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1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva Pharma 20 mg concentrate and solvent for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each single-dose vial of Docetaxel Teva Pharma concentrate contains 20 mg docetaxel (anhydrous).
Each ml of concentrate contains 27.73 mg docetaxel.

Excipients with known effect:
Each vial of concentrate contains 25.1% (w/w) anhydrous ethanol.

For the full list of excipients, see section 6.1. b
3.  PHARMACEUTICAL FORM (\@
Concentrate and solvent for solution for infusion. O

The concentrate is a clear viscous, yellow to brown-yellow solution.

The solvent is a colourless solution. &

4. CLINICAL PARTICULARS é

4.1 Therapeutic indications QQ
Breast cancer \O

Docetaxel Teva Pharma monotherapy is indicateQQQhe treatment of patients with locally advanced
or metastatic breast cancer after failure of cy{gtgx therapy. Previous chemotherapy should have
included an anthracycline or an alkylating @ 4

Non-small cell lung cancer b
Docetaxel Teva Pharma is indi &Qor the treatment of patients with locally advanced or metastatic
non-small cell lung cancer aﬂ'Qllure of prior chemotherapy.

Docetaxel Teva Pha ®ombination with cisplatin is indicated for the treatment of patients with
unresectable, local %nced or metastatic non-small cell lung cancer, in patients who have not
previously receix emotherapy for this condition.

Teva Pharma in combination with prednisone or prednisolone is indicated for the treatment
of patients with hormone refractory metastatic prostate cancer.
4.2 Posology and method of administration

The use of docetaxel should be confined to units specialised in the administration of cytotoxic
chemotherapy and it should only be administered under the supervision of a physician qualified in the
use of anticancer chemotherapy (see section 6.6).

Recommended dose

For breast and non-small cell lung cancer, premedication consisting of an oral corticosteroid, such as
dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to docetaxel



administration, unless contraindicated, can be used (see section 4.4). Prophylactic G-CSF may be used
to mitigate the risk of haematological toxicities.

For prostate cancer, given the concurrent use of prednisone or prednisolone the recommended
premedication regimen is oral dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel
infusion (see section 4.4).

Docetaxel is administered as a one-hour infusion every three weeks.

Breast cancer

For the treatment of patients with locally advanced or metastatic breast cancer, the recommended dose

of docetaxel is 100 mg/m” in monotherapy.

Non-small cell lung cancer

In chemotherapy naive patients treated for non-small cell lung cancer, the recommended gimen
is docetaxel 75 mg/m” immediately followed by cisplatin 75 mg/m” over 30-60 minutgs reatment
after failure of prior platinum-based chemotherapy, the recommended dose is 75 m a single

agent. O
Prostate cancer ’{9

The recommended dose of docetaxel is 75 mg/m”. Prednisone or predni Nb 5 mg orally twice daily
is administered continuously (see section 5.1). é

Dose adjustments during treatment é

General Q

Docetaxel should be administered when the neutrophil @ 1s >1,500 cells/mm”.

In patients who experienced either febrile neutropenia, n&utrophil count <500 cells/mm® for more than
one week, severe or cumulative cutaneous reactio ésevere peripheral neuropathy during docetaxel
therapy, the dose of docetaxel should be reduced@m 100 mg/m’ to 75 mg/m” and/or from

75 to 60 mg/m?. If the patient continues to céjlence these reactions at 60 mg/m?, the treatment
should be discontinued.

In combination with cisplatin b

For patients who are dosed initi docetaxel 75 mg/m” in combination with cisplatin and whose
nadir of platelet count during evious course of therapy is < 25,000 cells/mm”, or in patients who
experience febrile neutro Qr in patients with serious non-haematologic t0x101t1es the docetaxel
dose in subsequent cycl uld be reduced to 65 mg/m®. For cisplatin dose adjustments, see the
corresponding summ product characeteristics.

N\
Special popul&é&&

Patients witif hepatic impairment

Based armacokinetic data with docetaxel at 100 mg/m? as single agent, patients who have both
elevation$ of transaminase (ALT and/or AST) greater than 1.5 times the upper limit of the normal
range (ULN) and alkaline phosphatase greater than 2.5 times the ULN, the recommended dose of
docetaxel is 75 mg/m? (see sections 4.4 and 5.2). For those patients with serum bilirubin >ULN and/or
ALT and AST >3.5 times the ULN associated with alkaline phosphatase >6 times the ULN, no
dose-reduction can be recommended and docetaxel should not be used unless strictly indicated.

