In patients with Grade 2 m/DH1/2 astrocytoma or oligodendroglioma

HALT PROGRESSION
WITlH PRECISIOM

VORANIGO®—Proven
to significantly extend

progression-free
survival (PFS)"2

[ 'L"s‘
INHIBITION INITIATED

Primary analysis: 61% reduced risk of disease progression or death vs placebo (HR=0.39; 95% Cl, 0.27-0.56; P<0.0001)."
Extended analysis: 65% reduced risk of disease progression or death vs placebo (HR=0.35; 95% Cl, 0.25-0.49).
Median PFS was not reached for VORANIGO (95% Cl, 22.1-NE) vs 11.4 months for placebo (95% Cl, 11.1-13.9).22

aThe extended analysis includes an additional 6 months of data from the primary analysis data cutoff date of September 6, 2022, to the date of
unblinding on March 7, 2023.2
HR, hazard ratio; mIDH1/2, mutant isocitrate dehydrogenase-1 or mutant isocitrate dehydrogenase-2; NE, not estimable.

INDICATION

VORANIGO (40 mg tablets) is indicated for the treatment of adult and pediatric patients 12 years and older with Grade 2
astrocytoma or oligodendroglioma with a susceptible isocitrate dehydrogenase-1 (IDH1) or isocitrate dehydrogenase-2
(IDH2) mutation following surgery including biopsy, sub-total resection, or gross total resection.

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Hepatotoxicity: VORANIGO can cause hepatic transaminase elevations, which can lead to hepatic failure, hepatic necrosis,
and autoimmune hepatitis. Monitor liver laboratory tests (AST, ALT, GGT, total bilirubin, and alkaline phosphatase) prior to the
start of VORANIGO, every 2 weeks during the first 2 months of treatment, then monthly for the first 2 years of treatment,
and as clinically indicated, with more frequent testing in patients who

develop transaminase elevations. Reduce the dose, withhold, or permanently

discontinue VORANIGO based on severity. : ) vorq nigo®

Please see additional Important Safety Information on page 19 . ]
and accompanying Full Prescribing Information. VOI’aSIdenIb tablets
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Molecular profiling in glioma classification

Identifying mutations is the key to precisely classifying adult-type diffuse gliomas?*

= The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) recommend conducting initial /DH testing
for the workup of all gliomas, followed by additional molecular characterization®*

» Adult-type diffuse gliomas, a subtype of glioma, are further categorized into 3 subtypes according to the
mutational status of /DHand 1p/19g-codeletion in the 2021 WHO classification®

2021 WHO classification of adult-type diffuse gliomas*

Adult-type diffuse glioma Genes and altered molecular profiles CNS WHO Grade
Astrocytoma mutated /DH7 or IDH2 2,3, 4
Oligodendroglioma mutated /DH7 or IDH2, and 1p/19qg-codeleted 2,3
Glioblastoma wild-type IDH A
> Gliomas with mutated /DH7 and IDH2 have improved prognoses compared to
gliomas with wild-type /DH (glioblastoma)>¢

Test with IHC and NGS to identify all mutations?
» While IHC can identify the most common /DH 7 mutation, R132H, up to 16% of patients with m/DH glioma have an
IDH1 or IDH2 mutation that requires NGS to be detected’®

N cc N According to the NCCN Guidelines®, if the IHC result for m/DH17-R132H
i is negative for a patient under age 55, sequencing is required to detect
Guidelines less common /DH1and /DH2 mutations?

CNS, central nervous system; IHC, immunohistochemistry; MRI, magnetic resonance imaging; NCCN, National Comprehensive Cancer
Network ® (NCCN®); NGS, next generation sequencing; STR, sub-total resection; WHO, World Health Organization.

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

The need for a targeted therapy in m/DH glioma

Even following gross total resection (GTR), m/DH gliomas continue to grow® '

» /DH1/2-mutant astrocytomas and oligodendrogliomas grow continuously over time regardless of the
extent of resection®™

— The presence of residual tumor cells remains after surgery due to the diffuse and infiltrative nature
of m/DH gliomas™™

— These tumors eventually become aggressive and may lead to premature death®™

VORANIGO—a novel mIDH1/2-targeted therapy that is the first advancement in the
treatment of m/DH glioma in over 20 years™'%"3

= Prior to the approval of VORANIGO, an FDA-approved targeted treatment option specifically designed
for m/DH glioma did not exist and treatment options were limited to active observation or radiotherapy

and/or chemotherapy (RT/CT)

VORANIGO may be considered as a targeted option in multiple treatment settings’*'

MRI findings suggest glioma

Tumor resection (STR, GTR) or biopsy & Grade 2 m/DH glioma
diagnosis confirmation

Up-front treatment options®

Active observation VORANIGO RT/CT

Recurrence options?

