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NTRK Gene Fusion-Positive Solid Tumors

Rozlytrek is indicated for the treatment of adult and pediatric patients older than 1 month
of age with solid tumors that:

* have a neurotrophic tyrosine receptor kinase (NTRK) gene fusion without a known
acquired resistance mutation,

» are metastatic or where surgical resection is likely to result in severe morbidity, and

» have either progressed following treatment or have no satisfactory alternative therapy.

ROS1-Positive Non-Small Cell Lung Cancer
Rozlytrek is indicated for the treatment of adult patients with metastatic non-small cell lung
cancer (NSCLC) whose tumors are ROS1-positive.
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:Nan yTna Py 4.2 Posology and method of administration gyoa

Posology

Rozlytrek is available as hard capsules.

Patients who have difficulty or are unable to swallow capsules or who require enteral administration
(e.q., gastric or nasogastric) may receive treatment with Rozlytrek capsules administered as an oral
suspension. Refer to the Method of administration section below and section 6.6.

Paediatric population

Paediatric population > 6 months of age
The recommended dose for paediatric patients > 6 months of age is based on body surface area (BSA)

(see Table 1).

Table 1: Recommended dosing for paediatric patients > 6 months

Body surface area (BSA)" Once daily dose
<0.42 m’ 250 mg/m*”
0.43 m* to 0.50 m? 100 mg
0.51 m?t0 0.80 m? 200 mg
0.81 m?t0 1.10 m? 300 mg
1.11 m? to 1.50 m? 400 mg
>1.51 m? 600 mg
*BSA categories and recommended dosing in Table 1 are based on closely matching exposures to a target dose of

300 mg/m?
**To enable dosing increments of 10 mg, capsules prepared as an oral suspension may be used. Refer to the Method of
Administration section below and section 6.6.

Paediatric patients > 1 month to <6 months of age
The recommended dose for paediatric patients > 1 month to < 6 months of age is 250 mg/m? BSA
entrectinib once daily, using capsules prepared as an oral suspension.

Capsules administered as an oral suspension (oral or enteral use) enable dosing increments of 10 mg.
The daily dose to be administered should be rounded to the nearest 10 mg increment as described in
the Method of administration section below and section 6.6.

Delayed or missed doses
If a planned dose of Rozlytrek is mlssed patlents can make up that dose unless the next dose is due
within 12 hours. H~ 3 -
that-dese-

For whole capsules, if vomiting occurs immediately after taking a dose of Rozlytrek, patients may
repeat that dose.
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For capsules administered as an oral suspension by individuals other than the healthcare professional
(e.q., careqgivers or parents) and partial or total vomiting/spitting occurs immediately after taking an
administered dose, caregivers should consult the healthcare professional for the next steps.

Dose modifications

[...]

Paediatric population
For paediatric patients older than 1 month, the dose of Rozlytrek may be reduced up to 2 times, based
on tolerability (see Table 2).

Table 2: Dose reduction schedule for adult and paediatric patients

Deose-reduction-schedule Doselevel
Recommended-dose 600-mg-once-datly
) | ) |
I ) |
Starting dose First dose reduction Second dose reduction Permanently
once daily discontinue
250 mg/m2 Reduce the once daily dose to Reduce the once daily @tr&k;n
two thirds of the starting dose” dose to one third of the patients Who
] - are unable to
starting dose E—
tolerate
100 mg 50 mg or 100 mg once daily, 50 mg once daily Rozlytrek after
according to schedule two dose
200 mg 150 mg once daily 100 mg once daily reductions.
300 mg 200 mg once daily 100 mg once daily
400 mg 300 mg once daily 200 mg once daily
600 mg 400 mg once daily 200 mg once daily
*To enable dosing increments of 10 mg, capsules prepared as an oral suspension may be used. Refer to the Method of
administration section below and section 6.6.
**Monday (100 mg), Tuesday (50 mqg), Wednesday (100 mg), Thursday (50 mq), Friday (100 mg), Saturday (50 mg), and
Sunday (100 mq).

[...]

Special populations

Paediatric population

The safety and efficacy of entrectinib in paediatric patients 1 month of age and younger have not been
established. Currently available data are described in sections 4.8, 5.1 and 5.2, but no
recommendation on a posology can be made.

Method of administration

Rozlytrek is for oral use or enteral use (e.g., gastric or nasogastric).
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Rozlytrek can be taken with or without food (see section 5.2) but should not be taken with grapefruit,
grapefruit juice, or Seville oranges (see section 4.5).