Paediatric population

The safety and efficacy of Docetaxel Teva Pharma in nasopharyngeal carcinoma in children aged
1 month to less than 18 years have not yet been established.

There is no relevant use of Docetaxel Teva Pharma in the paediatric population in the indications
breast cancer, non-small cell lung cancer and prostate cancer.

Older People



Based on a population pharmacokinetic analysis, there are no special instructions for use in older
people.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Docetaxel must not be used in patients with baseline neutrophil count of <1,500 cells/mm’.

Docetaxel must not be used in patients with severe liver impairment since there is no data available
(see sections 4.2 and 4.4).

Contraindications for other medicinal products also apply, when combined with docetaxel.

4.4 Special warnings and precautions for use b

For breast and non-small cell lung cancers, premedication consisting of an oral corticost€rord, such as
dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to doc

administration, unless contraindicated, can reduce the incidence and severity of HQ tention as well
as the severity of hypersensitivity reactions. For prostate cancer, the premedi oral
dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel in (see section 4.2).
Haematology %

Neutropenia is the most frequent adverse reaction of docetaxel.
of 7 days but this interval may be shorter in heavily pre-treate ients. Frequent monitoring of
complete blood counts should be conducted on all patients rec@iving docetaxel. Patients should be
retreated with docetaxel when neutrophils recover to aK@El,SOO cells/mm’ (see section 4.2).

ophil nadirs occurred at a median

In the case of severe neutropenia (<500 cells/mm’ even days or more) during a course of
docetaxel therapy, a reduction in dose for subsedquertt courses of therapy or the use of appropriate
symptomatic measures are recommended (séchtion 4.2).

In patients treated with docetaxel in ¢ ifation with cisplatin and 5-fluorouracil (TCF), febrile
neutropenia and neutropenic infecti urred at lower rates when patients received prophylactic
G-CSF. Patients treated with TC 1d receive prophylactic G-CSF to mitigate the risk of
complicated neutropenia (febri utropenia, prolonged neutropenia or neutropenic infection).
Patients receiving TCF shwld closely monitored, (see sections 4.2 and 4.8).

In patients treated wi etaxel in combination with doxorubicin and cyclophosphamide (TAC),
febrile neutropeni or neutropenic infection occurred at lower rates when patients received
primary G-CS pghylaxis. Primary G-CSF prophylaxis should be considered in patients who receive
adjuvant ther. ith TAC for breast cancer to mitigate the risk of complicated neutropenia (febrile
neutropeni olonged neutropenia or neutropenic infection). Patients receiving TAC should be
closel@itored (see sections 4.2 and 4.8).

Hypersensitivity reactions

Patients should be observed closely for hypersensitivity reactions especially during the first and
second infusions. Hypersensitivity reactions may occur within a few minutes following the initiation
of the infusion of docetaxel, thus facilities for the treatment of hypotension and bronchospasm should
be available. If hypersensitivity reactions occur, minor symptoms such as flushing or localised
cutaneous reactions do not require interruption of therapy. However, severe reactions, such as severe
hypotension, bronchospasm or generalised rash/erythema require immediate discontinuation of
docetaxel and appropriate therapy. Patients who have developed severe hypersensitivity reactions
should not be re-challenged with docetaxel.

Cutaneous reactions




Localised skin erythema of the extremities (palms of the hands and soles of the feet) with oedema
followed by desquamation has been observed. Severe symptoms such as eruptions followed by
desquamation which lead to interruption or discontinuation of docetaxel treatment were reported (see
section 4.2).

Fluid retention

Patients with severe fluid retention such as pleural effusion, pericardial effusion and ascites should be
monitored closely.

Respiratory disorders

Acute respiratory distress syndrome, interstitial pneumonia/pneumonitis, interstitial lung diseﬁ,
pulmonary fibrosis and respiratory failure have been reported and may be associated with
outcome. Cases of radiation pneumonitis have been reported in patients receiving conc nt

radiotherapy. Q

If new or worsening pulmonary symptoms develop, patients should be closely m d, promptly
investigated, and appropriately treated. Interruption of docetaxel therapy is r ended until

diagnosis is available. Early use of supportive care measures may help imp. K@, he condition. The
benefit of resuming docetaxel treatment must be carefully evaluated. é

Patients with liver impairment (

In patients treated with docetaxel at 100 mg/m’ as single agent% have serum transaminase levels