Re-resection VORANIGO RT/CT

@Additional treatment options, including clinical trial enrollment or palliative care, may be considered.

VORANIGO provides an FDA-approved, targeted intervention for patients
with Grade 2 m/DH glioma’
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Patient criteria

MOD and MOA

Appropriate patients for VORANIGO

VORANIGO is approved for patients (=12 years) with Grade 2 m/DH glioma who have
had prior surgery’

The patient criteria below illustrate types of appropriate patients for VORANIGO:

Age (years) <12 12-39

Adult-type Diffuse
Glioma Subtype

Oligodendroglioma
(1p/19g-codeleted)

Astrocytoma Glioblastoma

IDH1 mutated IDH2 mutated

: Sub-total
No surgery Biopsy only resection

Surgery as only Surgery and
prior treatment prior treatment

IDH Status

Surgery Status Gross total

resection

Prior Treatment

Time Since
Surgery

0-11 months >1 year

Radiographically .
stable Progressing

Consistent with label

Not consistent with label

Disease Status

= Based on the approved indication and your clinical assessment, VORANIGO can be used:
— Immediately after surgery
— After sub-total resection or gross total resection
— After surgery alone or after surgery and prior therapy

VORANIGO provides a targeted treatment option for many patient types
across the Grade 2 m/DH glioma care continuum

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

m/DH glioma mechanism of disease and
VORANIGO mechanism of action

VORANIGO is the first and only FDA-approved oral inhibitor of mutant IDH1
and IDH2 in glioma’

m/DH glioma mechanism of disease'®
» Mutations to /IDH1/2 genes produce mutated IDH1/2 enzymes, which are key components of the
Krebs cycle

» These mutated enzymes lead to the overproduction of 2-hydroxyglutarate (2-HG), which disrupts normal
cellular processes, contributing to impaired cellular differentiation and subsequent oncogenesis

VORANIGO mechanism of action

» VORANIGO directly inhibits the gain-of-function activity of mIDH1/2 enzymes to block the abnormal
production of 2-HG, a known driver of oncogenesis™'

= VORANIGO crosses the blood-brain barrier and penetrates brain tumors™'®

Oncogenesis in m/DH glioma and the inhibition of mIDH1/2 with VORANIGO" """

m/DH Cytoplasm Mitochondria

glioma cell®

Citrate Citrate

/

Isocitrate Isocitrate Krebs cycle

IDH1 ! IDH2 |

a-Ketoglutarate a-Ketoglutarate
VORANIGO

@D
2-HG

\E 6

Altered growth and differentiation
leads to oncogenesis

Hypermethylation

®m/DH glioma cells include astrocytes and oligodendrocytes that are mutated in adult-type diffuse glioma.
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INDIGO trial design

Patient characteristics

INDIGO trial design

The INDIGO trial evaluated the safety and efficacy of VORANIGO in patients with
Grade 2 m/DH1/2 astrocytoma or oligodendroglioma vs placebo’

The INDIGO trial was a phase 3, randomized, multicenter, double-blind, placebo-controlled trial (N=331)""3

Patients in the INDIGO trial:
= Were at least 12 years of age

= Had /DH7- or IDH2-mutant VORANIGO 40 mg
Grade 2 astrocytoma or orally once daily
oligodendroglioma? (n=168)

Patients who were
randomized to
placebo were allowed
to cross over to
receive VORANIGO
after documented
radiographic disease
progression

» Had prior surgery for glioma — 1:1 double-blind

randomization®
« Had measurable,

non-enhancing disease

Matched placebo
orally once daily
(n=163)

= Had not received prior
anticancer therapy,
including chemotherapy
and radiotherapy

Treatment continued until radiographic disease progression or unacceptable toxicity.” Tumor assessments
were performed every 12 weeks.