The hard capsules should be swallowed whole. Do not crush or chew the capsules and—mest_net—be

Capsules administered as an oral suspension

For details on preparation of capsules as an oral suspension, see section 6.6.

Rozlytrek should be taken immediately after preparation as an oral suspension. Discard the
suspension if not used within 2 hours (see section 6.4).

The patient should drink water after taking the oral suspension to ensure the medicinal product has
been completely swallowed. If enteral (e.g., gastric or nasogastric) administration is required,
administer the oral suspension via the tube. The tube should be flushed with water or milk after
delivering Rozlytrek. Follow the manufacturer’s instructions for the enteral tube to administer the
medicine, see section 6.6.

Detailed instructions on the administration of the capsules prepared as an oral suspension are given in
the Instructions for Use (IFU) at the end of the Patient Information Leaflet.

‘Nan yTa Py 4.4 Special warnings and precautions for use qwoa
Fractures

Fractures have been reported in 25:0 29.7% (19/76 27/91) of paediatric patients treated with Rozlytrek
in clinical trials (see section 4.8). Bone fractures mostly occurred in paediatric patients less than 12
years of age and were localised in the lower extremity (with a predilection for femur, tibia, foot, and
fibula). In both adult and paediatric patients, some fractures occurred in the setting of a fall or other
trauma to the affected area. IhiﬁeenFourteen paedlatrlc patlents had more than one occurrence of a
fracture. a - Fractures
resolved in the ma|or|ty of paedlatrlc patlents (see sectlon 4.8). Five paedlatrlc patlents had Rozlytrek

treatment interrupted due to a fracture. Fhe-majority-of fracture-events-experienced-by the-paediatric
patientsresolved: Five-Six paediatric patients discontinued treatment due to fractures.

Patients with signs or symptoms of fractures (e.g., pain, abnormal gait, changes in mobility,
deformity) should be evaluated promptly.

[..]

Congestive heart failure

Congestive heart failure (CHF) has been reported in fessthan-5 5.4% of patients across clinical trials
with Rozlytrek (see section 4.8). These reactions were observed in patients with or without a history
of cardiac disease and resolved in #8 63.0% of those patients upon institution of appropriate clinical
management and/or Rozlytrek dose reduction/interruption.

For patients with symptoms or known risk factors of CHF, left ventricular ejection fraction (LVEF)
should be assessed prior to initiation of Rozlytrek treatment. Patients receiving Rozlytrek should be
carefully monitored and those with clinical signs and symptoms of CHF, including shortness of breath
or oedema, should be evaluated and treated as clinically appropriate.
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Based on the severity of CHF, Rozlytrek treatment should be modified as described in Table 3 in
section 4.2.

[...]
Drug interactions

[...]

During treatment with Rozlytrek, the consumption of grapefruit, ard grapefruit products, and Seville
oranges should be avoided.

4.5 Interaction with other medicinal products and other forms of interaction gwoa
IN2D YT PTIY

Effect of CYP3A or P-gp inducers on entrectinib
Co-administration of multiple oral doses of rifampin, a strong CYP3A inducer, with a single oral dose
of entrectinib reduced entrectinib AUCiqs by 77% and Cmax by 56%.

Co-administration of entrectinib with CYP3A/P-gp inducers (including, but not limited to,
carbamazepine, phenobarbital, phenytoin, rifabutin, rifampicin, St. John's Wort [Hypericum
perforatum], apalutamide, ritonavir, dexamethasone) should be avoided.

If co-administration of Rozlytrek with dexamethasone cannot be avoided, dexamethasone dose
recommendations should be determined by the healthcare professional.

:Xan yTna DTy 4.8 Undesirable effects qwoa

Summary of the safety profile

The most common adverse reactions (>20%) were fatigue, constipation, diarrhoea, dizziness,
dysgeusia, oedema, increased weight, anaemia, increased blood creatinine, nausea, dysaesthesia, pain,
vomiting, pyrexia, arthralgia, increased aspartate aminotransferase and dyspnoea, cognitive disorders,
cough, and increased alanine aminotransferase. The most frequent serious adverse reactions (>2%)
were lung infection (5.23%), fractures (4.1%), dyspnoea (3.6%), cognitive impairment (2.9%), pleural
effusion (2.5%) and pyrexia (2.5%). Permanent discontinuation due to an adverse reaction occurred in
4.6 6.0% of patients.

[..]