(ALT and/or AST) greater than 1.5 times the ULN concurreéit With serum alkaline phosphatase levels
greater than 2.5 times the ULN, there is a higher risk &@loping severe adverse reactions such as

toxic deaths including sepsis and gastrointestinal hagmorthage which can be fatal, febrile neutropenia,
infections, thrombocytopenia, stomatitis and asth herefore, the recommended dose of docetaxel
in those patients with elevated liver function tes Ts) is 75 mg/m” and LFTs should be measured at
baseline and before each cycle (see section
For patients with serum bilirubin levels >
with serum alkaline phosphatase leve

and/or ALT and AST >3.5 times the ULN concurrent
imes the ULN, no dose-reduction can be recommended

and docetaxel should not be used u trictly indicated.
In combination with cisplatin an orouracil for the treatment of patients with gastric
adenocarcinoma, the pivotal iCal study excluded patients with ALT and/or AST > 1.5 x ULN

associated with alkaline ph{lp tase > 2.5 x ULN, and bilirubin> 1 x UNL; for these patients, no
dose-reductions can be u@ mended and docetaxel should not be used unless strictly indicated. No
data are available in @e s with hepatic impairment treated by docetaxel in combination in the other

indications. (_/\

*

Patients wit \im airment

There @ data available in patients with severely impaired renal function treated with docetaxel.

Nervous system

The development of severe peripheral neurotoxicity requires a reduction of dose (see section 4.2).

Cardiac toxicity

Heart failure has been observed in patients receiving docetaxel in combination with trastuzumab,
particularly following anthracycline (doxorubicin or epirubicin)-containing chemotherapy. This may
be moderate to severe and has been associated with death (see section 4.8).

When patients are candidates for treatment with docetaxel in combination with trastuzumab, they
should undergo baseline cardiac assessment. Cardiac function should be further monitored during
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treatment (e.g. every three months) to help identify patients who may develop cardiac dysfunction. For
more details see Summary of Product Characteristics of trastuzumab.

Eye disorders

Cystoid macular oedema (CMO) has been reported in patients treated with docetaxel. Patients with
impaired vision should undergo a prompt and complete ophthalmologic examination. In case CMO is
diagnosed, docetaxel treatment should be discontinued and appropriate treatment initiated (see section
4.8).

Others

Contraceptive measures must be taken by both men and women during treatment and for men at least
6 months after cessation of therapy (see section 4.6).

Additional cautions for use in adjuvant treatment of breast cancer . 9®
Complicated neutropenia AN

For patients who experience complicated neutropenia (prolonged neutropenia, feb@gleutropenia or
infection), G-CSF and dose reduction should be considered (see section 4.2). Q

Gastrointestinal reactions

Symptoms such as early abdominal pain and tenderness, fever, diarrhoe@vith or without neutropenia,
may be early manifestations of serious gastrointestinal toxicity and QQ)uld be evaluated and treated
promptly.

Congestive heart failure (CHF) Q

Patients should be monitored for symptoms of congesti @art failure during therapy and during the
follow up period. In patients treated with the TAC regimén for node positive breast cancer, the risk of
CHEF has been shown to be higher during the ﬁrsté after treatment (see sections 4.8 and 5.1).

Leukaemia X

In the docetaxel, doxorubicin and cyclop Lﬁ;hamide (TAC) treated patients, the risk of delayed
myelodysplasia or myeloid leukaemi% es haematological follow-up.

Patients with 4+ nodes O

As the benefit observed in pa@with 4+ nodes was not statistically significant on disease-free
survival (DFS) and overalﬁn al (OS), the positive benefit/risk ratio for TAC in patients with 4+
nodes was not fully demob ated at the final analysis (see section 5.1).

Older people QQ

There are limite available in patients > 70 years of age on docetaxel use in combination with
doxorubicin a@yclophosphamide.

of the%atients treated with docetaxel every three weeks in a prostate cancer study, 209 patients
were 65 years of age or greater and 68 patients were older than 75 years. In patients treated with
docetaxel every three weeks, the incidence of related nail changes occurred at a rate > 10% higher in
patients who were 65 years of age or greater compared to younger patients. The incidence of related
fever, diarrhoea, anorexia, and peripheral oedema occurred at rates > 10% higher in patients who were
75 years of age or greater versus less than 65 years.

Among the 300 (221 patients in the phase III part of the study and 79 patients in the phase II part)
patients treated with docetaxel in combination with cisplatin and 5-fluorouracil in the gastric cancer
study, 74 were 65 years of age or older and 4 patients were 75 years of age or older. The incidence of
serious adverse events was higher in older people compared to younger patients.

