Program at The Children's
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Human Genetics, Degartment of
Pediatrics at Universiy of
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of Medicine
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chiefof he University of
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Carin and Ellen Wiegner
Endowed Professor of Neurology
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CTI-1601 Extends Survival in FXN-deficient KO Mice

Initial Proof-of-Concept for FXN Replacement Therapy in Cardiac Mouse Model of FA

Median Survival of MCK-Cre FXN-KO Mice
+ 166 days (CTI-1601) vs. 98 days (Vehicle)

s CTI-1601 (n=16)
— Vehicle (n=15)

+ CTI-1601 was administered 10 mg/kg SC every other day g
4
g P-o00001
Survival beyond vehicle mean (107.5 days) s
- 87.5% (CTI-1601) vs. 33% (Vehicle)
) 50 100 150 200
+ Demonstrates that CTI-1601 is capable of delivering Days
sufficient amounts of FXN to mitochondria

CTI-1601 rescues a severe

sease phenotype in a wel
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CTI-1601
Prevents The
Development of
Ataxic Gait in
KO mice

In-Vivo Efficacy Data in
Neurologic KO Mouse Model

Pvalb-Cre FXN-KO mouse

Single dose level: 10 mg/kg CTI-1601 or vehicle given
intraperitoneally three times per week

Q

hFXN replacement with CTI-1601 prevents the development of ataxic gait
& CTI-1601-treated mice survive longer than untreated mice

() Human frataxin present in brain, dorsal root ganglia and spinal cord
demonstrating central nervous system penetration
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CTI-1601 Delivers hFXN to Mitochondria in KO Mice

hFXN concentration within mitochondria increases in a dose-dependent manner
Given subcutaneously, CTI-1601 functionally replaces hFXN in mitochondria of KO mice

Succinate dehydrogenase (SDH) activity, which is indicative of mitochondrial function, increases in a dose-dependent
manner after administration of CTI-1601; activity plateaus at 30 mg/kg and is equivalent to activity in wild type animals
Demonstrated normalization of gene expression in cardiac tissue

Normalized Mitochondrial FXN (Heart) Normalized SDH Activity (Muscle)
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CTI-1601 Prevents Left Ventricle Dilation in KO Mice

« Leftventricular (LV) volume increases in systole in untreated mice by 8 weeks (after 4 weeks of dosing with vehicle),
but remains similar to wildtype when treated with CTI-1601 (10 mg/kg every other day)

CTI-1601-treated mice have similar LV volume as healthy controls; echocardiogram shows significant differences
between vehicle and CTI-1601 treated (10 mg/kg every other day) KO mice
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CTI-1601 Preserves Left Ventricle Function in KO Mice

« Left ventricular (LV) function drops significantly in vehicle treated mice by week 8

+  CTI-1601-treated (10 mg/kg every other day) mice have similar LV as healthy controls; echocardiogram shows
significant differences between vehicle and CTI-1601 treated KO mice
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