INDIGO trial efficacy outcomes

Following the primary analysis data cutoff of September 6, 2022, the extended analysis includes

6 months of additional data to the date of unblinding on March 7, 20232

The extended analysis for progression-free survival (PFS), time to next intervention (TTNI), tumor growth
rate (TGR), and seizure activity was not controlled for multiplicity.

r\ . Major efficacy outcome: PFS Ij& Key secondary outcome: TTNI
.J The time from randomization to _| The time from randomization
the date of the first documented to the initiation of the first
disease progression or death due subsequent anticancer therapy
to any cause.™* or death due to any cause.’

Other secondary outcome: TGR rfOzH Exploratory outcome: Seizure activity

_| The on-treatment percentage .J The number and severity of seizures
were self-reported using a diary
during each cycle.?

change in tumor volume every
6 months.™

3IDH 1T or IDH2 mutation status was prospectively determined by the Life Technologies Corporation Oncomine Dx Target Test.
®Randomization was stratified by local 1p/19q status (codeleted or not codeleted) and baseline tumor size (diameter =2 cm or <2 cm).!

°PFS was evaluated by a BIRC per modified RANO-LGG." The RANO criteria for LGGs define progressive disease as either a
radiographic disease response (a 225% increase in the sum of the products of perpendicular T2-weighted or T2-weighted fluid-
attenuated inversion recovery), or the presence of a new lesion as a newly measurable or increased enhancement.”

BIRC, blinded independent review committee; RANO-LGG, Response Assessment in Neuro-Oncology for Low Grade Glioma.

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

INDIGO patient characteristics

The study population was generally balanced across treatment arms, including age,

histologic subtype, and type of surgery'*'

More than 50% of patients treated with VORANIGO had gross total resection at the time of surgery

Demographic and disease characteristics

Demographics

VORANIGO (n=168)

Placebo (n=163)

Age
Median years (range) 40.5(21-71) 39 (16-65)
Age distribution, %

16 or 17 years 0 0.6

18 to 39 years 45 53

40 to 64 years 54 45

=65 years 1.2 0.6

Male sex, % 60 53
Histologic subtype, %
Oligodendroglioma (1p/19g-codeleted) 52 52
Astrocytoma (1p/19g-non-codeleted) 48 49
Number of previous surgeries for glioma, %
1 75 82
=2 25 18
Surgery type, %

Biopsy 14 12

Sub-total resection 48 41

Gross total resection 51 58

IDH mutation status, %

IDH 1-positive? 97 93
R132H 87 85
R132C 4.8 4.3
R132G 3.0 0.6
R132L 1.2 2.5
R132S 1.2 1.2

IDHZ2-positive 3.0 7
R172K 1.8
R172G 1.2
R172W 0 0.6

9Two patients in the placebo group had CDKN2A homozygous deletion.'
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Efficacy

PFS & TTNI

Major efficacy outcome:
Progression-free survival (PFS)

VORANIGO significantly extended PFS, giving patients with m/DH glioma more time

without disease progression vs placebo’

Primary analysis: 61% reduced risk of disease progression or death with VORANIGO vs placebo

(HR=0.39; 95% Cl, 0.27-0.56; P<0.0001)"

In the extended analysis, median PFS was not reached for VORANIGO vs
11.4 months with placebo?

24 months
VORANIGO: 59%

T 107 Placebo: 26%
2 |

3 1

n I

g 0751 |

= I

5 :

a 1

£ 057 - mMPFS: et T
) 11.4 months : !

g (95% Cl, 11.1-13.9) |

Z 025- I

3 % reduced risk of disease progression or death |

] |

| HR=0.35 (95% Cl, 0.25-0.49) I

E I

Kaplan-Meier Curve for PFS per BIRC in the INDIGO trial: extended analysis

mPFS:

Not reached
(95% Cl, 22.1-NE)

0.0 T T T T T T T
0 3 6 9 12 15 18 21 @ 27

30 33 36
Time (months)
Number of patients at risk:
VORANIGO 168 157 147 133 117 85 57 35 17 12 5 1
Placebo 163 146 128 103 68 39 25 15 3 1
—— VORANIGO —— Placebo + Censored

PFS in patients with m/DH glioma

Primary analysis’

Efficacy parameter
VORANIGO (n=168) | Placebo (n=163) | VORANIGO (n=168)

Number of events,® n (%)

HR (95% Cl) 0.39(0.27-0.56)

Extended analysis?