The incidence of the following adverse events (all grades): lethargy, stomatitis, neutropenic infection
occurred at rates > 10% higher in patients who were 65 years of age or older compared to younger
patients.



Older people treated with TCF should be closely monitored.
4.5 Interaction with other medicinal products and other forms of interaction

In vitro studies have shown that the metabolism of docetaxel may be modified by the concomitant
administration of compounds which induce, inhibit or are metabolised by (and thus may inhibit the
enzyme competitively) cytochrome P450-3A such as cyclosporine, terfenadine, ketoconazole,
erythromycin and troleandomycin. As a result, caution should be exercised when treating patients with
these medicinal products as concomitant therapy since there is a potential for a significant interaction.

Docetaxel is highly protein bound (>95%). Although the possible in vivo interaction of docetaxel with
concomitantly administered medicinal products has not been investigated formally, in vitro
interactions with tightly protein-bound drugs such as erythromycin, diphenhydramine, propranolol,
propafenone, phenytoin, salicylate, sulfamethoxazole and sodium valproate did not affect protein
binding of docetaxel. In addition, dexamethasone did not affect protein binding of doceta)@
Docetaxel did not influence the binding of digitoxin. . @

The pharmacokinetics of docetaxel, doxorubicin and cyclophosphamide were not
coadministration. Limited data from a single uncontrolled study were suggesti
between docetaxel and carboplatin. When combined to docetaxel, the clear
about 50% higher than values previously reported for carboplatin monot

nced by their
n interaction
f carboplatin was

Docetaxel pharmacokinetics in the presence of prednisone was studi€d in patients with metastatic
prostate cancer. Docetaxel is metabolised by CYP3A4 and pred i@e is known to induce CYP3A4.
No statistically significant effect of prednisone on the pharmar%etics of docetaxel was observed.

Clinical cases consistent with an increase in docetaxel @ty were reported when it was combined
with ritonavir. The mechanism behind this interaction is'a CYP3A4 inhibition, the main isoenzyme
involved in docetaxel metabolism by ritonavir. B n extrapolation from a pharmacokinetic study
with ketoconazole in 7 patients, consider a 50% Qetaxel dose reduction if patients require co-
administrtion of a stron CYP3A4 inhibitor s@JQn'as azole antifungals, ritonavir and some macrolides
(clarithromycin, telithromycin).

4.6 Fertility, pregnancy and la@

Pregnancy Q

There is no information e use of docetaxel in pregnant women. Docetaxel has been shown to be
both embryotoxic an toxic in rabbits and rats, and to reduce fertility in rats. As with other
cytotoxic medicingt prdducts, docetaxel may cause foetal harm when administered to pregnant
women. Thereforedocetaxel must not be used during pregnancy unless clearly indicated.

Women @&dbearing age receiving docetaxel should be advised to avoid becoming pregnant, and to
info eating physician immediately should this occur.

Breast-feeding
Docetaxel is a lipophilic substance but it is not known whether it is excreted in human milk.
Consequently, because of the potential for adverse reactions in nursing infants, breast feeding must be

discontinued for the duration of docetaxel therapy.

Contracteption in males and females

An effective method of contraception should be used during treatment.

Fertility



In non clinical studies, docetaxel has genotoxic effects and may alter male fertility (see section 5.3).
Therefore, men being treated with docetaxel are advised not to father a child during and up to
6 months after treatment and to seek advice on conservation of sperm prior to treatment.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

Summary of the safety profile for all indications

The adverse reactions considered to be possibly or probably related to the administration of docetaxel

have been obtained in:

. 1312 and 121 patients who received 100 mg/m? and 75 mg/m? of docetaxel as a sin% nt
respectively. . @

258 patients who received docetaxel in combination with doxorubicin. (\

406 patients who received docetaxel in combination with cisplatin.

92 patients treated with docetaxel in combination with trastuzumab.

255 patients who received docetaxel in combination with capecitabin &

332 patients who received docetaxel in combination with prednisp@gprednisolone (clinically

important treatment related adverse events are presented).

o 1276 patients (744 and 532 in TAX 316 and GEICAM 980 ectively) who received

docetaxel in combination with doxorubicin and cycloph ide (clinically important
treatment related adverse events are presented).

o 300 gastric adenocarcinoma patients (221 patients i phase III part of the study and
79 patients in the phase II part) who received doc 1 in combination with cisplatin and

S-fluorouracil (clinically important treatment&ted adverse events are presented).
o 174 and 251 head and neck cancer patlent received docetaxel in combination with cisplatin
and 5-fluorouracil (clinically 1mp0rta ent related adverse events are presented).

