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NEUROFIBROMATOSIS

Family of three genetic disorders

NF1: NF2: Schwannomatosis

All three disorders:

Are caused by loss of tumor suppressor genes, mainly leading to

activation of oncology pathways

May result in development of tumours

Lead to significant morbidity

Are progressive multisystem disorders




PROGRESSION OF NF1

Approximate timing of possible NF1 manifestations
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Skin: calé-au-fail spats Eye: Lisch nodules

Bene: arbital, long bone Meurafibroma: cutancous, spinal
abriorrmality Bone: scoliosis (later-onset type )
Meuraflbroma: plexiform Puberty: early or delayed
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Skin: freckling in underarm, groin Heuroflbromas; increase in sige
Leaming or behavioral issues and number

Eye: oplic pathway glioma Malignancy: increased risk af MPMST,
Growth: short stature, large head size breast cancer, high grade glioma

Bone: scoliosis (early-onset type) Hypertension

Hypertension 4
Migraines




PROGRESSION OF NF2

Approximate timing of possible NF2 manifestations

[ Westibular schwannoma-hearing loss, tinnitus, imbalance |

| Visual Loss*

Mononeuvropathy® J | Meningioma progression, swallowing issues ]
o 10 20 30 40 50 &0+

| Cranial Menlnglorna-5elzures, headache, vlsual loss {optic or pressure) J

[ Splnal tumor- Schwannoma, ependymoma, menngloma

“Facial, 3rd rerve, fogd drop, wrisd drop

+ amblycpia, cangenilal cataract, harmartorna
d&& Unpublished, Kindly provided by Dr. G. Evans




PROGRESSION OF SCHWANNOMATOSIS

Early Childhood

Adolescence

Adulthood

Diagnosis

Surgeries

Excruciating Pain




NF1 is about real people
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THE NF2 & SCHWANNOMATOSIS
PATIENTS: SUFFER IN SILENCE
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McKinnon Galloway

27 Years Old, diagnhosed at 16

Profession: Public Relations Manager
Many tumours, multiple clinical trials!

At risk of completely losing her hearing!

Bill Reiter

> 60 Years Old,
Volunteer with Red Cross
Many tumours, NO trials
Lots of pain!




CTF investment philosophy: Connect to Unconnected
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Case study NF2: Synodos to INTUITT TRIAL

I'I Preclinical pipeline NF2 - $3m/3 years
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Case study NF1: Koselugo - co-fund the
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EMBO Mol Med, Volume: 12, Issue: 1

path from Discovery to approval

Children's Tumor Foundation funded critical
research to get to the Koselugo approval!
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Other Examples

Advocacy efforts led to:

- NF funding from CDMRP since 1996 (over $ 300 million)

- Participation in numerous public consultations in Europe

- Inclusion of NF in the call text of IMI2 - Now: NF WP leaders as IMI ass. partner
Partnership with PfizerCures led to Spin-out of Mirdametinib into Springworks
Investment in training led to:

- Masterclass program in NF by Nf experts in Europe - iNFer in 6 languages (Europe)
- Virtual Case conferences (USA)

- First-ever NF training class in South America

Investment in disimination led to

- CTF's World's largest NF conference since 1988

- Open publication of mision-critical publications

Investment in open Science led to:

- Launch of first -ever NF data portal

- First-ever NF hackathons



And: Resources for NF patients globally

Search Healtheare Providers
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THANK YOU.

r@ctf.org
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