Table 4: Adverse drug reactions occurring in adult and paediatric patients treated with
Rozlytrek in clinical trials (n=564853)

System organ . All grades | Frequency category | Grade >3
class Adverse reaction (%) (all grades) (%)
[-.]
Metabolism and
nutritional Hyperuricemia 9:116.4 Very common 1823
disorders
[...]

Table 5: Adverse drug reactions occurring in paediatric patients treated with Rozlytrek in
clinical trials (n=91)
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Infants and Children? Adolescents® All
System organ toddlers! (n=55) (n=15) paediatric
class Frequency (n=21) patients
(n=91)
Lung infection | Urinary tract Urinary
(28.6%), infection tract
Very _Urina_rv tract (23.6%), _ infection
common infection Lung infection (19.8%),
Infections and (23.8%) (16.4%) Lung
infestations infection
(17.6%)
Lung
Common infection
(6.7%)
Blood and Anaemia Anaemia Anaemia Anaemia
vmphatic Very (61.9%). _ (34.5%), _ (33.3%). _ (40.7%), _
lymphatic common Neutropenia Neutropenia Neutropenia Neutropeni
system disorders (47.6%) (27.3%) (33.3%) a (33.0%)
Weight Weight Weight Weight
increased increased increased increased
(23.8%), 38.5% (53.3%), (38.5%),
Very Decreased Decreased Decreased Decreased
common appetite appetite appetite appetite
Metabolism and (14.3%) (29.1%), (13.3%), (23.1%)
nutritional Dehydration Hyperuricemi
disorders (12.7%) a (13.3%)
Dehydration Hyperuricemia Dehydratio
(4.8%), (3.6%) n (8.8%),
Common Hyperuricemia Hyper-
(4.8%) uricemia
(5.5%)
Headache Dysgeusia Headache
(32.7%), (20%), (20.9%),
Mood disorders | Mood Mood
(16.4%), disorders disorders
Very %Q (13.3‘_’/9), (14.3%),
common disturbances C_oqnltlve S_Ieep
(16.4%), disorders disturbance
Dizziness (13.3%), 5 (13.2%)
(14.5%), Dysaesthesia
Ataxia (10.9%) | (13.3%)
Nervous system Mood disorders | Cognitive Headache Cognitive
disorders (9.5%), disorders (6.7%), disorders
Sleep (9.1%), Sleep 9.9%
disturbances Dysgeusia disturbances | Dizziness
(9.5%), (9.1%), (6.7%), (8.8%),
Cognitive Dysaesthesia Peripheral Dysgeusia
Common disorders (5.5%), sensory (8.8%),
(9.5%), Syncope neuropathy Ataxia
Ataxia (4.8%), | (5.5%), (6.7%), (71.7%),
Peripheral Peripheral Syncope Dysaesthes
sensory sensory (6.7%) ia (5.5%)
neuropathy neuropathy Peripheral
(4.8%), (5.5%) sensory
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Infants and Children? Adolescents® All
System organ toddlers! (n=55) (n=15) paediatric
class Frequency (n=21) patients
(n=91)
Syncope neuropathy
(4.8%) (5.5%),
Syncope
(5.5%)
Vision blurred | Vision Vision
Evye disorders Common (7.3%) blurred blurred
(6.7%) (5.5%)
Congestive Congestive Congestive
heart failure heart failure heart
(9.5%), (5.5%), failure
Cardiac Electro- Electro- (5.5%),
_— Common cardiogram QT | cardiogram QT Electro-
disorders .
— prolonged prolonged cardiogram
(9.5%) (5.5%) QT
prolonged
(5.5%)
Vascular Hypotension Hypotension Hypotension | Hypotensio
Cough (42.9%) | Cough (40%) Cough Cough
Very (20%), (37.4%)
Res ir_ato common (I?Ly;gg%ea
% Dyspnoea Dyspnoea Pleural Dyspnoea
disorders (4.8%) (9.1%), effusion (8.8%),
— Common Pleural effusion | (6.7%) Pleural
(5.5%) effusion
(4.4%)
Vomiting Vomiting Nausea Vomiting
(47.6%), (43.6%), (40%), (40.7%),
Diarrhoea Diarrhoea Constipation | Diarrhoea
(42.9%), (43.6%), (33.3%), (39.6%),
Gastrointestinal | Very Constipation Constipation Vomiting Constipatio
disorders common (42.9%) (36.4%), (2_0%), n (37.4 %)
_ = Nausea Diarrhoea Nausea
(34.5%), (20%), (28.6 %)
Abdominal Abdominal Abdominal
pain (25.5%) pain (13.3%) | pain
(19.8%)
Abdominal
Common pain (9.5%),
Nausea (4.8%)
ALT increased | AST increased | AST AST
Hepatobiliary Very (47.6%), (29.1%), increased increased
disorders common AST increased | ALT increased | (53.3%), (36.3%),
(42.9%) (25.5%) ALT ALT
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Infants and Children? Adolescents® All
System organ toddlers! (n=55) (n=15) paediatric
class Frequency (n=21) patients
(n=91)
increased increased
(46.7%) (34.1%)
Skin and Very Rash (38.1%) Rash (21.8%) Rash
subcutaneous (22%)
= common
tissue disorders
Fractures Fractures Fractures
(40%), (20%), 29.7%
Very Arthralgia Muscular Arthralgia
common (16.4%) weakness (11.0%)
Musculo- = (13.3%),
skeletal and Myalgia
connective tissue (13.3%)
disorders Fractures Muscular Arthralgia Muscular
(9.5%) weakness (6.7%) weakness
Common (7.3%), (6.6%),
Myalgia (7.3%) Myalgia
(6.6%)
Blood Blood Blood Blood
creatinine creatinine creatinine creatinine
Very increased increased increased increased
Renal and common (19%) (—M'S% (46.7%) (—“9_’%
urinary E— Urlna_ry Urlna_ry
urinary retention retention
disorders (18.2%) (14.3%)
Urinary Urinary
Common retention retention
(9.5%) (6.7%)
Pyrexia Pyrexia Pain (33.3%), | Fatigue
(61.9%) (50.9%), Pyrexia (28.6%),
General Fatigue (40%), | (33.3%), Pain
disorders and Very Pain (30.9%), Fatigue (26.4%),
administration common Oedema (20%) Pyrexia
site conditions (14.5%) (50.5%),
Oedema
(11%)
Pain (9.5%),
Common Oedema .
- 9.5%), Fatigue
(4.8%)