These reactions were described using M@Common Toxicity Criteria (grade 3 = G3;
grade 3-4 = G3/4; grade 4 = G4) and é START and the MedDRA terms. Frequencies are defined
as: very common (>1/10), commot@ 100 to < 1/10); uncommon (>1/1,000 to < 1/100); rare

(=>1/10,000 to < 1/1,000); very < 1/10,000); not known (cannot be estimated from the available
data).

Within each frequenc&@ping, undesirable effects are presented in order of decreasing seriousness.
*

The most comm eported adverse reactions of docetaxel alone are: neutropenia (which was
reversible an %Ncumulative; the median day to nadir was 7 days and the median duration of severe
neutropeni 0 cells/mm3) was 7 days), anaemia, alopecia, nausea, vomiting, stomatitis, diarrhoea
and as@&g he severity of adverse events of docetaxel may be increased when docetaxel is given in
combination with other chemotherapeutic agents.

For combination with trastuzumab, adverse events (all grades) reported in > 10% are displayed. There
was an increased incidence of SAEs (40% vs. 31%) and Grade 4 AEs (34% vs. 23%) in the
trastuzumab combination arm compared to docetaxel monotherapy.

For combination with capecitabine, the most frequent treatment-related undesirable effects (> 5%)
reported in a phase III study in breast cancer patients failing anthracycline treatment are presented (see

capecitabine summary of product characteristics).

The following adverse reactions are frequently observed with docetaxel:



Immune system disorders

Hypersensitivity reactions have generally occurred within a few minutes following the start of the
infusion of docetaxel and were usually mild to moderate. The most frequently reported symptoms
were flushing, rash with or without pruritus, chest tightness, back pain, dyspnoea and fever or chills.
Severe reactions were characterised by hypotension and/or bronchospasm or generalized
rash/erythema (see section 4.4).

Nervous system disorders

The development of severe peripheral neurotoxicity requires a reduction of dose (see sections 4.2
and 4.4). Mild to moderate neuro-sensory signs are characterised by paresthesia, dysesthesia or pain
including burning. Neuro-motor events are mainly characterised by weakness.

Skin and subcutaneous tissue disorders @b

moderate. Reactions were characterised by a rash including localised eruptions m on the feet and
hands (including severe hand and foot syndrome), but also on the arms, face QQQ x, and frequently
associated with pruritus. Eruptions generally occurred within one week afte ‘&g ocetaxel infusion.
Less frequently, severe symptoms such as eruptions followed by desqua 5{}1 which rarely lead to
interruption or discontinuation of docetaxel treatment were reported (se@ctions 4.2 and 4.4). Severe
nail disorders are characterised by hypo- or hyperpigmentation and Qmetimes pain and onycholysis.

*
Reversible cutaneous reactions have been observed and were generally considerm@% to

General disorders and administration site conditions Q

Infusion site reactions were generally mild and consists{;@lyper pigmentation, inflammation,
redness or dryness of the skin, phlebitis or extravasationstand swelling of the vein.

Fluid retention includes events such as peripheral a and less frequently pleural effusion,
pericardial effusion, ascites and weight gain. Th ipheral oedema usually starts at the lower
extremities and may become generalised w%weight gain of 3 kg or more. Fluid retention is
cumulative in incidence and severity (seeé ion 4.4).

Tabulated list of adverse reactions (n\ st cancer for Docetaxel 100 mg/m? single agent

MedDRA system Very'coinmon adverse | Common adverse Uncommon adverse
organ classes reactions reactions reactions
Infections and p fections (G3/4: 5.7%; | Infection associated
infestations (Uincluding sepsis and with G4 neutropenia
’\Q pneumonia, fatal in (G3/4: 4.6%)
O | 17%)

Blood and 1 r@cﬁic Neutropenia Thrombocytopenia
system dj (ém (G4: 76.4%); (G4: 0.2%)

Anaemia (G3/4: 8.9%);

Febrile neutropenia
Immune system Hypersensitivity
disorders (G3/4: 5.3%)
Metabolism and Anorexia

nutrition disorders

Nervous system Peripheral sensory
disorders neuropathy (G3: 4.1%);
Peripheral motor
neuropathy (G3/4: 4%);
Dysgeusia (severe




