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Speaker Disclosures

= Participation at scientific advisory boards for Biogen and Novartis Gene Therapies
= Received honoraria for lectures from Novartis Gene Therapies, Biogen, and Roche
= Travel support from Biogen and Roche

= Acting as a sub-investigator for Roche (for olesoxime and risdiplam trials for SMA)
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Poland

Current population: 37,600,000
272,000 live births/year (decreasing)

Current number of patients with SMA:
approx. 1300 patients
~40 new SMA cases/year
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NBS in Poland

= NBS in Poland is carried out under the 4-year
health policy programs of the Ministry of

Ministry of Health

Health
Department of Newborn Screening and - The Department of Newborn Screening and
Metabolic Diagnostics Metabolic Diaghostics of the Institute of
Coordinating Center Mother and Child in Warsaw organizes and
coorc{inadtes all tasks within the NBS program
in Polan

Regional Newb ing Lab : i
SO Wen ey STEERIES e ee - Currently NBS in Poland covers 30 diseases:

(TSH, CF, BIOT, CAH) hypothyroidism, phenylketonuria, congenital

" ) ) adrenal hyperplasia, cystic fibrosis,
Newborn Care Units in regional hospitals / Congenita)l/pbiolz’zinidase%eficiency and
potozna $rodowiskowa / pediatrician congenital metabolism defects (including 23
diseases), and SMA

Specialistic Care Clinics™ - SMA has been included in the existing NBS
(Rare Diseases, Pediatric, Metabolic program

Disorders, Neurological Clinics)

Approximately 450 patients are diagnosed
annually
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e Nusinersen accepted for financing from goverment funds for all SMA types
e First efforts for SMA NBS (medical specialists and SMA patient care organization - Fundacja SMA)

01.2019

» Application to Ministry of Health to include SMA NBS into the current NBS Programme in Poland (2017-2021);
2020 « Need of evaluation by the Agency for Health Technology Assessment and Tariff System
 First negative decision (lack of assessment of financial effectiveness of the treatment; appeal = positive decision

W2 viril s e« Final decision about the implementation of SMA to NBS Programme for 2017-2021

04.2021 Tender and purchase of reagents and laboratory equipment
! e Official start of SMA NBS

W2 vieriri e All newborns are tested for SMA (opt-in for genetic testing)

0ervievis | « Onasemnogen abeparvovec and Risdiplam accepted for financing from goverment funds
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NBS for SMA
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- Implemented since April
2021

= NBS for SMA is currently
underway

in the whole country
(since 04.2022)

= Molecular tests performed
in the Institute
of Mother and Child

in Warsaw

-2023-ERN2-1BA)




Diaghostic and therapeutic algorithm

Maternity Dried blood samples (DBS) are collected from the heel of the newborn on Guthrie paper (48-72h
hospital after birth)

o CELG AT Positive screening result
(up to 7 working days from the receipt of the Guthrie paper to the screening center), two tests performed: PCR-HRM and MLPA
(initially known number of SMIN2 gene copies); results sent to the treatment center

CERERCEL I First hospitalization (up to 2 days)

(by place of * discussion on preliminary results of genetic tests / possible clinical course (SMN2)

* clinical evaluation of the patient

* collecting blood for genetic tests to verify the screening result

* discussion on treatment options

* decision on management: treatment vs monitoring

* in the case of a decision to undertake treatment: initial qualification for the treatment program or
* inthe case of a symptomatic patient - immediate initiation of therapy

* planning of hospitalization after obtaining the verification result

Genetic center Verification of the screening result
(MLPA, final estimation of SMIN2 copy number, result up to 4 working days)- the third genetic test

residence)

EEH N ERECHETE Second hospitalization
* in patients with 2 and 3 copies - therapy no later than 2 weeks after the screening result, discussion on the multidisciplinary care

plan
* in patients with 24 copies, theraphy or plan of follow-up visits, discussion on the multidisciplinary care plan
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Training/guides

» Guide for Parents of Children » Educational Training for HCPs
Diagnosed With SMA via NBS

“Dealing with crises during
communication with parents

A of a child suffering from SMA allows
et s ety o ey shared responsibility”

M Sdseborgabjour M7 )

Podstowowrm zaburzeniem w SMA yest ebumieronis komérek drugi, niejako zapasowy gen wytwarzajcy biatko SMN. Nesi on

P nawe SMN2. Z powodu drobaych rdnic w budowie produkuje

nerwowrch w rdzeniu kregowrm, 2w metoneurondw, jednak muiejsze ilodci tego biatka — zaledwie 10-0% teg,
odpowtedzinlnych 2o funkele ruchowg mietal, @produkowalby gan SMNT.

