
1 

 
 

 ʬʩʸפʠ 2024 
 

ʠפʥʸ/ ʤ  ʣʡʫʰ/ ʤ 

 ʧʷʥʸ/ ̋  ʣʡʫʰ/ʭʥʬʹ ʤ ʡʸ, 
 
 

  :ʸʩʹʫʺʤ ʩʰʥʬʲʡ ʯʥʫʣʲ ʭʥʱʸפ 

 ʥʢʥʩʬʱʥʷ10  ,ʢ"ʮ25   ʺʥʧʩʹʷ ʺʥʱʥʮʫ ʢ"ʮ- Koselugo 10mg, 25 mg Hard Capsule  
 

  ʪʩʸʠʺʡ ʺʥʠʩʸʡʤ ʣʸʹʮ ʺʥʠʸʥʤʬ ʭʠʺʤʡ ʯʥʬʲ ʯʥʫʣʲ ʬʲ ʲʩʣʥʤʬ ʺʹʷʡʮ ʬʠʸʹʩ ʤʷʩʰʦʤʸʨʱʠ ʺʸʡʧʬʩʸפʠ  
2024 . 

ʫʸʤ:ʡ 
Selumetinib 10 mg 
Selumetinib 25 mg  

 
INDICATION: 

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

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

DOSAGE AND ADMINISTRATION 

Recommended Dosage 

The recommended dosage of KOSELUGO is 25 mg/m2 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 

 

* The recommended dosage for patients with a BSA less than 0.55m2 

has not been established. Swallow KOSELUGO capsules whole with 

water. Do not chew, dissolve or open capsule. 

Body Surface Area* Recommended Dosage 

0.55 – 0.69 m2 20 mg in the morning and 10 mg in the 
evening 

0.70 – 0.89 m2 20 mg twice daily 

0.90 – 1.09 m2 25 mg twice daily 

1.10 – 1.29 m2 30 mg twice daily 

1.30 – 1.49 m2 35 mg twice daily 

1.50 – 1.69 m2 40 mg twice daily 

1.70 – 1.89 m2 45 mg twice daily 

≥ 1.90 m2 50 mg twice daily 
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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 with the next scheduled dose. 

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

 

ʰʩʤ ʠפʥʸʬ ʯʥʬʲʡ ʭʩʩʺʥʤʮʤ ʭʩʰʥʫʣʲʤ :ʭ 

5. DOSAGE AND ADMINISTRATION 

5.1 Recommended Dosage 

The recommended dosage of KOSELUGO is 25 mg/m2 orally twice daily 

(approximately every 12 hours) until disease progression or unacceptable toxicity. 

Take KOSELUGO on an empty stomach. Do not consume food 2 hours before each 

dose or 1 hour after each dose [see Clinical Pharmacology (11)]. 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 m2 20 mg in the morning and 10 mg in the evening 

0.70 – 0.89 m2 20 mg twice daily 

0.90 – 1.09 m2 25 mg twice daily 

1.10 – 1.29 m2 30 mg twice daily 

1.30 – 1.49 m2 35 mg twice daily 

1.50 – 1.69 m2 40 mg twice daily 

1.70 – 1.89 m2 45 mg twice daily 

≥ 1.90 m2 50 mg twice daily 

* The recommended dosage for patients with a BSA less than 0.55m2 

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. 
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If vomiting occurs after KOSELUGO administration, do not take an additional dose, 

but continue with the 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 

Koselugo is not indicated for children under 2 years of age 

The safety and effectiveness have been established in pediatric patients 2 years of 

age and older with NF1 who 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 

… 

14.3 11.3 PHARMACOKINETICS 

At the recommended dosage of 25 mg/m2 twice daily in pediatric patients (2 to ≤ 18 
years old), the mean maximum plasma concentration (Cmax) (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 (AUC0-12h) following the first dose was 2009 (35%) ng•h/mL and the AUC0-6h at 

steady state was 1958 (41%) ng•h/mL. Selumetinib AUC and Cmax increases 

proportionally over a dose range from 20 mg/m2 to 30 mg/m2 (0.8 to 1.2 times the 

recommended dose). The accumulation was 1.1- fold following administration of 

KOSELUGO 25 mg/m2 twice daily. 

Absorption 
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The mean absolute oral bioavailability of selumetinib was 62% in healthy adults. 

The median time to peak plasma concentrations (Tmax) at steady-state in pediatric 

patients was 1 to 1.5 hours. 

Effect of Food 

Mean Cmax and AUC of selumetinib decreased by 50% and 16%, respectively, 

following a high-fat meal (1000 calories, 50% fat) in healthy adults administered a 

single-dose of 75 mg (1.5 times the approved maximum recommended dosage). 

Tmax was delayed by approximately 1.5 hours following a high-fat meal. 

Selumetinib Cmax and 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 single-dose multiple 

doses of 50 25  mg/m2 twice daily and-. Tmax was delayed by approximately 0.9 

6 hours following 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, and bladder/bowel dysfunction. Patients received 

KOSELUGO 25 mg/m2 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 

3.5 to 

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: 3.3 months 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 (%) 27 26 (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 SPRINT investigator 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. 