MedDRA system

Very common adverse

Common adverse

Uncommon adverse

organ classes reactions reactions reactions
0.07%)
Cardiac disorders Arrhythmia Cardiac failure
(G3/4: 0.7%)
Vascular disorders Hypotension;
Hypertension;
Haemorrhage
Respiratory, thoracic Dyspnoea (severe 2.7%)
and mediastinal
disorders
Gastrointestinal Stomatitis (G3/4: 5.3%); | Constipation Oesophagitis
disorders Diarrhoea (G3/4: 4%); (severe 0.2%);

Nausea (G3/4: 4%);
Vomiting (G3/4: 3%)

Abdominal pain
(severe 1%);

Gastrointestinal . @
Haemorrhage ﬁ\
(severe 0.3%) _ O

(severe: 0.4"/&

Skin and subcutaneous
tissue disorders

Alopecia;

Skin reaction
(G3/4: 5.9%);
Nail disorders
(severe 2.6%)

AS

L
,00

Musculoskeletal,
connective tissue
disorders

Myalgia (severe 1.4%)

Arthralgia \&/
O

General disorders and
administration site

Fluid retention
(severe: 6.5%)

Q

on site reaction;
)N on-cardiac chest
pain (severe 0.4%)

conditions Asthenia Q
(severe 11.2%);
Pain (&
Investigations QV G3/4 Blood bilirubin
b increased (< 5%);
O G3/4 Blood alkaline
( phosphatase increased
Q (< 4%);
’,\ G3/4 AST increased
(0} (< 3%);
‘\Q G3/4 ALT increased
N @) (<2%)
NSt
Descriptio lected adverse reactions in breast cancer for Docetaxel 100 mg/m” single agent
Blood angd lymphatic system disorders

Rare: bleeding episodes associated with grade 3/4 thrombocytopenia.

Nervous system disorders

Reversibility data are available among 35.3% of patients who developed neurotoxicity following
docetaxel treatment at 100 mg/m? as single agent. The events were spontaneously reversible within

3 months.

Skin and subcutaneous tissue disorders
Very rare: one case of alopecia non-reversible at the end of the study. 73% of the cutaneous reactions

were reversible within 21

days.

General disorders and administration site conditions
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The median cumulative dose to treatment discontinuation was more than 1,000 mg/m? and the median
time to fluid retention reversibility was 16.4 weeks (range 0 to 42 weeks). The onset of moderate and
severe retention is delayed (median cumulative dose: 818.9 mg/m?) in patients with premedication
compared with patients without premedication (median cumulative dose: 489.7 mg/m?); however, it
has been reported in some patients during the early courses of therapy.

Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m? single agent

MedDRA system srgan classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Infections (G3/4: 5%)

Blood and lymphatic system
disorders

Neutropenia (G4: 54.2%);
Anaemia (G3/4: 10.8%);

Febrile neutropenia

Thrombocytopenia (G4: 1.7%) S\
Immune system disorders Hypersensitivity (no,sg\eie)
Metabolism and nutrition Anorexia Y
disorders ;\@
Nervous system disorders Peripheral sensory neuropathy Peripheral rfeuropathy

(G3/4: 0.8%) (G3/4: &{'@‘
Cardiac disorders Arrhyf¥mia (no severe)
Vascular disorders Hyp\‘@;ﬁon
Gastrointestinal disorders Nausea (G3/4: 3.3%); H)ation

Stomatitis (G3/4: 1.7%); 9
Vomiting (G3/4: 0.8%); 74
Diarrhoea (G3/4: 1.7%) (W

3

4

Skin and subcutaneous tissue
disorders

Alopecia; v 7

Nail disorders (severe 0.8%)

Musculoskeletal and connective
tissue disorders

Skin reaction (G3/4\@$
NO)

Myalgia

General disorders and
administration site conditions

Asthenia (sev$§e\12.4%);
Fluid retgtition (severe 0.8%);
Pain o

Investigations

O

G3/4 Blood bilirubin increased
(< 2%)

U
Tabulated list of adverse reac og‘in breast cancer for Docetaxel 75 mg/m? in combination with

doxorubicin

2

MedDRA system o \Qx’ ery common

Common adverse

Uncommon adverse

organ classes Q adverse reactions reactions reactions
AN\
Infections Infection (G3/4: 7.8%)
infestati@é@)
Blood Tymphatic Neutropenia
system disorders (G4: 91.7%);
Anaemia (G3/4: 9.4%);
Febrile neutropenia;
Thrombocytopenia
(G4: 0.8%)
Immune system Hypersensitivity

disorders

(G3/4: 1.2%)

Metabolism and
nutrition disorders

Anorexia

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 0.4%)

neuropathy
(G3/4: 0.4%)