% refers to all grades

Linfant/toddlers (> 28 days to < 24 months): Grade > 3 reactions reported were neutropenia, weight increased, lung

infection, anaemia, AST increased, abdominal pain, and urinary tract infection

2Children (= 24 months to < 12 years): Grade = 3 reactions reported were neutropenia, weight increased. fractures, lung

infection, anaemia, ALT increased, syncope, AST increased, ataxia, dyspnoea, abdominal pain, congestive heart failure,

fatigue, headache, pain, pyrexia, urinary tract infection, arthralgia, cognitive disorders, constipation, cough, decreased

appetite, dehydration, hypotension, muscular weakness, oedema, and vomiting

3Adolescents (= 12 to < 18 years of age): Grade = 3 reactions reported were neutropenia, weight increased, fracture,

lung infection, and headache

[...]

Roche Pharmaceuticals (Israel) Ltd

6 Hacharash St.

P.0.B. 6391

Hod Hasharon 4524079

Tel. + 972-9-9737777
Fax + 972-9-9737850




Paediatric population

The overall safety profile of Rozlytrek in the paediatric population is generally similar to the safety
profile in adults.

The safety of Rozlytrek in paediatric patients was established based on data from 91 paediatric
patients across 3 clinical trials (STARTRK-NG, STARTRK-2, and TAPISTRY). Of these, 21 patients
were 28 days to < 2 years old, 55 patients were > 2 to < 12 years old, 15 patients were > 12 to

< 18 years old.

Adverse reactions and laboratory abnormalities of Grade 3 or 4 severity occurring more frequently (at
least a 5% increased incidence) in paediatric patients compared to adult patients were neutropenia
(19.8% vs 4.5%), weight increased (18.7% vs 9.6%), bone fractures (11% vs 2.5%), and lung
infection (11% vs 5.5%). No Grade 5 events were observed in the 91 patients in the expanded
paediatric safety population. Grade 3 to 4 events that occurred at a frequency > 5% were neutropenia
(19.8%), weight increased (18.7%), fractures (11%), lung infection (11%), and anaemia (8.8%).

The safety profile in each age group (infants and toddlers, children, and adolescents) is similar to the
overall safety profile of Rozlytrek in paediatric patients.

