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Duration of treatment Posology and
In clinical trials, there were no pre-defined limits to the number method of
of cycles administered. Treatment continued whilst clinical administration

benefit was noted. Yondelis has been administered for 6 or
more cycles in 29.5% of patients. The monotherapy regimen
has been used for up to 38 cycles. No cumulative toxicities
have been observed in patients treated with multiple cycles.

Neutropenia, and thrombocytopenia ard-ledcepenia Neutropenia, thrombocytopenia and leucopenia warnings and
Grades 3 or 4 neutropenia and thrombocytopenia associated Grades 3 or 4 neutropenia and thrombocytopenia precautions
with Yondelis therapy have been very commonly reported. associated with Yondelis therapy have been very




Neutrophil nadirs occurred at a median-of 15 days and
recovered-withina-week: A full blood cell count including
differential and platelet count must be performed at baseline,
weekly for the first two cycles and then once between cycles
(see Dosage and Administration). Patients who develop fever
should promptly seek medical attention. If this occurs, active
supportive therapy should be started immediately.

This medicine contains potassium, less than 1 mmol

(39 mg) per vial, i.e. essentially “potassium-free”.

commonly reported. Neutrophil nadirs occurred at a
median of 15 days and recovered within a week. A full
blood cell count including differential and platelet count
must be performed at baseline, weekly for the first two
cycles and then once between cycles (see Dosage and
Administration). Patients who develop fever should
promptly seek medical attention. If this occurs, active
supportive therapy should be started immediately.

Effects of other substances on trabectedin

Results from the population pharmacokinetic analyses (n =
831 subjects) indicated that the plasma clearance of
trabectedin was 19% higher in patients who received any
concomitant dexamethasone administration relative to
those who did not.

Since trabectedin is metabolized mainly by CYP3A4, the
metabolic clearance of trabectedin is likely to be decreased
in patients who are co-administered drugs that potently
inhibit the activity of this isoenzyme. Similarly, the
co-administration of trabectedin with potent inducers of
CYP3A4 may increase the metabolic clearance of
trabectedin.

Two drug-drug interaction Phase 1 studies have confirmed
trends toward increased and decreased trabectedin

Interaction with
other medicinal
products and other
forms of interaction




exposures when administered with ketoconazole and
rifampin, respectively.

In a drug-drug interaction study (n=8) with ketoconazole, a
potent CYP3A4 inhibitor, systemic exposure of trabectedin
was increased by approximately 21% (Cmax) and 66%
(AUCast), when trabectedin was given concomitantly with
ketoconazole (total daily dose of 400 mg). Close
monitoring of toxicities is required in patients receiving
trabectedin in combination with potent CYP3A4 inhibitors
(e.g. oral ketoconazole, fluconazole, ritonavir,
clarithromycin or aprepitant) and such combinations should
be avoided if possible. If such combinations are needed,
appropriate dose adjustments should be applied in the event
of toxicities (see Dosage and Administration).’

In a drug-drug interaction study (n=8) with rifampin, a potent
CYP3A4 inducer, systemic exposure of trabectedin was
decreased by approximately 22% (C,ax) and 31% (AUC.s0),
when trabectedin was given concomitantly with rifampin (total
daily dose of 600 mg). Therefore, the concomitant use of
trabectedin with strong CYP3A4 inducers (e.g., rifampin,
phenorbarbital, Saint John’s Wort) should be avoided if possible.

Alcohol consumption must be avoided during treatment
with trabectedin due to the hepatotoxicity of the medicinal
product (see section 4.4).

Preclinical data have demonstrated that trabectedin is a
substrate to P-glycoprotein (P-gp). Concomitant




Effects of other substances on trabectedin

Interaction studies have only been performed in adults.

Since trabectedin is metabolised mainly by CYP3A4,the
concentrations of trabectedin in plasma are likely to be
increased in patients who are co-administered drugs that
potently inhibit the activity of this isoenzyme. Similarly, the
co-administration of trabectedin with potent inducers of
CPY3A4 may increase the metabolic clearance of
trabectedin. Two in vivo drug-drug interaction phase 1
studies have confirmed trends toward increased and
decreased trabectedin exposures when administered with
ketoconazole and rifampicin, respectively.

When ketoconazole was co-administered with trabectedin,
the plasma exposure of trabectedin was increased by
approximately 21% for Cmax and 66% for AUC, but no new
safety concerns were identified. Close monitoring of

administration of inhibitors of P-gp, e.g. cyclosporine
and verapamil, may alter trabectedin distribution and/or
elimination. The clinical relevance of this interaction
e.g. for CNS toxicity, has not been established and
caution should be exercised when concomitantly
administering trabectedin with inhibitors of P-gp.

Impact of trabectedin on co-administered drugs

In vitro, trabectedin does not induce or inhibit major
cytochrome P450 enzymes.




toxicities is required in patients receiving trabectedin in
combination with potent CYP3A4 inhibitors (e.g. oral
ketoconazole, fluconazole, ritonavir, clarithromycin or
aprepitant) and such combinations should be avoided if
possible. If such combinations are needed, appropriate dose
adjustments should be applied in the event of toxicities (see
sections 4.2 and 4.4).