Peripheral motor

Cardiac disorders

Cardiac failure;
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Arrhythmia (no severe)

Vascular disorders

Hypotension

Gastrointestinal
disorders

Nausea (G3/4: 5%);
Stomatitis

(G3/4: 7.8%);
Diarrhoea

(G3/4: 6.2%);
Vomiting (G3/4: 5%);

Constipation
Skin and subcutaneous | Alopecia;
tissue disorders Nail disorders

(severe 0.4%);

Skin reaction
(no severe)

Musculoskeletal and
connective tissue
disorders

Myalgia

General disorders and
administration site

Asthenia
(severe 8.1%);

Infusion site reaction

conditions Fluid retention \
(severe 1.2%); NJ
Pain @
V= »-
Investigations G3/4 Bloodbilifubin G3/4 AST increased
increas 5%); (< 1%);
G3/4 alkaline G3/4 ALT increased
ph tase increased | (< 1%)
A< 2.5%)
\J
Tabulated lit of adverse reactions in breast ¢ ceQr Docetaxel 75 mg/m? in combination with
cisplatin g,
R\
MedDRA system Very commopadverse Common adverse Uncommon adverse

organ classes

reactions N

reactions

reactions

Infections and

Infection{ G374: 5.7%)
&

infestations
Blood and lymphatic Ne\tgo@nia Febrile neutropenia
system disorders t 51.5%);

X\O

L}naemia (G3/4: 6.9%);

Thrombocytopenia
(G4:0.5%)

Immune sy@hﬁf Hypersensitivity
disordgrS\ (G3/4: 2.5%)
Metabolsm and Anorexia

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 3.7%);
Peripheral motor
neuropathy (G3/4: 2%)

Cardiac disorders Arrhythmia Cardiac failure
(G3/4: 0.7%)

Vascular disorders Hypotension
(G3/4: 0.7%)

Gastrointestinal Nausea (G3/4: 9.6%); Constipation

disorders Vomiting (G3/4: 7.6%);

Diarrhoea (G3/4: 6.4%);
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Stomatitis (G3/4: 2%)

Skin and Alopecia;
subcutaneous tissue | Nail disorders
disorders (severe 0.7%);

Skin reaction
(G3/4: 0.2%)

Musculoskeletal and | Myalgia (severe: 0.5%)
connective tissue

disorders

General disorders Asthenia (severe 9.9%); Infusion site reaction;

and administration Fluid retention Pain

site conditions (severe 0.7%);

Fever (G3/4: 1.2%) R

Investigations G3/4 Blood bilirubin | G3/4 AST inc@ed
increased (2.1%); (0.5%);
G3/4 ALT increased G3/4 Blu{ﬁaline
(1.3%) phosp@ ¢ increased

(0.3%)

Tabulated list of adverse reactions in breast cancer for Docetaxel 100 mg/ma&::ombination with

trastuzumab @\)

MedDRA system organ classes Very common adverse reaé"@s Common adverse

reactions
Blood and lymphatic system Neutropenia (G3/4: )y
disorders Febrile neutropen cludes

neutropenia asseciated with fever
and antibiot\ ) or neutropenic
sepsis

Metabolism and nutrition Anortajs.a
disorders .
Psychiatric disorders JhsOrfinia
Nervous system disorders (iﬂ(esthesia; Headache; Dysgeusia;
- ypoaesthesia
Eye disorders " | Lacrimation increased;
‘\ Conjunctivitis
Cardiac disorders ,\’0v Cardiac failure
Vascular disorders:\\\ Lymphoedema
Respiratory, the a(ig‘cmd Epistaxis; Pharyngolaryngeal pain;
mediastinal di%%ers Nasopharyngitis ; Dyspnoea;

Q Cough; Rhinorrhoea

'}
Gastr[@u‘ﬁl disorders Nausea; Diarrhoea; Vomiting;
Constipation; Stomatitis;
Dyspepsia; Abdominal pain

Skin and subcutaneous tissue Alopecia; Erythema; Rash; Nail

disorders disorders

Musculoskeletal and connective Myalgia; Arthralgia; Pain in

tissue disorders extremity; Bone pain; Back pain

General disorders and Asthenia; Oedema peripheral; Lethargy
administration site conditions Pyrexia; Fatigue; Mucosal

inflammation; Pain; Influenza like
illness; Chest pain; Chills

Investigations Weight increased
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Description of selected adverse reactions in breast cancer for Docetaxel 100 mg/m” in combination

with trastuzumab

Cardiac disorders

Symptomatic cardiac failure was reported in 2.2% of the patients who received docetaxel plus
trastuzumab compared to 0% of patients given docetaxel alone. In the docetaxel plus trastuzumab arm,
64% had received a prior anthracycline as adjuvant therapy compared with 55% in the docetaxel arm

alone.

