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Selumetinib 10 mg
Selumetinib 25 mg

INDICATION:

KOSELUGO is indicated for the treatment of pediatric patients 2 years of age and older with

.2024

bRl

neurofibromatosis type 1 (NF1) who have symptomatic, inoperable plexiform neurofibromas (PN).

DOSAGE AND ADMINISTRATION

Recommended Dosage

The recommended dosage of KOSELUGO is 25 mg/m? orally twice daily (approximately every

12 hours) until disease progression or unacceptable toxicity.

Koselugo can be taken with or without food The recommended dose of KOSELUGO based

on body surface area (BSA) is shown in Table 1.
TABLE 1 RECOMMENDED DOSAGE BASED ON BODY SURFACE AREA

Body Surface Area*

Recommended Dosage

0.55 — 0.69 m? 20 mg in the morning and 10 mg in the
evening
0.70 — 0.89 m? 20 mg twice daily
0.90 — 1.09 m? 25 mg twice daily
1.10 -1.29 m? 30 mg twice daily
1.30 — 1.49 m? 35 mg twice daily
1.50 — 1.69 m? 40 mg twice daily
1.70 - 1.89 m? 45 mg twice daily
>1.90 m? 50 mg twice daily

* The recommended dosage for patients with a BSA less than 0.55m?

has not been established.Swallow KOSELUGO capsules whole with

water. Do not chew, dissolve or open capsule.



Do not administer to patients who are unable to swallow a whole capsule.
Do not take a missed dose of KOSELUGO unless it is more than 6 hours until the next scheduled dose.

If vomiting occurs after KOSELUGO administration, do not take an additional dose, but
continue withthe next scheduled dose.

For opening and closing of the bottle, press the cap and turn simultaneously.
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S. DOSAGE AND ADMINISTRATION

5.1 Recommended Dosage

The recommended dosage of KOSELUGO is 25 mg/m? orally twice daily
(approximately every 12 hours)until disease progression or unacceptable toxicity.

dose-ort-hour-aftereach-dosefsee-Clinical Pharmacolosy{d4}}—Koselugo can be
taken with or without food The recommended dose of KOSELUGO based on body
surface area (BSA) is shown in Table 1.

TABLE1 RECOMMENDED DOSAGE BASED ON BODY
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SURFACE AREA
Body Surface Area* Recommended Dosage
0.55-0.69 m? 20 mg in the morning and 10 mg in the evening
0.70 — 0.89 m? 20 mg twice daily
0.90 — 1.09 m? 25 mg twice daily
1.10 - 1.29 m? 30 mg twice daily
1.30 — 1.49 m? 35 mg twice daily
1.50 — 1.69 m? 40 mg twice daily
1.70 — 1.89 m? 45 mg twice daily
>1.90 m? 50 mg twice daily

+ The recommended dosage for patients with a BSA less than 0.55m?
has not been established.Swallow KOSELUGO capsules whole with
water. Do not chew, dissolve or open capsule.
Do not administer to patients who are unable to swallow a whole capsule.
Do not take a missed dose of KOSELUGO unless it is more than 6 hours until the next scheduled
dose.
4464301 x20 19> 1 y1 "y 'n1 ,n""va (YNWY) npaTRILOX

09-7406527 opo 073-2226099 1970

2



If vomiting occurs after KOSELUGO administration, do not take an additional dose,
but continue withthe next scheduled dose.

For opening and closing of the bottle, press the cap and turn simultaneously.

8. WARNINGS AND PRECAUTIONS

8.8 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Koselugo may have a minor influence on the ability to drive and use machines.
Fatigue, asthenia and visual disturbances have been reported during treatment with
selumetinib and patients who experience these symptoms should observe caution when
driving or using machines.

11. USE IN SPECIFIC POPULATIONS

11.4 PEDIATRIC USE
Koseluco s dicated for child Lo 2 :

The safety and effectiveness have been established in pediatric patients 2 years of
age and older with NF1who have inoperable PN and the information on this use is
discussed throughout the labeling. The safety and effectiveness of KOSELUGO have
not been established in pediatric patients younger than 2 years of age.

