B
A
| BAYER
E
R

2022 nanxT

,N/T2D1 n/NoN
,N/T1201 N/nzN
TN
Vitrakvi 25mg, Vitrakvi 100mg,
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Capsules
Larotrectinib (as sulfate) 25mg, 100mg

Vitrakvi 20 mg/ml oral solution
Solution
Larotrectinib (as sulfate) 20mg/ml
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Vitrakvi as monotherapy is indicated for the treatment of adult and paediatric patients with
solid tumours that display a Neurotrophic Tyrosine Receptor Kinase (NTRK) gene fusion,
* Who have a disease that is locally advanced, metastatic or where surgical resection is likely
to result in severe morbidity, and
* Who have no satisfactory treatment options

VO7V NOOIN .PTYNNY YTNN 1 ,V'9IN [7n7¢ VN9 ,TA%72 D' NINAN DIIDTYA 0717 IT NYTINA
JIMNDN 1772 [AI0N1 DITK Ya¥2 WATIN

NINMAN TIYNA TNNAY NISINNN 1ANN DIOND7 N7W1 TWKX XOINY |17V v'oim IXI7Na yTnn
https://israeldrugs.health.gov.il/#!/byDrug
09-7626700 :1970 ,jNwn TIn 36 waNn 'NL,9RW IR NNANY 0o My 09TIn 1727 [N LD nd




A
BAYER :X91N"Y7 Ji'7ya naTYN
E 4.8 Undesirable effects
R Additional information on special populations
Paediatric patients

Of the 248 patients treated with VITRAKVI, 98 (40%) patients were from 2&-daysbirth to < 18 years

of age—Ofthese 98 patients; 36 (n=9% _from were28-daysbirth to < 32-years monthsr=35), n=46%
were > 3 months to < 6 months 2-yearsto-<12-years{n=415)-and 8% were > 6 months to

< 12 months, n=7 > 12 months to < 2 years, n=22 > 2 vears to <6 years, n=23> 6 years to < 12 vyears,

n=18 > 12 years to<18 years)H—years%e—@LS—yearsén#S)JFhesafet}kpreﬁiﬁ%paedratrw

adﬁlt—pepak}tren The maj onty of adverse reactlons were Grade lor2in seventy (see Table 3) and
were resolved without VITRAKVI dose modification or discontinuation. Adverse reactions of Grade 3
or 4 in severity were generally observed more frequently in patients < 6 years of age. They were

reported in 67% of patlents frorn birth to < 3 months and in 44% of patients > 3 months to

tead&}ts Decreased neutrophll count has been reported to have led to studv dru,q dlscontrnuatron dose
modification and dose interruption.

5.2 Pharmacokinetic properties

Special populations

Paediatric patients
Based on population pharmacokinetic analyses exposure (Cmax and AUC) in paediatric patients

(month-to-<3-menths-of age) at the recommended dose of 100 mg/m? with a maximum of 100 mg
BID was 3-feld higher than in adults (>18 years of age) given the dose of 100 mg BID-—At-the

reeemmended—des&the@ma*(& able7)m—paed+atﬁepaﬂents{>34%enmﬁe—<+2—year&eﬁage)—was
H wW-a F

Data defining exposure in small children (1 month to <62 years of age) at the recommended dose is
limited (n=3340).

Table 7: Exposure (Cmax and AUC on day 1?) in patients grouped by age group at the
recommended dose of 100 mg/m? with a maximum of 100 mg BID

Age erou =348 Fold difference compared to patients > 18 years of age*
Agegroup - Cinax AUC?

1 to <3 months 9 4.2 4.5

3 to < 6 months 4 2.6 2.5

6 to < 12 months 18 2.5 1.9

1 to <2 years 9 2.0 14

2 to <6 years 31 2.0 14

6 to <12 years 26 1.5 1.2

12 to < 18 years 27 1.2 1.0

> 18 years 224 1.0 1.0

2 area under the plasma concentration-time curve for 24 hours on day 1
b number of patients from 26 November 2020 data cut-off

¢ fold difference is the ratio of stated age group to >18 years group. A fold-difference of 1 equates to no difference.
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