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Vitrakvi 20 mg/ml oral 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
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Excipients with known effect:

Each mL of oral solution contains 295-mg-suerese; 22-me-serbitol+-2-mepropyleneghyeoland 62
me-methyl parahydrexybenzeate2 mg sodium benzoate.

3. PHARMACEUTICAL FORM
Colourless to yellow or orange or red or brownish solution.

Sleapeallesosmnee s lobens

4.4 Special warnings and precautions for use
Hepatotoxicity Fransaminase-elevations

Abnormalities of liver function tests including increased ALT,and AST, alkaline phosphatase (ALP)
and bilirubin have been observed irerease-were-reported in patients receiving larotrectinib
(see section 4.8). The majority of ALT and AST increases occurred within the-first 3 months
of starting treatment. Cases of hepatotoxicity with increases in ALT and/or AST of grade 2, 3 or 4
severity and increases in bilirubin > 2x ULN have been reported in adult patients.

In patients with hepatic transaminase elevations, withhold, modify dose or permanently discontinue
VITRAKVI based on the severity (see section 4.2).

Liver function including ALT;and AST, ALP and bilirubin assessments should be monitored before
the first dose, then every 2 weeks during the first month of treatment, then and monthly for the first
next 63 months of treatment, then periodically during treatment. In patients who develop transaminase

elevatlons more frequent testmg is needed wﬁh—me#eﬁeqﬁen{—tesﬂﬂg—m—pa&el%s—wh&éevelep

(see sectlon 4, 2)



\BAYER Important information about some of the ingredients
Sodium benzoate: this medicinal product contains 2 mg per 1 mL.

praduen
Sodium: this medicinal product contains less than 1 mmol sodium (23 mg) per 5 mL, that is to say
essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other agents on larotrectinib

Effect of CYP3A, P-gp and BCRP inhibitors on larotrectinib

Larotrectinib is a substrate of cytochrome P450 (CYP) 3A, P-glycoprotein (P-gp) and breast cancer
resistance protein (BCRP). Co-administration of VITRAKVI with strong or moderate CYP3A
inhibitors, P-gp and BCRP inhibitors (e.g. atazanavir, clarithromycin, indinavir, itraconazole,
ketoconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin, troleandomycin,
voriconazole or grapefruit) may increase larotrectinib plasma concentrations (see section 4.2).
Clinical data in healthy adult subjects indicate that co-administration of a single 100 mg VITRAKVI
dose with itraconazole (a strong CYP3A inhibitor and P-gp and BCRP inhibitor) 200 mg once daily
for 7 days increased larotrectinib Cmax and AUC by 2.8-fold and 4.3-fold, respectively.

Clinical data in healthy adult subjects indicate that co-administration of a single 100 mg VITRAKVI
dose with a single dose of 600 mg rifampin (a P-gp and BCRP inhibitor) increased larotrectinib Cpax
and AUC by 1.8-fold and 1.7-fold, respectively.

Effect of CYP3A4 and P-gp inducers on larotrectinib

Co-administration of VITRAKVI with strong or moderate CYP3A inducers and strong P-gp inducers
(e.g. carbamazepine, phenobarbital, phenytoin, rifabutin, rifampin, or St. John’s Wort) may decrease
larotrectinib plasma concentrations and should be avoided (see section 4.4).

Clinical data in healthy adult subjects indicate that co-administration of a single 100 mg VITRAKVI
dose with rifampin (a strong CYP3A and P-gp inducer) 600 mg once daily for 11 days decreased
larotrectinib Cpax and AUC by 71% and 81%, respectively. No clinical data is available on the effect
of a moderate inducer, but a decrease in larotrectinib exposure is expected.
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4.8

Undesirable effects
Safety profile has been updated. The following changes are the main changes:

Table 2: Adverse drug reactions reported in TRK fusion-positive cancer patients treated with
VITRAKYVI at recommended dose (overall safety population n=248335) and post-marketing

Leukocyte count decreased
(Leukopenia)

System organ class Frequency All grades Grades 3 and 4
Blood and lymphatic |Very common |Anaemia
system disorders Neutrophil count decreased

(Neutropenia)

Common Platelet count decreased |Anaemia
(Thrombocytopenia)  [Neutrophil count decreased
(Neutropenia)®
Uncommon Leukocyte count decreased

(Leukopenia) *°
Platelet count
decreased
(Thrombocytopenia)?

disorders

Nervous system Very common |Dizziness
disorders
Common Gait disturbance Bizziress
Paraesthesia Paraesthesia
Gait disturbance
Uuncommon Dizziness
Paraesthesia
Gastrointestinal Very common |Nausea
disorders Constipation
Vomiting
Diarrhoea
Common Dysgeusia® Diarrhoea
R
Uncommon Vomiting
Nausea
Hepatobiliary Not known [Liver injuryd Liver injury-
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Weight increased (Abnormal
weight gain)

Musculoskeletal and  |Very common |Myalgia
connective tissue
disorders Common Muscular weakness Myalgia
Muscular weakness -
Uncommon Myalgia
Muscular weakness:, ®
General disorders and |Very common |Fatigue
administration site U Fati
conditions ~hcommon atigue
Investigations Very common |Alanine aminotransferase
(ALT) increased
Aspartate aminotransferase
(AST) increased

Common

Blood alkaline phosphatase
increased

Alanine aminotransferase
(ALT) increased®
Aspartate aminotransferase
(AST) increased®