‡ 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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 ʭʩʰʥʫʣʲ ʭʩʩʺʥʤʮʯʫʸʶʬ ʯʥʬʲʡ : 

2.  ̓  Ҏפני қ҆ימҚҜ҃ қ҇҇פ

 ... 

  :ҏҋҚ҄҃ҜҐ҇ ҏҋ҅Ҏҋ 
 Ҏҋ҄Ҏ Ҝ҉ҜҐ ҏҋ҅ҎҋҎ Ҝ҅Ҕ҇ҋҐ ҆Ғҋ҂ ҇҈ ҆Җ҇ҚҜ2 . қ҇Ґҋқ҆ Ҝ҇ҎҋҔҋ҇ Ҝ҇҉ҋҊ҃ ҋ҃҄Ҏ Ҕ҅ҋҐ ҏҋҋҙ ҂ҎҜ҂҈ ҆Җ҇ҚҜ҃҆҈ ҚҋқҍҜ҃  

  Ҏҋ҄Ҏ Ҝ҉ҜҐ ҏҋ҅Ҏҋ҃2 . 
... 

  :ґ҇҈Ґ҇ ҆Җ҇ҚҜ҃ қ҇Ґҋқ 
ҋҒ ґ҇҈Ґ ҋҎ҃ ҇҂ ҏҔ ҇҄҇ҋҎғ҇ҙ Ҏ҇ҊҋҎ ґҜ  қҋ  ҇҂ ҆ҒҐ҆ ҜҎҋҊҒ ҋҒҖҎ ҏҋҋҜҔқ Ҏ҇ҍ҂Ҏ ґҋ҂ .҆ҙҋҚ ҆҃ҋҙ ҎҔ ҇҄҇ҋҎғ҇ҙ Ҝ҂ Ҏ҇ҊҋҎ

҆ҒҐ҆ ҜҎҋҊҒ Қ҉҂Ҏ ҆Ҕқ. Ҝ҇ҋҎ҇ҍқ҂ Ҏ҇ҍ҂Ҏ ҇҂ ,Ҝ҇ҋҎ҇ҍқ҂ җҋҐ Ҝ҇ҜқҎ ґҋ҂ ,҇҄҇ҋҎғ҇ҙ҃ Ҏ҇ҖҋҊ҆ ҌҎ҆Ґ҃.   
... 

 ̓ ҄ҋ҆Ғ  қ҇Ґҋқ҇   Ҝ҇Ғ҇ҍҐ҃ : 

Ҏ҇ғҙҋ҇҄҇ ҔҎ҇Ҏ ҏ҇Қ҄Ҏ ҎҜ҇ҔҖ҇Ҝ   ҋ҂҇҇Ҏ Ққ҂  ҇ҔҋҖқҋ ҎҔ  ҜҎ҇ҍҋ҆  ҌҎқ Ҏқ҇  Ҍ҅Ҏҋ   ҇҂ ҄҇҆ҒҎ ґҋ҂ .Ҝ҇Ғ҇ҍҐ ҎҋҔҖ҆Ҏ ҇҂ ҄҇҆ҒҎ
 Ҝ҇Ғ҇ҍҐ ҎҋҔҖ҆Ҏҏ҂ ҌҒ҆ ҇҂  Ҍ҅Ҏҋ ҏҋқҋ҄ҚҐ Ҝ҇ҖҋҋҔ ҇҂ қҋқ  ҏҍҎ Ҝ҇ҔҚҖ҆ ҆ҋҋ҂Қ҃  .)ҜқҊқ҇ҊҐ ҆ҋҋ҂Қ ґ҇҄ҍ(  Ққ҂҃

 ҎҔ ҆҃ҋҍҚҐ ҏҚҋ҆҈҆Ҏ қҋ ,ҏҋ҅ҎҋҎқҋ҃ҍ҆ Ҝ҃Қҙ҃ ҏҋҙ҉қҐҐ ҇҂ ҏҋҋҒҖ҇҂  ̓ Ґ҇҅ҍ҇ . 

 

 ҍיצ҅ ҜқҜמҚҜ҃ қ҇פ҆?  .3

... 

• Ҏ  Ҏқ қҚҖ҆҃ ,ҏ҇ҋ ҋ҅Ґ ҆Ҕ҇҃ҙ ҆Ҕқ҃ ҆Җ҇ҚҜ҆ Ҝ҂ Ҏ҇Ҋҋ12    .҆ҒҐҎ ҆ҒҐ ґҋ҃ Ҝ҇Ҕқ 

•  ґҜҋҒ Ҏ҇ҊҋҎ҇҄҇ҋҎғ҇ҙ  ҏҔ ґ҇҈Ґ ҋҎ҃ ҇҂ 

•   .҆ҒҐ҆ ҜҎҋҊҒ Қ҉҂Ҏ ҆Ҕқ҇ ҆ҒҐ҆ ҜҎҋҊҒ ҋҒҖҎ ҏҋҋҜҔқ Ҏ҇ҍ҂Ҏ ґҋ҂ .҆ҙҋҚ ҆҃ҋҙ ҎҔ ҇҄҇ҋҎғ҇ҙ Ҏ҇ҊҋҎ қҋ 