Placebo (n=163)

104 (64)

0.35(0.25-0.49)

The extended analysis for PFS and TTNI was not controlled for multiplicity.

aNumber of events include progressive disease and death.’

®Number of events include first subsequent anticancer therapy (except crossover), crossover to VORANIGO, and death.™

mPFS, median PFS; mTTNI, median time to next intervention.

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

Secondary outcome:
Time to next intervention (TTNI)

VORANIGO provided more time before subsequent treatment was initiated compared
with placebo in the INDIGO trial’

Primary analysis: Median TTNI was not reached for VORANIGO vs 17.8 months with placebo
(HR=0.26; 95% Cl, 0.15-0.43; P<0.0001)"

In the extended analysis, median TTNI was not reached for VORANIGO vs
20.1 months with placebo?

Kaplan-Meier Curve for TTNI in the INDIGO trial: extended analysis

24 months
VORANIGO: 80%

Placebo: 41% mTTNI:
Not reached

(95% CI, NE-NE)

1.0

0.75+

1
1
1
1
1
:
1
05F--"---"--""""-------- mTTNE: i T

20.1 months
(95% Cl, 17.5-27.1)

0.25+4

HR=0.25 (95% Cl, 0.16-0.40)
OO T T T T T T T T T 1
0 3 6 9 12 15 18 21 @ 27 30 33 36

Time (months)

7 5% reduced risk of receiving a next intervention or death
T

Probability of not receiving a next intervention

Number of patients at risk:

VORANIGO 168 167 162 157 146 116 89 63 37 16 9 3 0
Placebo 163 161 155 141 119 81 54 32 14 6 1 0
—— VORANIGO —— Placebo + Censored

TTNI in patients with m/DH glioma

Primary analysis™ "3 Extended analysis?

Efficacy parameter
VORANIGO (h=168) | Placebo (n=163) | VORANIGO (n=168) | Placebo (n=163)

Number of events,® N (%)

HR (95% CI) 0.26 (0.15-0.43) 0.25(0.16-0.40)
> VORANIGO—proven to halt progression and delay the need for another
intervention in your patients with m/DH glioma'?
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Efficacy
TGR & Seizure

Secondary outcome: Tumor growth rate (TGR) Exploratory outcome: Seizure activity—subgroup analysis

In the extended analysis, TGR in the VORANIGO arm was -1.3% vs 14.4% in the I_/'% In the INDIGO trial, investigators reported seizure® as an adverse event (AE) for all grades

ililp®
placebo arm?? diy

_I in 16% of patients treated with VORANIGO and 15% of patients treated with placebo’

Percent change in tumor volume every 6 months®
Seizure AEs were assessed and reported in the prescribing information if qualified as an AE. Seizure activity

s Il ~lacene was also assessed as an exploratory outcome, including the frequency, severity, and type of seizures, and
= > changes in antiseizure medications.™
-1.3% 14.4%
Tumor growth rate per BIRC ) . .. . . .
(95% Cl, -3.2t0 0.7) (95% Cl, 12.0to 16.8) Subgroup analysis in patients who reported at least 1 seizure while on treatment?
Difference between slopes 15.9% (95% Cl, 12.6 to 19.3) Data based on patient self-reported diary that captured the number and severity of seizures during each cycle

= Only patients with controlled seizures were included in the INDIGO trial®

On-treatment TGR® = Antiseizure medication was prescribed at the investigator’s discretion

1809 Seizure activity in patients who had at least 1 seizuref
160
1404 VORANIGO
"g- 120 (n=167)
5 100 : i i
o Patients with =1 seizure 54 56
a 80
E i
g 60 Total numberof. 1541 5124
@ L0 on-treatment seizure events
5
£ 207 Rate of on-treatment 18.2 51.2
g 0T~ seizures per person-year (95% Cl, 8.4-39.5) (95% Cl, 22.9-114.8)
S 20 : :
= y b Ratio of rates: VORANIGO
-401 : 0.36 (95% Cl, 0.14-0.89)
vs placebo
-60 1
_80 -
_100 I I I I I I | | | | | | |
S0 ’ ° S me e ekl 30 8 > > The seizure rate for VORANIGO was 64% lower compared to placebo?
Time from randomization (months)
Number of patients with
tumor volume assessments:
VORANIGO 167 149 154 144 138 128 91 70 46 25 13 6 2 A rigorous statistical conclusion cannot be made because seizure activity was an exploratory outcome,
Placebo 163 148 154 139 122 96 61 42 25 9 4 1 and the results should be interpreted with caution. This outcome was not controlled for multiplicity.

