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INTRODUCTION AlM

« Gliomas are the most common malignant primary brain tumor found in adults.’ * In November 2022, Servier launched an EAP (NCT05592743) designed to provide access to VOR for patients in the US with mIDH1/2 glioma.

I D H t t I - t' t  In the United States, gliomas associated with mutations in the genes encoding the metabolic enzymes isocitrate dehydrogenase « We present baseline characteristics, safety, and treatment duration data of patients treated in this EAP as of June 2024.
-m u a n g I O m a pa Ie n S 1 (mIDH1) or 2 (mIDH2) comprise at least 18% of adult-type diffuse gliomas.’
- - - * Active surveillance is a recommended option for patients with grade 2 gliomas with no measurable tumor or for whom immediate M ETHODS
treated with vorasidenib:
. . . . . . . . . . .

» Chemoradiotherapy is the standard care for postoperative treatment of patients with mIDH grade 3/high-risk grade 2 gliomas, but it is not » Key inclusion criteria: aged =12 years with mIDH1/2 glioma and, in the opinion of the treating oncologist, would potentially benefit from

O - d t f th curative and is associated with radiation-induced neurocognitive dysfunction and DNA hypermutation.34 treatment with VOR.
n g o I n g a a ro I l e « There is an unmet need for therapies in this period to postpone the use of radiation therapy and chemotherapy and preserve quality of life.3 _ At least one prior surgery for glioma (including biopsy), adequate bone marrow function, hepatic function, and renal function.
- - « Vorasidenib (VOR) is an oral, brain-penetrant dual inhibitor of mIDH1/2 demonstrating clinical efficacy and safety in patients with mIDH1/2 - Patients receive either VOR 40 mg orally (PO) once daily (QD) (>40 kg) or 20 mg PO QD (<40 kg).
. . 5
Vo ras I d e n I b expa n d e d glioma in the phase 3 INDIGO study (NCT04164901). — Dosing is initiated at Cycle 1, Day 1 with 28-day treatment cycles, with VOR dosing assessed at each treatment cycle to determine if
— The FDA approved VOR in August 2024 for patients >12 years old with grade 2 astrocytoma or oligodendroglioma with susceptible any dose adjustments are warranted.
: . . . . e

access p rog ra m mIDH1/2 following surgery, including biopsy, subtotal resection, or gross total resection. — Safety assessments occur every 2 weeks for the first two 28-day cycles, then monthly for the duration of treatment.

+ Servier launched an expanded access program (EAP) in November 2022 to provide access to VOR for patients with mIDH1/2 glioma; « Measures of interest include frequency and severity of adverse events of special interest (AESIs) and serious adverse events (SAEs),

following FDA approval in August 2024, enroliment is closed, and all current patients will transition out of the EAP. safety laboratory tests, disease and seizure assessment, duration of treatment, and time from surgery to VOR initiation.
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'University of California, Los Angeles, Los Angeles, CA, USA; ?Duke Health, Durham, NC, USA; « As of the June 30, 2024 data cutoff, there are 110 participants with mIDH1/2 glioma from Table 1. Patient demographics and baseline characteristics SAFETY
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51 sites enrolled in the EAP who have received at least one dose of VOR (Figure 1). . i i
*Memorial Sloan Kettering Cancer Center, New York, NY, USA; °Radiation Oncology Physician Consultant, (Fig ) _ EAP patients At least one AE of any grade was seen in 38 (26.6%) participants (Table 2).
Brookline, MA, USA: "Servier Pharmaceuticals, Boston, MA, USA; 8Dana-Farber Cancer Institute, Figure 1. Enrolled sites (N=110) « 12 (8.4%) patients had AESIs (defined as grade 2 or higher alanine

