|IONZ283 Clinical Trial in
Dallas



Clinical Trial

Location

How to Prepare




Whatis a
clinical trial

Clinical trials are research
studies performed in people
that are aimed at evaluating a
new drug, device, or behavioral
intervention.




Clinical Trial Stages

Safety Safety/Efficacy
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JION 283 Regulatory process

FDA IRB Hospital
approval approval Approval
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The Site Research Team

* Investigators/Doctors
e Research Coordinators
e Research Nurses

e Health care workers




Investigators

Berge A. Minassian MD

Professor of Pediatrics
Chief of Pediatric Neurology

University of Texas
Southwestern Medical Center

Co-l
Charuta Joshi, MD

Professor of Pediatrics
Pediatric Epileptologist

University of Texas
Southwestern Medical Center

Sub-I

Mayank Verma, MD, PhD
|

Fellow of Pediatrics
Pediatric Neurology

University of Texas
Southwestern Medical Center



Expertise and strengths

* Experienced Pediatric Neurologists
* Experience in ASO and Gene Therapy

* Experience with Epileptic encephalopathies and Lysosomal storage
diseases

* Specialized Core services -MRI, PICU

* Team with experience in FDA regulated trials and regulatory
compliance

* Centralized Location (DFW/Lovefield airport, nearby facilities)
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Proposed Phase1/2 study

Primary Objective:

To study if ION283 is safe for patients with Lafora
Disease.

Secondary Objectives:

To study if ION283 helps treat Lafora Disease.

Exploratory Objectives:

To study biomarkers in patients with Lafora Disease before and after treatment




ION283- Phase 1/2 Study Design

Screening Period Treatment Period Post Treatment Follow
15mg Up

Up to 4 weeks q12 weeks for 24 28 weeks after last
months dose



Study Design

A Phase 1/2 Open Label Study to Evaluate the Safety and Efficacy of Intrathecally Administered ION283 in

Patients with Lafora disease

A single group will be studied:

IOlNSZZBg 9IT Lomk

in . .

N =10 12-week infusions Inf|u5|on
intervals voiume

The study consists of 2 periods:

Screening Period: 2 Treatment Period:
weeks 104 weeks (24months)

The first two participants will be dosed first

28 days after dosing



Inclusion Criteria

Aged 10-18 years old at the time of informed consent.

Genetically confirmed diagnosis of Lafora disease (EPM2A/laforin,
EPM2B/NHLRC1/malin)

Must have LDPS score = 9 and LDPS motor subscore of = 2 (independent
ambulation- walking 10 steps independently)



Exclusion Criteria

. Clinically significant abnormalities in medical history
. Active Infection

. AbnormalLabs

. Problems with doing a lumbar puncture.

. Liverand Kidney problems

. Previous treatment with an Antisense Oligonucleotide

. Anyinvestigational agent or device within the 30 days



@ Clinicaltrials.gov
[.gj) Clinical referrals

Recruitment

International patients

”
§§ Family Foundations




Safety Monitoring

Side Effects

Vital Signs (HR,
BP, respiratory
rate, pulse

Neurological
Examinations

ECGs

CSF Laboratory
Tests

Physical
Examinations
and Weight

Blood
Laboratory
Tests

16



Efficacy Monitoring

Physical/
Annual MRI Questionnaires Neurological
Examinations

Annual 24 hr Heee
EEG Laboratory

Tests

17



Schedule

Day 1-14 Day 15 Day 45

Medical ION283 Safety Lumbar
Evaluation Administration Puncture

Pre dose Post dose Medical
labs/evaluation labs/evaluation Evaluation

Day 15 DEINES Day 105




Living in Dallas

* Limited public transport
* Diverse community
* Weather is HOT in summer!!

* Hospital location is near airport/downtown

@ , - 7 [ H 4 4
w/’Gr vine Mills “(\_ Carrollton "*.1 : Sachse
£ () \ | { 4 >, 4
\ Addison  "PalCRe @ :
\ ] H _y ‘e
| ORIGINAL TOWN feeens H / R S &
)} \ ] 4 - R “
N \ @ minl Richardson COOMER CREEK X ;
ke \ S Y \ :
| Galleria Da a’s “BUCKINGHAM / \ 3
Farmers ] &7 AW :
Branch TR o vl
r‘ - == \
e e Garland

I | N 1
| N
_'._ \ | LAKE %\ |
| 35E] ) | HIGHLANDS_
| NORTHWEST PRESTON | NG
HOLLOW | VICKERY )
MEADOW N/
| y ! 7@_0_.;.._..% —F=\ Zacha Junction
i] | 7 University:.;ony A N
/ \ Irving Mall i Park \
/ \ i « §
[ L | %
== 'Eule'ss4~_&f :1"f =
1
| @s1)
\ ]
ER VALLEY |
‘\i {
VIRIDIAN ‘:‘]‘ i\ '/ Sunnyvale
) A~ -
NORTH =
ARLINGTON | I I as
f | T SaeSa = (gl o~ "
Lo | o merseOHOY= ) \ N Mesduite
e = ——fTF [ | \ * \
| 1 }' \ H \
| 4 BISHOP ARTS XL $ \ CREEK CROSSING
i - DISTRICT# e - : \ ESTATES
Arlington ‘ CogkrelHil | :
I N\ Balch Springs
‘ ‘ OAK CLIFF { CEDAR CREST @ N ‘1 H /
. EAST ARLINGTON = \ \ o —
360 (@] 7'\ D "Gt e & ]
—f_| AT
i s, [ES00G - . RESESS




Ronald Macdonald House

o Salvation Army (2] 86

%,
/},@@ Parkland Health @
4,
(2
House of Dallas o

Childre
Thrive - %,

&8 Caring for S
Texas Families 04

' Children's Health
Specialty Center...







How to prepare

* Passports valid for more than 6
months

* Visarequirements
 ESTE- 90 days valid for 2 years

* B1/B2-6 months valid forup to 10
years

* Re arranging work commitments
* Childcare for siblings
* Mobile Phones

* Visa/Mastercard




Travel/ Medical Insurance

* Travel/Medical Insurance, examples
* Imgglobal.com - $200 for 90 days cover up to $100K Medical
* Visitorcoverage.com -$100 for 90 days cover up to $50K Medical
 Covers new health issues not related to any pre-existing conditions

* Covers - Urgent care, Drs appointment, Emergency, Hospitalization,
Prescription, Dental

Scenario 1- 15-year-old falls in the park and has injured their leg and
need medical care

Scenario 2 - 12-year-old get an ear infection and needs antibiotics
Scenario 3- 18-year-old gets COVID and need cough medicine



What to bring to Dallas

* Your child's medication

* Your own medication

* Special equipment they need

* Do not bring food! Snacks are ok

* Blanket for hospital/comfort clothing
* More details later....




THANK YOU

QUESTIONS?