=== \/ORANIGO  —— Placebo 95% Cl

The TGR endpoint has not been validated and the clinical significance of the changes observed is not known.

This outcome was not controlled for multiplicity. dGrouped term includes partial seizures, generalized tonic-clonic seizure, epilepsy, clonic convulsion, and simple partial seizures.”

eUncontrolled seizures were defined as persistent seizures interfering with activities of daily life and failed 3 lines of antiepileptic
drug regimens including at least 1 combination regimen.™
*n was the number of patients who had at least one volume record during the corresponding period. fOn—tree}tment seizure activity was calculated gsing a negative binomial moq_el, a commonly used statistical model in epile_psv
) ) ] ) ) ) evaluations. The model was adjusted by baseline seizure number and stratification factors (chromosome 1p/19q-codeletion status
"The table depicts the TGR estimated from the linear mixed effect model, for which the treatment group, time, treatment group and tumor size at baseline).?
by time interaction, log of tumor volume at baseline, and codeletion randomization stratification stratum are fixed effects. Tumor
volume was measured per BIRC using modified RANO-LGG criteria at baseline and after randomization following a schedule of
tumor assessments.
“The figure shows the percent change of volume from baseline plotted against time from randomization based on nonparametric
LOESS regression.

LOESS, locally estimated scatterplot smoothing. n vo ra n igo®

Please see additional Important Safety Information on page 19 and accompanying

Full Prescribing Information. VO raSiden | b tablets
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Dosing

Dose changes & ARs

Dosing and administration

VORANIGO is taken orally at the same time each day with or without food at home, at
work, or wherever is best for your patients’

Recommended dosage: o -

=
0 Voranigo® %

(vorasidenib) —
tablets

Adult patients

» 40 mg orally once daily

Pediatric patients 12 years and older
» Patients weighing =40 kg: 40 mg orally once daily P

D0 ot st rush, or chew th tale noc 7260478
H H H H ottle containin VoranlgO
» Patients weighing <40 kg: 20 mg orally once daily e forggdent
Rxon I tablets I
— :::i;‘m;r,:’:‘;.;;
| Swallow tablets Do not split,
whole with water crush, or Each bottle contains 30 tablets.

_I with or without food.

chew tablets. Tablet not shown at actual size.

VORANIGO tablets are supplied in two strengths: 10 mg or 40 mg tablets
in 30-count bottles

Continue VORANIGO until disease progression or unacceptable toxicity.

= Take VORANIGO tablets at about the same time each day
— If adose is missed by less than 6 hours, take the missed dose as soon as possible

— If a dose is missed by more than 6 hours, skip the missed dose and take the next dose
at the usual time

» If vomiting occurs after taking a dose, do not take a replacement dose, and take the next dose
at the scheduled time on the following day

Recommended dosage reductions of VORANIGO due to adverse reactions (ARs)

Dosage reduction Recommended dose and schedule

Adult patients and pediatric patients 12 years and older weighing 240 kg

First 20 mg once daily

Second 10 mg once daily

Pediatric patients 12 years and older weighing <40 kg

First 10 mg once daily

Permanently discontinue VORANIGO in patients unable to tolerate 10 mg once daily

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

Dosing changes and most common ARs to VORANIGO
in INDIGO

The median duration of exposure to VORANIGO was 12.7 months
(range: 1 to 30 months)’

Duration of exposure to VORANIGO Number of patients

=6 months 153 (92%)

=1 year 89 (53%)

Dosage interruptions and discontinuations in patients treated with VORANIGO in the
INDIGO trial’

Dosage interruptions

» Dosage interruptions of VORANIGO due to an AR occurred in 30% of patients

» ARs which required dose interruption in =5% of patients included ALT increased (14%), COVID-19 (9%), and
AST increased (6%)

Dose reductions
» Dose reductions of VORANIGO due to an AR occurred in 11% of patients

= ARs which required dose reduction in 25% of patients included ALT increased (8%)

Discontinuations

Permanent discontinuation of VORANIGO due to an AR occurred in
3.6% of patients

» ARs which resulted in permanent discontinuation of VORANIGO in =2% of patients included
ALT increased (3%)

