" e K -

The DCCC Brain Tumor Center OB BN AV NS

UNIVERSITET @

The Research Center is a member of DCCC and supported by The Danish Cancer Society

Shivani Chiranth »°, Seppo W. Langer ® ¢ Hans Skovgaard Poulsen 2, Thomas Urup & ¢

aThe DCCC Brain Tumor Center, Denmark

® University of Copenhagen, Copenhagen, Denmark
¢ Department of Oncology, Copenhagen University Hospital - Rigshospitalet, Copenhagen, Denmark.

Neurofibromatosis type 2 (NF2) 1s an autosomal dominant tumour ecEa G
pre-disposing syndrome caused by mutations in the NF2 gene. One of its ) @
hallmarks 1s bilateral vestibular schwannomas (VS) causing hearing loss. ll
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To summarize the clinical efficacy and safety of targeted agents when
treating NF2 patients with VS.

Primary outcome -

1) Radiographic response: > 20% decrease in tumour volume, @ !
2) Hearing response: Significant increase in word recognition scores I @
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Proliferation
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Cell growth
Identification of studies via databases and registers ] { Identification of studies via Survival
other methods
Records identified from:
é E“mbb";§§§ 2 _ §Z§ Records identified from: Study Cohort| Dosage and scheduling |Radiographic|] Hearing
é l citation searching: n = 3 size response response
E Morris et al, 2016 5mg/kg/2 weeks
B | Socomesseseatr | [ ouptet oo e Blakeley ctal, 2016 7.5 mg/kel3 weeks
_J =58 Plotkin et al, 2019 10 mg/kg/2 weeks
- : Alanin et al, 2014 10 mg/ke/2 weeks
Records screened: e or surgeny) Plotkin et al, 2012 5 mg/kg/2 weeks
n=42 8/=h10 (pgt)%-clinicallphase Farsctschi et al, 2015 5 mg/kg/2-3 weeks 100%
ase
] = 9 (case reports n<3) Goutagny et al, 2016 5 mg/kg/2 weeks
" _Hochartetal, 2014
Hochartetal, 2014 | 7 | 5-10 ma/kg2 weeks
Reports sought for Reports not retrieved Reports sought for retrieval i _ _
o | | retrieval —| n =2 (only abstracts and n=2 Sverak et al, 2019 5-10 mg/kg every 2-6 weeks
£ n =21 incomplete data) Renai 5 5
g enzi et al, 2019 5-10 mg/kg/2-3 weeks
()
g l l Pooled data (95% CI) 5-10 mg/kg/2-3 weeks |38% (32 — 45)[45% (36 — 54)
Reports assessed for Reports excluded: 6 Reports assessed for
eligibility —»| n=1only protocol eligibility
n=19 n = 3 overlapping cohorts n=3
=21 lete data and - I I
Giteren: cetmtons o RRHR Study and drug Radiographic
( 0
Karajannis et al, 2013, Everolimus
— ! Goutagny et al, 2014, Everolimus
o Karajannis et al, 2012, Lapatinib
-§ Reports included in review ) Plotkin et al, 2010, Erlotinib
gl Tamura et al, 2019, VEGFR vaccine
- Phadnis et al, 2020, Axitinib

* Bevacizumab was the most effective targeted treatment

* Hearing response rate of 45% (36 — 54)

* Radiographic response rate of 38% (32 — 45)

* The most common grade 3-4 toxicites were hypertension, proteinuria and menorrhagia
* A lower bevacizumab dosage (Smg/kg), compared to a higher dosage (10mg/kg) showed similar efficacy and was associated with lower toxicity
* Other targeted agents, like lapatinib and the VEGF receptor vaccine showed some activity