Weight increased
(Abnormal weight gain)

Uncommon

Blood alkaline
phosphatase increased®®

2 grade 4 reactions were reported
beach grade frequency was less than <1%

°ADR dysgeusia includes the preferred terms “dysgeusia” and “taste disorder”
dincludes cases with ALT/AST >3x ULN and bilirubin >2x ULN
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Table 3: Adverse drug reactions reported in TRK fusion-positive paediatric cancer patients
treated with VITRAKVI at recommended dose (n=98124); all grades

System organ Frequency (Infants and Children Adolescents Paediatric
class toddlers patients
(n=3542)" (n=459)" (n=1823)° (n=98124)
Blood and Very Anaemia Anaemia Anaemia Anaemia
lymphatic common  |Neutrophil count |Neutrophil count |Neutrophil count Neutrophil
system disorders decreased decreased decreased count
(Neutropenia)  |(Neutropenia)  |(Neutropenia) decreased
Leukocyte count (Leukocyte count |Leukocyte count (Neutropenia
decreased decreased decreased )
(Leukopenia) (Leukopenia)  |(Leukopenia) Leukocyte
Platelet count count
decreased decreased
(Thrombocyto (Leukopenia
penia )
Platelet
count
decreased
(Thromboc
ytopenia)
Common Platelet count |[Platelet count
decreased decreased
(Thrombocyto [(Thrombocytopeni
penia) a)
Anacmia
Nervous system |Very Dizziness
disorders common
Common |Dizziness Dizziness Paraesthesia Dizziness
Paraesthesia Gait disturbance |Paraesthesia
Gait disturbance Gait
disturbance
Gastrointestinal |Very Nausea Nausea Nausea Nausea
disorders common |Constipation Constipation Constipation Constipation
Vomiting Vomiting Vomiting Vomiting
Diarrhoea Diarrhoea Diarrhoea Diarrhoea
Common Dysgeusia Constipation Dysgeusia
Musculoskeletal |Very Myalgia Myalgia
and connective |[COmmon
tissue disorders
Common Ploendein Sbealedn Myalgia
Muscular Muscular weakness |Muscular
weakness weakness
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General Very Fatigue Fatigue Fatigue Fatigue
disorders and common
administration
site conditions
Investigations |Very Alanine Alanine Alanine Alanine
common |aminotransferase [aminotransferase [aminotransferase aminotransfe
(ALT) increased |(ALT) increased |(ALT) increased rase (ALT)
Aspartate Aspartate Aspartate increased

aminotransferase [aminotransferase |aminotransferase Aspartate
(AST) increased |(AST) increased |(AST) increased aminotransfe

Weight Blood alkaline rase (AST)
increased Weight phosphatase increased
(Abnormal increased increased Weight

weight gain) (Abnormal Weichtinereased increased
Blood alkaline |weight gain) (Abnermal-weight  |(Abnormal

Phosphatase ol weight gain)
increased Blood
alkaline
phosphatase
increased
Common Blood alkaline |Weight increased
phosphatase (Abnormal weight
increased gain)

2 Infant/toddlers (28 days to 23 months): 5 grade 4 Neutrophil count decreased (Neutropenia) reactions and 2 Blood alkaline
phosphatase increased reported. Grade 3 reactions included 12 cases of Neutrophil count decreased (Neutropenia), 3 cases
each of Anaemia, ALT increased, and Weight increased (Abnormal weight gain), and 2 cases each of Blood alkaline
phosphatase increased, Diarrhoea, and Vomiting and 1 case of AST increased.

b Children (2 to 11 years): 1 grade 4 Leucocytes count decreased reported. 6 reported grade 3 cases of Neutrophil count
decreased (Neutropenia), 2 cases each of Anaemia, and Diarrhoea and 1 case each of ALT increased, AST increased, Gait
disturbance, Vomiting, Weight increased (Abnormal weight gain), Paraesthesia and Myalgia

¢ Adolescents (12 to <18 years): no grade 4 reactions were reported. Grade 3 reactions were reported in 1 case each of
Fatigue, Gait disturbance, and Muscular weakness.

Description of selected adverse reactions

Hepatotoxicity
Abnormalities of liver function tests including ALT, AST, ALP and bilirubin have been observed in

patients treated with VITRAKVI.

Cases of hepatotoxicity with increases in ALT and/or AST of grade 2. 3 or 4 severity and increases in
bilirubin > 2x ULN have been reported in adult patients. In some cases, the dose of VITRAKVI was
withheld and restarted at a reduced dose, while in other cases treatment was permanently discontinued
(see section 4.4).
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

- Purified water
—Suerose

- Hydroxypropylbetadex
- Sucralose

- Sodium citrate

- Sodium benzoate

- Strawberry flavour

- Citric acid

6.3  Shelf life

The expiry date of the product is indicated on the packaging materials.
After first opening: 3010 days.

Store in a refrigerator (2 °C - 8 °C).

6.5 Nature and contents of container

Amber glass (type III) bottle with a child-resistant polypropylene (PP) screw cap with-a-pelyethylene
PEyseal-Hner.

Each carton contains ene two bottles containing e£100 50 mL oral solution each.
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Purified water

Soeoreoo

Hydroxypropyl betadex
Sucralose

Sodium citrate

Sodium benzoate
Strawberry flavour
Citric acid
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