When rifampicin was co-administered with trabectedin, it
resulted in reduced plasma exposure of trabectedin by
approximately 22% for Cmaxand 31% for AUC. Therefore, the
concomitant use of trabectedin with strong CYP3A4 inducers
(e.g., rifampicin, phenobarbital, Saint John’s Wort) should be
avoided if possible (see section 4.4).

Alcohol consumption must be avoided during treatment

with trabectedin due to the hepatotoxicity of the medicinal
product (see section 4.4).

Preclinical data have demonstrated that trabectedin is a
substrate to P-gp. Concomitant administration of inhibitors
of P-gp, e.g. cyclosporine and verapamil, may alter
trabectedin distribution and/or elimination. The relevance of
this interaction e.g. central nervous system (CNS) toxicity
has not been established. Caution should be taken in such




situations.

Yondelis must be reconstituted and further diluted prior to
intravenous infusion .

A syringe is used to inject 20 ml of sterile water for injections
into the vial. Shake the vial until complete dissolution. The
reconstituted solution results in a clear, colorless or slightly

yellowish solution;-te-brownish-yellew-selution, essentially free

of visible particles.

A syringe is used to inject 20 m| of sterile water for injections
into the vial. Shake the vial until complete dissolution. The
reconstituted solution results in a clear, colorless, to brownish
yellow solution, essentially free of visible particles

6.6 Instructions
for Use and
handling and
Disposal

4.8 Undesirable effects
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Blood-albumin-decreased*

Weight decreased 27
54
6

| | isord

Anaemiax 95

Leukopenia®

Neutropenia* 92

Fhromboeytopenia®

Febrile-neutropenia 80
40
2

Nervous-System-Disorders

Headache 11

. 4

Peripheral-sensory-neuropathy

il

Paraesthesia 2
2













d
D d d
” A” D
)

T d
o D
D D
D d ~J
. q ]
D d
d ()
o g
“- + D
. d (@))
E e
d
a d
D D D
d D §
P > D
D d
D
. @)
e D -
Cl D
T . ct
A D 9
= @ o
d d
T <D D
d D O
d
»
D O
D T -
d
. » &
d
D q
d
T d
D" :
D DY
d <
D
d d a
“ b
& P N
d
- Cl »
B O -
- d
q d
P O
d
c P D
C O -
D L
5P
D o - .
D q
D D
B o -
D
P D
T & D
d
T D
> 5 o
d
d e
5 o
D
D v
T d
B «
D g d
D
D '
D
i
R d
& d
d . d
D
D .
5 o 9
. D
D
. d d -
D
D d a
d D .
q D i "
T v
d
: P a &
" p -
d B O
5 > D
: D o
d
d d
D
P d D
(Y @)




Most patients treated with Yondelis can be expected to have adverse reactions of any grade (91%) and less than one third serious adverse reactions
of grade 3 or 4 severity (10%). The most common adverse reactions of any severity grade were neutropenia, nausea, vomiting, increases in
AST/ALT, anemia, fatigue, thrombocytopenia, anorexia and diarrhoea.

Fatal adverse reactions have occurred in 1.9% of patients .They were often the result of a combination of events including pancytopenia, febrile
neutropenia, some of them with sepsis, hepatic involvement, renal or multiorgan failure and rhabdomyolysis.

Tabulated summary of adverse reactions
The frequencies of the adverse reactions reported below are classified as very common (= 1/10), common (= 1/100 to < 1/10) and uncommon
(= 1/1,000 to < 1/100).

The table below displays the adverse reactions reported in > 1% of patients treated with the soft tissue sarcoma recommended regimen (1.5 mg/mz,
24 hour infusion every 3 weeks) according to the standard MedDRA (Medical Dictionary for Regulatory Activities) system organ class. Both
adverse reactions and laboratory values have been used to provide frequencies. Within each frequency grouping, undesirable effects are presented in
order of decreasing seriousness.

System Organ | Adverse reactions reported in 2 1% of patients with soft tissue
Class sarcoma in clinical trials.
Infections and | Common
Infestations Infection
Blood and Very Common
Lymphatic Neutropenia* (Grade 3 = 26%, Grade 4 = 24%), Thrombocytopenia*
System (Grade 3 = 11%, Grade 4 = 2%), Anaemia* (Grade 3 = 10%, Grade
Disorders 4 = 3%), Leukopenia*
Common




Febrile neutropenia

Metabolism and

Very Common

Nutrition Anorexia (Grade 3-4 < 1%)
Disorders Common
Dehydration, Decreased appetite, Hypokalaemia
Psychiatric Common
Disorders Insomnia
Nervous Very Common
System Headache
Disorders Common
Peripheral  sensory  neuropathy, Dysgeusia, Dizziness,
Paraesthesia
Vascular Common
Disorders Hypotension, Flushing

