FIREFLY-1 (PNOCO026): Phase 2 study of pan-RAF inhibitor tovorafenib In
pediatric and young adult patients with RAF-altered recurrent or progressive
low-grade glioma or advanced solid tumors
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response rate (ORR) based on RANO criteria,
assessed by blinded independent central review (IRC)

— Secondary endpoints include ORR by RAPNO criteria
and safety

Here we report an interim analysis of antitumor activity
and safety in the first 25 patients enrolled in arm 1
(recurrent or progressive LGG) with 26 months follow up
(data cutoff Apr 14, 2022)

Aged 6 months to 25 years with a RAF-altered LGG
histopathologically verified at either original diagnosis or
relapse (per criteria defined in Figure 1)

At least one line of prior systemic therapy and
documented evidence of radiographic progression

At least one RANO-measurable lesion (imaging performed
within 28 days of initiation of treatment)

Karnofsky (aged =216 years) or Lansky (aged <16 years)
performance score of at least 50

Fully recovered from any prior surgery and prior
anticancer chemotherapy, and have undergone defined
washout periods

Chronic toxicities from prior anticancer therapy must be
stable

Available archival tumor tissue sample or fresh biopsy
Adequate organ function

As of April 14, 2022, 25 patients were enrolled to arm 1
and had 26 months of follow-up (Figure 2)

Per independent assessment according to RANO criteria,
partial responses (1 unconfirmed) were seen in 14 (64%)

of 22 evaluable patients, with 6 additional patients having

stable disease, and a clinical benefit rate of 91% (Figures
3,4, 6)

— Responses were achieved in tumors with BRAF fusions
and V60OE mutations

Per independent assessment according to RAPNO criteria
In the 22 evaluable patients, the ORR was 50% and the
clinical benefit rate was 100% (Figure 5)

Tovorafenib was generally well tolerated (Table 1), with
most treatment-emergent adverse events (TEAES) being
grade 1 or 2 (96%)

— The most common grade =3 TEAEs were anemia
(12%), vomiting, increased blood creatinine
phosphokinase and maculopapular rash (8% each)

\

— Seven patients (28%) required dose modification due
to treatment-related adverse events (AEs); no patients
discontinued tovorafenib due to AEs
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« 56% of patients had received = 3 prior lines of therapy,
and 72% were previously treated with MAPK pathway-
targeted agents

« Tovorafenib showed encouraging anticancer activity in
pediatric patients with BRAF-altered recurrent or
progressive LGG

— Independent assessment (RANQO) reported an ORR of
64% and CBR of 91%

— All patients with a response by RANO demonstrated
tumor shrinkage as assessed by RAPNO, with a CBR
of 100%

o Tumor shrinkage by T2/FLAIR may trend behind
reduction in T1 contrast uptake in some patients

* |nitial safety data suggested tovorafenib was generally
well tolerated, with most adverse events being grade 1 or
2

« As of April 14, 2022, all responders remained on
treatment, and no patients had discontinued due to
adverse events

1. Morrison D. Cold Spring Harb Perspect Biol. 2012;4:a011254
2. Yaeger R and Corcoran R. Cancer Discov. 2019;9:329-341
3. Ryall S, et al. Cancer Cell. 2020;37:569-583

4. Ryall S, et al. Acta Neuropathol Commun. 2020;8:30

5. SunY, et al. Neuro Oncol. 2017;19:774—785

Lindsay Kilburn MD: LKilburn@childrensnational.org