Elderly

Among the 853 patients who received entrectinib across clinical trials, 227 (26.6%) patients were
65 years or older and 53 (6.2%) were 75 years or older. The overall safety profile of entrectinib in
elderly patients is similar to the safety profile observed in patients younger than 65 years of age.
Adverse reactions occurring more frequently (at least a 5% increased incidence) in the elderly
compared to patients less than 65 years old were dizziness (44.9% vs 33.4%), blood creatinine
increased (3%535.7% vs 23:330%), hypotension (19.8% vs 14.5%), and ataxia (23-824.2% vs
112.8%).

:Nan yT1na pT 6.3 Shelf life qwoa

[...]

Following preparation as an oral suspension, use immediately. Discard the oral suspension if not used
within 2 hours.

‘Nan yTna pTIy 6.4 Special precautions for storage q'woa

[...]

Following preparation as an oral suspension, do not store above 30°C and use within 2 hours.

:Nan yTna PTIy 6.6 Special precautions for disposal and other handling g'woa

Preparation as an oral suspension

The capsule(s) should be opened carefully and the contents mixed with room temperature drinking
water or milk to prepare an oral suspension (see Table 11). Do not touch your eyes, nose or mouth
during the preparation of the oral suspension.

Prior to administration of the first dose, the HCP should indicate to the patient or caregiver the exact
volume of water or milk to be added to the capsule(s) content to prepare the oral suspension and the
exact volume of the oral suspension to withdraw for reaching the recommended dose based on
section 4.2 and Table 11.
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Provide the patient or caregiver with a measuring device (e.g., oral syringe). The syringe (with 0.5 mL
graduation marks) and a cup (empty and clean) with adequate capacity to contain the suspension
volume to be prepared should be available. The syringe and cup are not included in the package.

The syringe and cup could be reused according to the manufacturer’s guidelines. The HCP should
indicate to the patient or caregiver that the syringe and cup should be exclusively used for Rozlytrek
suspension preparation and should be keep out of the sight and reach of children or other persons that
are not caregivers or parents.

The oral suspension should be taken immediately. Discard the suspension if not used within 2 hours.
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Table 11: Preparation of Rozlytrek capsules as an oral suspension

Prescribed dose of | Number of 100 mg | Amount of water or | Amount of suspension
Rozlytrek to be or 200 mg capsules milk to be mixed to withdraw in order
given needed with the content of to reach the

the capsule(s) to prescribed dose
prepare the
suspension
20mg One 100 mg 5mL 1mL
30 mg One 100 mg 5mL 1.5mL
40 mg One 100 mg 5mL 2mL
50 mg One 100 mg 5mL 2.5 mL
60 mg One 100 mg 5mL 3mL
70mg One 100 mg 5mL 3.5 mL
80 mg One 100 mg 5mL 4 mL
90 mg One 100 mg 5mL 4.5 mL
100 mg One 100 mg 5mL 5mL
110 mg One 200 mg 10 mL 55mL
120mg One 200 mg 10 mL 6 mL
130 mg One 200 mg 10 mL 6.5 mL
140 mg One 200 mg 10 mL 7mL
150 mg One 200 mg 10 mL 7.5 mL
200 mg One 200 mg 10 mL 10 mL
300 mg Three 100 mg 15 mL 15 mL
400 mg Two 200 mg 20 mL 20 mL
600 mg Three 200 mg 30 mL 30 mL

Detailed instructions on preparation and administration of the capsules as an oral suspension are given

in the IFU at the end of the Patient Information Leaflet.
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Enteral tube instructions for use

» Check the manufacturer’s instructions for the size and dimensions of the enteral tube.

 For administration through an enteral tube, draw up the suspension with a syringe.

» Dosing volumes of 3 mL or higher should be divided into at least two aliquots, and the tube
should be flushed after each administration.

- An enteral tube size that is 8 FR or higher should be used to deliver aliguots of 3 mL
or higher.

- Between each aliguot, flush the tube with a volume of water or milk that is equal to
the aliquot administered.

- Neonates and children with fluid restrictions may require minimal flushing volumes
of 1 mL to 3 mL to deliver Rozlytrek. The aliguots should be adjusted accordingly.

* For a dosing volume of 30 mL, divide into at least three (10 mL) aliquots. Between each
aliguot, flush the tube with 10 mL of water or milk.
* The tube should be flushed with water or milk after delivering Rozlytrek.

Any unused medicinal product or waste material, including the remaining suspension (not
administered) should be disposed of in accordance with local requirements. The remaining suspension
(not administered) should not be discarded in wastewater. These measures will help protect the
environment.
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