The most common and severe ARs in patients who received VORANIGO'

» The most common (=15%) ARs were fatigue (37%), COVID-19 (33%), musculoskeletal pain (26%), diarrhea
(25%), and seizure (16%)

» Grade 3 or 4 (=2%) laboratory abnormalities were ALT increased (10%), AST increased (4.8%), GGT
increased (3%), and neutrophil decreased (2.4%)

= Serious ARs occurred in 7% of patients who received VORANIGO. The most common serious ARs
occurring in =2% of patients who received VORANIGO includes seizure (3%)

ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl transferase.
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Safety

ARs & Lab abs

Adverse reactions

The INDIGO trial assessed ARs of VORANIGO compared with placebo®
ARs reported in =5% of patients in the INDIGO trial

Adverse reaction? All Grades (%) Grades 3 or 4 (%)
General disorders Il VORANIGO 40 mg daily (n=167) [l Placebo (n=163)
. 37 I 06 |
Fatigue®
36 IS 1.2 1
Infections and infestations
33 I 0
COVID-19
29 I 0
Nervous system disorders
Seizure 16 1H 42 N
Izure©
15 1l 3.7 N
Musculoskeletal and connective tissue disorders
Musculoskeletal pain® 26 0
P 25  — 18 1
Gastrointestinal disorders
Diarrheat 25 I 06 |1
17 A 06 |
L 13 1l 0
Constipation
12 Il 0
13 1l 0
Abdominal painf
P 12 = 0
. 9 [ | 0
Decreased appetite
37 1 0

» The safety results shown are based on the primary analysis.” The safety profile of VORANIGO for the
extended analysis was consistent with the primary analysis?

aARs are based on the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 5.0.
®Grouped term includes asthenia.
cGrouped term includes partial seizures, generalized tonic-clonic seizure, epilepsy, clonic convulsion, and simple partial seizures.

dGrouped term includes arthralgia, back pain, non-cardiac chest pain, pain in extremity, myalgia, neck pain, musculoskeletal chest
pain, arthritis, and musculoskeletal stiffness.

eGrouped term includes feces soft and frequent bowel movements.

fGrouped term includes abdominal pain upper, abdominal discomfort, abdominal pain lower, abdominal tenderness, and
epigastric discomfort.

ALP, alkaline phosphatase.

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

Select lab abnormalities

The INDIGO trial assessed lab abnormalities of VORANIGO compared with placebo’

Select laboratory abnormalities worsening from baseline occurring in 25% of patients

Parameter All Gradess (%") Gradeset 3 or 4 (%")
Chemistry Il VORANIGO 40 mg daily (n=167) [l Placebo (n=163)
59 IS 10
Increased ALT e
25 | 0
46 I 48 N
Increased AST
20 s 0
- (| 06 |1
Increased creatinine
7 I 0
Decreased calcium 0 == 0
7 [ 0
. 0 Il 0
Increased glucose’
43 M 0
38 I 3 [ |
Increased GGT
' 10 . 18 1
_ 8 (| 06 |
Decreased phosphate’
49 N 0
: 23 I 06 |1
Increased potassium
20 IS 0
10 . 1.2 1
Increased ALP
7 [ 06 |
Hematology
13 Il 0
Increased hemoglobin
31 N 0
11 1.8 1
Decreased lymphocytes
ympRocy g mm 06 |
13 Il 06 |
Decreased leukocytes
12 a 06 |
14 N 24 1
Decreased neutrophils
12 18 1
12 0
Decreased platelets
43 W 0
Transaminase elevations resolved to Grade 1 or baseline levels after
modifying or discontinuing treatment with VORANIGO™

8Based on NCI CTCAE v5.0.

"The denominator used to calculate percentages is N, the number of subjects
in the Safety Analysis Set within each treatment group.

Includes AR term hyperglycemia.
lIncludes AR terms hypophosphatemia and blood phosphorus decreased.
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Monitoring

Dose mods

Monitoring and treatment considerations for VORANIGO

Liver laboratory tests are the only monitoring recommendations for VORANIGO'

Before initiating VORANIGO
= Evaluate blood chemistry and liver laboratory tests

= Verify pregnancy status in females of reproductive potential

During treatment with VORANIGO
Monitor liver laboratory tests: AST, ALT, GGT, total bilirubin, and ALP.