T —— HCPs face challenges in communicating

- Dzde sie tak wskutek niedoboru biatka nazwanego SMN (od 10-20% tegn, co genSMN)

[rptiene s bl — with parents of patients with SMA
Hﬂ'ﬂ:‘lmm genu SMNT, ktbry dbecne 2 gerry SMNT brak genu SKN/ re ardin
| D)D) T g g

Gen ten, jak znakomita wiekszo$¢ gendw w naszym organizmie,
wysepuje w dwoch kopiach — jedng dziedzicrymy od mamy,
adugy od taty.

= o WA
-GD——GD~ D vmugnns
= Results of screening tests

| | Neszeqo dzieckn wkrvlo uszkodzenie obu kapi 7 .:.{:
{ego genu, o nozvwomy hemozvgolycng delecjp +* °® } oy o . .
o A ot e oy g o sompmsuunsn Positive diagnosis of SMA

12 prowidiowego biatko SN

e |
T J | = |nitiating treatment
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SMA NBS testing method - PCR-HRM
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NBS-SMA (16.02.2024)

y

GENETIC RISK FAMILIES (GENETIC COUNSELLING, PRENATAL DIAGNOSIS)




NBS-SMA -results

(16.02.2024)

POMERANIA

FORLSKE Masovia 01/02/2021 14
Podlaskie 04/05/2021 3
Warmia-Masuria 17/05/2021 3
Lublin 01/06/2021 1
todz 07/06/2021 8
Pomerania 12/07/2021 7
Kuyavian-Pomerania 26/07/2021 6
West Pomerania 16/08/2021 5
. Lubusz 23/09/2021 0
Greater Poland 23/09/2021 13
LOWER SILESIA Y CROSSPROVING Lower Silesia 22/11/2021 9
Opole 22/11/2021
Silesia 03/01/2022
Lesser Poland 07/03/2022
Subcarpathia 28/03/2022
Hole Cross Province 28/03/2022

TOTAL
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SMNZ2 copy number

snz_| N | %

Funded by
the European Union

The ERN EURO-NMD is funded by the European Commission under the EU4Health programme (EURO-NMD 23-27 — 101156434 — EU4H-2023-ERN2-IBA)



Time of screening/diagnostic result
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Treatment of patients from NBS

- only with info available

No 53 29 22 2

25.6 18.4 35.4
15.4 18.6

Minimum

Mean 22.0

Maximum 70 45 70 22
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NBS for SMA in Poland- summary

= Implemented since April 2021

= 709 069 of newborns screened; 97 positive results for SMA

= On average, the initial screening result was obtained at 8 days after birth
= On average, diagnostic result was obtained at 14 days after birth

= Diagnosis of SMA is reliable - in summary three genetic tests are performed
(two from DBS and one from independent blood collection)

= Treatment can be started in the third/fourth week of newborn’s life (mediana
22 days after birth)
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Thank you!

Thanks to:
Monika Gos, PhD, Mariusz Ottarzewski PhD, Jerzy Bal Prof

Joanna Wasiluk MSc, Magdalena Fraczyk PhD,
Aleksandra Landowska MSc, Mariola Jurzyk MSc,
Katarzyna Durda MSc, Wioletta Wawer MSc,
Joanna Gzowska MSc, Paulina Kubiszyn MSc,
Jessica Wieczorek MSc, Liliia Nosarieva MSc

Department of Newborn Screening and Metabolic Diagnostic
Department of Medical Genetics
Institute of Mother and Child
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