• ҆ Ҝ҂ ҉҇ҜҖҎ ҇҂ ғҋҐ҆Ҏ ,ғ҇ҔҎҎ ґҋ҂ .ҏҋҐ ҏҔ ґҜ҇ҐҎқ҃ Ҝ҇ғ҇Ґҍ҆ Ҝ҂ Ҏ҇ҊҋҎ қҋ .Ҝ҇ғ҇ҐҍҜ҂҈ ҋ҅ҍ   Ҕ҇҄ҖҎ ҂Ҏ
 .҆Җ҇ҚҜ҆ Ҝ҇ҎҋҔҋ Ҝ҂ Ҝҋ҉Җ҆Ҏ Ҍҍ҃҇ ҇҄҇ҋҎғ҇ҙ Ҏқ ҆҄ҋҖғ҃ 

... 
 :҆҉ҋҜҖ Ҝ҇҂Қ҇҆ 

  .לסובבו ҇  ʵ  ҎҔ҆ ҋ҃҄ҙҙҖללחוқҋ ҙ҇҃ҙ҃҆ ҜҚҋ҄ғ҇  לʴתיחת

4.  Ҝ҇҇פעҜ  י҂҇҇Ҏ 

... 

  ҅҉҂ қҐҜқҐҐ ҚҜ҇ҋ҃ Ҝ҇ҔҋҖ҇Ґ҆ ҅҇҂Ґ Ҝ҇҉ҋҍқ ҋ҂҇҇Ҏ Ҝ҇ҔҖ҇Ҝ Ҍ҇ҜҐ Ґ ̓ ҚқҔ  ҏҋқҐҜқҐ : 

• Ҝ҇҂ҙ҆ 

•  ґҊ҃ ҋ҃҂ҍ 

•  Ҏ҇қҎқ 

• ҋ҉҃ Ҝ҇Ҏ 

• )ғҋҊҋҊҐ҇Ҋғ( ҆Җ҃ ҏҋҔҘҖ 

• Ҝ҇ҚҋҘҔ 

•  ̓ ҉ҋҚҖ 

•  )҆ҋҍҋҒ҇ҚҖ( ҏҋҋҒҚ҇ҖҋҘ҆ ҃ҋ҃ғ ҜҙҎ҅ 
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•  Қ҇Ҕ҃ ҅Қ҄ 

•  ҜҙҎ҅ )ғҋҊҋҊҐҚ҅( Қ҇Ҕ҃ 

•  ҚҔҋқ҃ ҏҋҋ҇Ғҋқ 

•  қ҃ҋ Қ҇Ҕ 

•  ̓ ҋ҄ҚҒ҂ Қғ҇҉ ҇҂ ҆қҎ҇҉ ,Ҝ҇ҖҋҋҔ Ҝқ҇҉Ҝ 

•  Ҝ҇ҐҘҔ҇ ҏҋҚҋҚқ ҋ҃҂ҍ 

•  ҏ҇҉ 

• ҜҙҘ҃ 

•  қ҂Қ ҋ҃҂ҍ 

•  ҕ҂҆Ґ ҏ҇Ґҋ҅ 

•  ґҜқ҃ ҏ҅ 

•  ґҜқ҃ ґ҇҃Ҏ҉ 

•  ҆҅ҋҚҋ ґ҇҃҂Ҝ҃ 

•  ҃ Ҏ҆ ҋ҅҇ҙҖҜ҃ Ҝ҅ҋҚҋ 

•   Қҋ҆Ґ ҃Ҏ ҃Ҙҙ 

• ҏҋҐ҇҆ҋ҈  Қ҇Ҕ҃ 

•  ̓ ҋҋ҂Қ҃ Ҝ҇ҔҚҖ҆ 

• қ҃҇ҋ  ̓ Җ҃ 

 

:ʭʩʰʮʥʱʮʤ ʭʩʰʥʫʣʲʬ ʠʸʷʮ 
 .ʱʥʺʲʡʶʡ ʺʰʮʥʱʮ ʩʺʥʤʮ ʨʱʷʨפʺ 

ʲʡʶʡ ʤʶʥʧ ʥʷʡ ʺʰʮʥʱʮ ʨʱʷʨ ʺʷʩʧʮ . 
 

 ʭʩʰʥʬʲʤ   ʤʩʰפ ʩʣʩ ʬʲ ʭʩʱפʣʥʮ ʭʬʡʷʬ ʯʺʩʰʥ ,ʺʥʠʩʸʡʤ ʣʸʹʮ ʸʺʠʡʹ ʺʥפʥʸʺʤ ʸʢʠʮʡ ʭʩʮʱʸʥפʮ
.ʭʥʹʩʸʤ ʬʲʡʬ 

 

 ,ʡʸ ʣʥʡʫʡ 

ʬʡʰʷ ʯʩʸʠʷ   ʯʥʱʡʥʣ 
ʸ ʤʰʥʮʮ ʺʧʷʥ 

 ʮ"ʲʡ )ʬʠʸʹʩ( ʤʷʩʰʦʤʸʨʱʠ 

 