0O Months 2 Months 2 Years

Every 2 weeks during the
first 2 months of treatment

Monthly for the first As clinically
2 years of treatment indicated

As clinically indicated with more frequent testing in patients
who develop transaminase elevations

Reduce the dose, withhold, or permanently discontinue VORANIGO based on severity.

Dosage interruption, reduction, or treatment discontinuation
may be needed in patients who develop transaminase elevations’

Considerations for your patients who are pregnant or planning to become pregnant’

» Based on animal embryo-fetal toxicity studies, VORANIGO can cause fetal harm when administered to
pregnant women

» Based on findings in animals, VORANIGO may impair fertility in females and males of reproductive
potential. The effects on female and male fertility were reversible in monkeys and were not reversible in
rats. No fertility information is currently available for the use of VORANIGO in humans

» Advise females of reproductive potential to use effective nonhormonal contraception during treatment
with VORANIGO and for 3 months after the last dose. VORANIGO can render some hormonal
contraceptives ineffective

» Advise male patients with female partners of reproductive potential to use effective contraception during

treatment with VORANIGO and for 3 months after the last dose

» Because of the potential for adverse reactions in breastfed children from VORANIGO, advise women not
to breastfeed during treatment with VORANIGO and for 2 months after the last dose

Please see additional Important Safety Information on page 19 and accompanying
Full Prescribing Information.

Adjustments to treatment for ARs

Additional blood counts, including liver laboratory tests, and dose modifications may be

recommended for increases in ALT, AST, and total bilirubin based on severity’

Recommended VORANIGO dosage modifications and management for ARs

Adverse

reaction Severity

Grade 1

ALT or AST increase >ULN to
3 x ULN without concurrent
total bilirubin >2 x ULN

Management and dosage modifications

Continue VORANIGO at current dose
Monitor liver laboratory tests weekly until recovery
to <Grade 1

Grade 2

ALT or AST >3 to 5 x ULN
without concurrent total
bilirubin >2 x ULN

First occurrence: Withhold VORANIGO until recovery

to <Grade 1 or baseline

= Recovery in =28 days, resume VORANIGO at the
same dose

= Recovery in >28 days, resume VORANIGO at
reduced dose [See Table on page 12]

Recurrence: Withhold VORANIGO until recovery to
<Grade 1 or baseline, and resume VORANIGO at
reduced dose [See Table on page 12]

Hepatotoxicity
(Elevation of

First occurrence: Withhold VORANIGO until recovery

ALT or AST) to =Grade 1 or baseline
Grade 3 = Recovery in =28 days, resume VORANIGO at
ALT or AST >5 to 20 x ULN reduced dose [see Table on page 12]
without concurrent total » If not recovered in <28 days, permanently
bilirubin >2 x ULN discontinue VORANIGO
Recurrence: Permanently discontinue VORANIGO
First occurrence: Withhold VORANIGO until recovery
Grade 2 or 3 | to <Grade 1 or baseline
ALT or AST >3 0 20 x ULN with |, pasyme VORANIGO at reduced dose
Ejtinl\lcurrent total bilirubin >2 x [See Table on page 12]
Recurrence: Permanently discontinue VORANIGO
Grade &4 . .
Any ALT or AST 520 x ULN Permanently discontinue VORANIGO
First occurrence: Withhold VORANIGO until recovery
to =Grade 1 or baseline
Grade 3 = Resume VORANIGO at reduced dose
Other ARs [See Table on page 12]
Recurrence: Permanently discontinue VORANIGO
Grade 4 Permanently discontinue VORANIGO

2ARs graded by NCI CTCAE v5.0.
ULN, upper limit of normal.
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Resources for your practice and your patients
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ServierONE Patient Support Services

ServierONE offers helpful resources and tools to help your
patients navigate treatment care, costs, and education
throughout their journeys.

ServierONE Patient Support Services for
VORANIGO® (vorasidenib tablets 40 mg) includes:

I_V Support with insurance coverage |_$ Financial assistance to help patients
and reimbursement _l pay for VORANIGO

Prescription fulfillment through I_
our network of specialty pharmacies
and distributors

Tools and resources to navigate the

ITE‘P(] .?’_I world of insurance

_
—

Visit ServierONE.com, email USPatientServices@servier.com, or
call 1-800-813-5905 (Monday-Friday, 8 am to 8 pm ET). Register your patients
online for the Commercial Copay Program at ServierONE-copay.com
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Please see accompanying Full Prescribing Information.