Boston, MA, USA Age in years, mean (SD) 42.1 (14.7) aminotransferase/aspartate aminotransferase elevations).
V)
Se)l(\;lgle( %) 60 (54.5) * 5(3.5%) patients had unrelated SAEs (as determined by the investigator).
' Formale 50 (45:5) « 17 (11.9%) patients had AEs that led to dose interruption and 7 (4.9%) patients had
PLAIN LANGUAGE SUMMARY Race. n (%) cose recucton.
White 84 (76.4) Table 2. Treatment-related AEs
Asian 5 (4.9) 0
Native Hawailan or other Pacific Islander 3(2.7) AES | %
: - - Elevated LFTs G1 14 (10)
What is an expanded access program (EAP)? Black or African American 2(1.8)
@ P Prog ( ) American Indian or Alaska Native 1(0.9) Low ANC 3 (2)
« An EAP allows people to access an investigational treatment outside Other 1(0.9) Nausea G1 3 (2)
of clinical trials and before regulatory approval. Unknown/not reported 14 (12.7) Fatigue G1 2(1)
: : iCi 0 Headache 1 (1
EAPs are most commonly offered for rare diseases or in cancer where Eth:i':;;yr’“z (%) 109.1) Hyponatremia 1 E 1;
treatmer?t optllons are unavailable or not tolerated or for severe or life- Non-Hispanic 60 (54.5) QTc prolongation 1(1)
threatening diseases. Unknown/not reported 40 (36.4) Low CL 1(1)
EAPs may be started once an appropriate dose has been established ' IDH mutation type, n (%) Low Hgb 1(1)
and there is enough evidence of benefit to justify the use of an 1 81 (73.6) Left lower back pain 1(1)
investigational drug outside of clinical trials. 2 28 (25.5) Low Na 1(1)
Both 1 (0.9) Vomiting 1(1)
Grade reported at Screening, n (%) AE = adverse events; ANC = absolute neutrophil count; CL = chloride; Hgb = hemoglobin; LFT, liver function test; Na = sodium; QTc = corrected QT interval
@ Who has access to the EAP? § ?g ggg; Figure 4. Duration of treatment for all EAP participants
. S : : Days
 Servier started the EAP for oral vorasidenib (VOR) in November 2022 Sationt o " 1 baseline characterist —od in Table 1 4 7(6.4) 0 50 100 150 200 250 300 350 400 450 500 550
so people in the United States with mutations in the metabolic AHETL AEMOGraphics and baseiine hardcienstcs are stummednzed in Tabe 1. Prior treatment, n (%) | | | | | | | | — > -
enzymes isocitrate dehydrogenase 1 or 2 (mIDH1/2) glioma could — Mean (SD) age was 42.1 (14.7) years; 60 (54.5%) were male; 57 (51.8%) with RT only 1(0.9) , == >
T e t astrocytoma; and 81 (73.6%) had an IDH1 mutation. RT/chemotherapy 35 (31.8) - >
aEeees s TERTTENT — The majority of participants had grade 2 gliomas (n=84 [76.4%]) and non- Chemotherapy only 8(7.3) o g >
— The FDA approved VOR in August 2024 for certain types of con tras:—en};ansin dips case (n=gZ 74 53]) P None 66 (60.0) I
mIDH glioma. J 2 70l). Prior IDH inhibitor, n (%) c
_ _ _ _ _ . PATIENT DISPOSITION ideni -
— Servier designed the EAP along with medical experts, bioethicists, _ _ Ivos'qen't.’ 28 (29.5) k5
and patients to ensure the proaram was inclusive « Median duration of treatment was 115 (grade 2), 127 (grade 3), and 121.5 (grade 4) days; Enasidenib 3(2.7) ©
P | Prog | o overall median (range) duration of treatment was 115 (3-514) days. Vorasidenib 2(1.8) =
The. EAP was available J_(O_ peop.le with mIDH’I./2 gllomg Who are n.ot « As of the data cutoff, 94 (85.5%) participants remain on treatment, with the majority 1 '\tlone Y 77(70.0) 12
eligible for other VOR .cllnlcal trials and who, in the opinion of their initiating treatment within the past 6 months (n=77 [70.0%)]). aSBizgggery, n (%) 7155 %
oncologist, may benefit from treatment. — 16 (11.2%) participants have discontinued treatment due to: radiographic progressive Gross total resection 41 (37.3) o prade 2 @ Discontinued
Following FDA approval in August 2024, enroliment in the EAP is closed disease (n=3); clinical progressive disease (n=7); adverse event (AE) unrelated to Subtotal resection 52 (47.3) I Grade 3  Ongoin
. . I
and all current patients will transition out of the EAP. treatment (n=1); death (n=2); or other reason (n=3). Histological subtype, n (%) B Grade 4 M
— Three participants have died (disease progression, n=2; unrelated infection, n=1) Astrocytoma 57 (51.8) Grades refer to tumor grade at screening
(Figure 2). Oligodendroglioma 53 (48.2) EAP = expanded access program
What are the reSU“S Of the EAP? EAP = expanded access program; IDH = isocitrate dehydrogenase; RT = radiotherapy
. Pegple takln_g VOR in the EAP have had similar side effects to people Figure 2. Disposition Figure 3. Time between last surgery and VOR initiation CONCLUSIONS
taking VOR in clinical trials. EAP launched November 2022 Time between last surgery and VOR initation
— Side effects are generally similar in type and severity. <6 « The safety profile of VOR in the EAP is comparable with the profile reported in clinical
— No new significant safety issues have been seen. June 30. 2024 data cut " I 2 (29-1) trials, and no new safety concerns have been identified.
une 30, ata cu = . L . . .
« Although patient data are relatively diverse and new in the EAP, initial n=110 received at _ : £ >6-12 I 5 (13.6) * VOR was well tolerated in a heterogeneous population, including patients with grade 3
S : : : least one dose Discontinued treatment (n=16) = and 4 gliomas, as well as patients who received prior anti-cancer treatment.
results are promising in patients with mIDH1/2 glioma. Radiographic progressive disease (n=3) e ~12-24 I 16 (14.6) . Dat finue t t 4 fut blicat 1l anal i
Clinical progressive disease (n=7) < o ata continue to mature and future publications will analyze efficacy.
AE unrelated to treatment (n=1) E N 46 (41.8) « Enroliment in the EAP has closed post FDA approval (August 2024), and all current
Death (n=2) . tients will t iti t of the EAP
) M patients will transition out of the .
@ Where can | learn more about the EAP* On treatment Other reason (n=3) issing [ 1(0.9)
. : : ; . _ -
You can .flr.1d more information about the EAP online at n=94 (85.5%) 0 10 20 30 40 50 ACKNOWLEGMENTS
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