14.11-CLINICAL PHARMACOLOGY

14.3113- PHARMA COKINETICS

At the recommended dosage of 25 mg/m? twice daily in pediatric patients (2 to < 18
years old), the meanmaximum plasma concentration (Cra) (coefficient of variation
[CV%]) following the first dose and at steady state was 731 (62%) ng/mL and 798
(52%) ng/mL, respectively. The mean area under the plasma drug concentration
curve (AUCy.12n) following the first dose was 2009 (35%) ngeh/mL and the AUC.¢1 at
steady state was 1958 (41%) ngeh/mL. Selumetinib AUC and C...x increases
proportionally over a dose range from 20 mg/m? to 30 mg/m? (0.8 to 1.2 times the
recommended dose). The accumulation was 1.1- fold following administration of
KOSELUGO 25 mg/m? twice daily.

Absorption
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The mean absolute oral bioavailability of selumetinib was 62% in healthy adults.
The median time topeak plasma concentrations (T ) at steady-state in pediatric
patients was 1 to 1.5 hours.

Effect of Food

Selumetinib Cy.xand AUC decreased by 6024% and 388%, respectively,
following a low-fat meal (400 calories, 25% fat) in healthy-adults-adolescent
patients with NF1 and inoperable PN administered a-stngle-dose-multiple

doses of 50-25 mg/m” twice daily and-. Tnmax was delayed byapproximately 0.9
6 hours followinge a low-fat meal.

A population PK analysis including children and adolescent patients with NF1
and inoperable PN, adult patients with cancers, and healthy adults showed that
a low or high-fat meal had no clinically relevant effect on the AUC of

selumetinib.
16. 13- CLINICAL STUDIES
16.1 13.1-NEUROFIBROMATOSIS TYPE 1 (NF1) WITH

INOPERABLE PLEXIFORM NEUROFIBROMAS (PN)

The efficacy of KOSELUGO was evaluated in SPRINT Phase II Stratum 1, an open-
label, multicenter, single arm trial (NCT01362803). Eligible patients were required to
have NF1 with inoperable PN, defined as a PN that could not be completely removed
without risk for substantial morbidity due to encasement of, or close proximity to,
vital structures, invasiveness, or high vascularity of the PN. Patients were also
required to have significant morbidity related to the target PN. Morbidities that were
present in > 20% of patients included disfigurement, motor dysfunction, pain, airway
dysfunction, visual impairment, andbladder/bowel dysfunction. Patients received
KOSELUGO 25 mg/m? orally twice daily until disease progression or unacceptable
toxicity.

The major efficacy outcome measure was overall response rate (ORR), defined as the
percentage of patients with complete response (defined as disappearance of the target
PN) or confirmed partial response(defined as > 20% reduction in PN volume
confirmed at a subsequent tumor assessment within
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3-6 months). The target PN, defined as the PN that caused relevant clinical
symptoms or complications (PN-related morbidities), was evaluated for response
rate using centrally read volumetric magnetic resonance imaging (MRI) analysis per
Response Evaluation in Neurofibromatosis and Schwannomatosis(REiNS) criteria.
Tumor response was evaluated at baseline and while on treatment after every 4
cycles for 2 years, and then every 6 cycles. An additional efficacy outcome measure
was duration of response (DoR).

A total of 50 pediatric patients received KOSELUGO. The median age was 10.2 years (range
3.5t0
17.4 years); 60% were male; and 84% were White, 8% were Black and 2% were Asian.

Efficacy results are provided in Table 8. The median time to onset of response was
7.2 months (range: 3.3months to 1.6 years).

TABLE 8 EFFICACY RESULTS FROM SPRINT PHASE II

STRATUM 1}
Efficacy Parameter SPRINT
N=50
Overall Response Rate "%
Overall Response Rate, n (%) 33 (66%)
95% CI (51,79)
Complete Response’ 0
Confirmed Partial Response, n (%)" 33 (66%)
Duration of Response*
Median (95% CI) months NR (41.2 — NE)
DoR > 12-24 months, n (%) 2726 (8279%)
DoR > 36 months, n (%) 21 (64%)

CI - confidence interval, DoR — duration of response, NE — not evaluable, NR — not reached.

% The ORR assessment_(data cut-off date [DCO]: June 2018) was conducted by
a single National Cancer Institute reviewer who was a SPRINTinvestigator and
who evaluated all PN imaging from patients enrolled at all trial sites.

= Responses required confirmation at least 3 months after the criteria for first response were met.

+ Complete response: disappearance of the target lesion; Partial response: decrease in target PN volume by > 20% compared to baseline.

1 DCO: March 2021.

An independent centralized review of tumor response per REiNS criteria_(data
cut-off June 2018) resulted in an ORR of 44%(95% CI: 30, 59).
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