Important Safety Information

WARNINGS AND PRECAUTIONS

Hepatotoxicity: VORANIGO can cause hepatic transaminase elevations, which can lead to hepatic failure,
hepatic necrosis, and autoimmune hepatitis. Monitor liver laboratory tests (AST, ALT, GGT, total bilirubin,
and alkaline phosphatase) prior to the start of VORANIGO, every 2 weeks during the first 2 months of
treatment, then monthly for the first 2 years of treatment, and as clinically indicated, with more frequent
testing in patients who develop transaminase elevations. Reduce the dose, withhold, or permanently
discontinue VORANIGO based on severity.

Embryo-Fetal Toxicity: Based on findings from animal studies, VORANIGO can cause fetal harm when
administered to a pregnant woman. Advise pregnant women and females of reproductive potential

of the potential risk to a fetus. Advise females of reproductive potential to use effective nonhormonal
contraception during treatment with VORANIGO and for 3 months after the last dose, since VORANIGO
can render some hormonal contraceptives ineffective. Advise male patients with female partners of
reproductive potential to use effective contraception during treatment with VORANIGO and for 3 months
after the last dose.

ADVERSE REACTIONS

The most common (=15%) adverse reactions included fatigue, headache, COVID-19, musculoskeletal
pain, diarrhea, nausea, and seizure. Grade 3 or 4 (=2%) laboratory abnormalities were ALT increased, AST
increased, GGT increased, and neutrophils decreased.

DRUG INTERACTIONS

Avoid concomitant use of VORANIGO with strong and moderate CYP1A2 inhibitors. Avoid concomitant use
with moderate CYP1A2 inducers and smoking tobacco. Avoid concomitant use with CYP3A substrates,
where a minimal concentration change can reduce efficacy. If concomitant use of hormonal contraception
cannot be avoided, use nonhormonal contraception methods.

LACTATION
Advise women not to breastfeed during VORANIGO treatment and for 2 months after the last dose.

IMPAIRED FERTILITY
VORANIGO may impair fertility of females and males of reproductive potential.
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VORANIGO is the first FDA-approved treatment in
>20 years for m/DH glioma

Offer your patients a chance at improved outcomes with VORANIGO

. Significantly extended PFS
Primary analysis: 61% reduced risk of disease progression or death vs placebo (HR=0.39; 95%
Cl, 0.27-0.56; P<0.0001)"

Extended analysis: 65% reduced risk of disease progression or death vs placebo (HR=0.35;
95% Cl, 0.25-0.49). Median PFS was not reached for VORANIGO (95% Cl, 22.1-NE) vs 11.4 months
with placebo (95% Cl, 11.1-13.9)?

@ Safety profile’

The most common (=15%) ARs were fatigue, COVID-19, musculoskeletal pain, diarrhea, and seizure

Grade 3 or 4 (=2%) laboratory abnormalities were ALT increased (10%), AST increased (4.8%),
GGT increased (3%), and neutrophil decreased (2.4%)

Permanent discontinuation due to ARs occurred in 3.6% of patients

=, Additional data on tumor growth rate and seizure activity are now available.
Please refer to pages 10 and 11 for the full analysis.

Scan to visit VoranigoHCP.com for more information about VORANIGO.

INDICATION

VORANIGO (40 mg tablets) is indicated for the treatment of adult and pediatric patients 12 years and older with Grade 2
astrocytoma or oligodendroglioma with a susceptible isocitrate dehydrogenase-1 (IDH1) or isocitrate dehydrogenase-2 (IDH2)
mutation following surgery including biopsy, sub-total resection, or gross total resection.

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Hepatotoxicity: VORANIGO can cause hepatic transaminase elevations, which can lead to hepatic failure, hepatic necrosis,
and autoimmune hepatitis. Monitor liver laboratory tests (AST, ALT, GGT, total bilirubin, and alkaline phosphatase) prior to the
start of VORANIGO, every 2 weeks during the first 2 months of treatment, then monthly for the first 2 years of treatment,
and as clinically indicated, with more frequent testing in patients who develop transaminase elevations. Reduce the dose,
withhold, or permanently discontinue VORANIGO based on severity.

Please see additional Important Safety Information on page 19 and accompanying Full Prescribing Information.
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