Respiratory,
Thoracic and
Mediastinal
Disorders

Common
Dyspnoea (Grade 3-4 = 2%), Cough

Gastrointestinal
disorders

Very Common

Vomiting (Grade 3-4 = 6.5%),
Constipation (Grade 3-4 < 1%)
Common

Nausea (Grade 3-4

Diarrhoea (Grade 3-4 < 1%), Stomatitis (Grade 3-4 < 1%),

Abdominal pain, Dyspepsia, Upper abdominal pain

6%),




Hepatobiliary

Very Common

Disorders Hyperbilirubinemia* (Grade 3 = 1%), Alanine aminotransferase
increased* (Grade 3 = 38%, Grade 4 = 3%), Aspartate
aminotransferase increased* (Grade 3 = 44%, Grade 4 = 7%),
Blood alkaline phosphatase increased*, Gamma-
glutamyltransferase increased*

Skin and Common

Subcutaneous | Alopecia

Tissue

Disorders

Musculoskeletal | Common

and Connective
Tissue
Disorders

Myalgia, Arthralgia, Back pain

General
Disorders and
Administration
Site Conditions

Very Common

Fatigue (Grade 3-4 = 9%), Asthenia (Grade 3-4 = 1%)
Common

Pyrexia, Oedema, Oedema peripheral, Injection site reaction

Investigations

Very Common

Blood creatine phosphokinase increased* (Grade 3-4 = 4%), Blood
creatinine increased*, Blood albumin decreased*

Common

Weight decreased

* Derived from laboratory data




Description of selected adverse reactions
Most frequent adverse reactions

Blood and lymphatic system disorders

Neutropenia:

Neutropenia is the most common haematological toxicity. It followed a predictable pattern of rapid onset and reversibility, and was rarely associated
with fever or infection. Neutrophil nadirs occurred at a median of 15 days and recovered within a week. The analysis per cycle performed in patients
treated with the monotherapy regimen showed neutropenia of grade 3 and 4 in approximately 19% and 8% of cycles respectively. In this population
febrile neutropenia occurred in 2% of patients and in < 1% of cycles.

Thrombocytopenia:
Bleeding events associated to thrombocytopenia occurred in < 1% of patients treated with the monotherapy regimen. The analysis per cycle
performed in these patients showed thrombocytopenia of grade 3 and 4 in approximately 3% and < 1% of cycles respectively.

Anaemia:

Anaemia occurred in 93% of patients treated with the monotherapy .The percentages of patients anaemic at baseline were 46%. The analysis per
cycle performed in patients treated with the monotherapy regimen showed anaemia of grade 3 and 4 in approximately 3% and 1% of cycles
respectively.

Hepatobiliary disorders

AST/ALT increases:

The median time to reach the peak values was 5 days for both AST and ALT. Most of the values had decreased to grade 1 or resolved by day 14-15
(see section 4.4). The analysis per cycle performed in patients treated with the monotherapy regimen showed grade 3 elevations of AST and ALT in
12% and 20% of cycles respectively. Grade 4 elevations of AST and ALT occurred in 1% and 2% of cycles respectively. Most transaminase




elevations improved to grade 1 or to pre-retreatment levels within 15 days, and less than 2% of cycles had recovering times longer than 25 days.
ALT and AST increases did not follow a cumulative pattern but showed a tendency towards less severe elevations over time.

Hyperbilirubinemia:
Bilirubin peaks approximately a week after onset and resolves approximately two weeks after onset.

Liver function tests predicting severe toxicity (meeting Hy's law) and clinical manifestations of severe hepatic injury were uncommon with a lower
than 1% incidence of individual signs and symptoms including jaundice, hepatomegaly or liver pain. Mortality in the presence of hepatic injury
occurred in less than 1% of patients.

Other adverse reactions

CPK elevations and rhabdomyolysis: CPK elevations of any grade were observed in 23-26% of patients. CPK increases in association with
rhabdomyolysis were reported in less than 1% of patients.

Alopecia: Alopecia was reported in approximately 3% of patients, of which the majority was grade 1 alopecia.

Hepatic failure: Rare cases of hepatic failure (including cases with fatal outcomes) have been reported in patients with serious underlying medical
conditions treated with trabectedin, both in clinical trials and in post marketing setting. Some potential risk factors that may have contributed to
increased trabectedin toxicity observed in these cases were dose management inconsistent with recommended guidelines, potential CYP3A4
interaction due to multiple competing CYP3A4 substrates or CYP3A4 inhibitors, or lack of dexamethasone prophylaxis.

Allergic Reactions: During clinical trials, hypersensitivity was reported in 2% of patients receiving trabectedin, and most of these cases were
Grade 1 or 2 in severity.

During post marketing experience, hypersensitivity reactions with very rare occurrence of fatal outcome, have been reported in association with
trabectedin administration (see sections 4.3 and 4.4).




Extravasation and Tissue necrosis: During post-marketing surveillance, a few cases of trabectedin extravasation with subsequent tissue
necrosis requiring debridement have been reported (see section 4.4).

Septic shock: Cases of septic shock, some of which were fatal, have been uncommonly reported in clinical studies and postmarketing experience.

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the
benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the National Regulation by using an online form
http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.gov.il
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