Blood and lymphatic system disorders
Very common: Haematological toxicity was increased in patients receiving trastuzumab and
docetaxel, compared with docetaxel alone (32% grade 3/4 neutropenia versus 22%, using NCI-CTC
criteria). Note that this is likely to be an underestimate since docetaxel alone at a dose of 100 mg/m” is
known to result in neutropenia in 97% of patients, 76% grade 4, based on nadir blood counts #khe
incidence of febrile neutropenia/neutropenic sepsis was also increased in patients treated wi
Herceptin plus docetaxel (23% versus 17% for patients treated with docetaxel alone) ,\@

Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m? in co gtion with

capecitabine

N

&

MedDRA system organ
classes

Very common adverse
reactions

CWn adverse reactions

Infections and infestations

(Oral candidiasis (G3/4: < 1%)

Blood and lymphatic system
disorders

9
Neutropenia (G3/4: 63%); . ()
Anaemia (G3/4: 10% Q

)

) Thrombocytopenia (G3/4: 3%)

Metabolism and nutrition
disorders

Anorexia (G3/4: 1
Decreased appeti

WO

Dehydration (G3/4: 2%)

Nervous system disorders Dysgeusia (G \91%); Dizziness;
Paresthesia ( 1 <1%) Headache (G3/4: <1%);
P Neuropathy peripheral
Eye disorders Lacrimatieh increased

Respiratory, thoracic and
mediastinal disorders

P M)laryngeal pain
:2%)

Dyspnoea (G3/4: 1%);
Cough (G3/4: <1%);
Epistaxis (G3/4: <1%)

Gastrointestinal disorders Q Stomatitis (G3/4: 18%); Abdominal pain upper;

\ Diarrhoea (G3/4: 14%); Dry mouth

® Nausea (G3/4: 6%);
. (\ Vomiting (G3/4: 4%);
. (J\ Constipation (G3/4: 1%);
6\ Abdominal pain (G3/4: 2%);
Pl Dyspepsia

Skin and\sybefitancous tissue Hand-foot syndrome Dermatitis;
disorde (G3/4: 24%); Rash erythematous

Alopecia (G3/4: 6%);
Nail disorders (G3/4: 2%)

(G3/4: <1%);
Nail discolouration;
Onycholysis (G3/4: 1%)

Musculoskeletal and connective
tissue disorders

Myalgia (G3/4: 2%);
Arthralgia (G3/4: 1%)

Pain in extremity (G3/4: <1%);
Back pain (G3/4: 1%)

General disorders and Asthenia (G3/4: 3%); Lethargy;
administration site conditions Pyrexia (G3/4: 1%); Pain

Fatigue/ weakness (G3/4: 5%);

Oedema peripheral (G3/4: 1%)
Investigations Weight decreased;

G3/4 Blood bilirubin increased

(9%)
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Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m? in combination with

prednisone or prednisolone

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Infection (G3/4: 3.3%)

Blood and lymphatic system
disorders

Neutropenia (G3/4: 32%);
Anaemia (G3/4: 4.9%)

Thrombocytopenia
(G3/4: 0.6%);
Febrile neutropenia

Immune system disorders

Hypersensitivity (G3/4: 0.6%)

Metabolism and nutrition
disorders

Anorexia (G3/4: 0.6%)

Nervous system disorders

Peripheral sensory neuropathy
(G3/4: 1.2%);
Dysgeusia (G3/4: 0%)

Peripheral motor neuro€§hy
(G3/4: 0%)

Eye disorders

Lacrimation mQ&sed
(G3/4: 0.67)

Cardiac disorders

Cardi t\entricular function
decreagenG3/4: 0.3%)

Respiratory, thoracic and
mediastinal disorders

i s (G3/4: 0%);
noea (G3/4: 0.6%);

E
D
,,‘(pough (G3/4: 0%)

Gastrointestinal disorders

Nausea (G3/4: 2.4%);
Diarrhoea (G3/4: 1.2%);
Stomatitis/PharyngitisO
(G3/4: 0.9%);

Vomiting (G3/4 (152%

O

p

Skin and subcutaneous tissue
disorders

Alopecia;

Nail dlso% 0 severe)

Exfoliative rash (G3/4: 0.3%)

Musculoskeletal and connective
tissue disorders

0

Arthralgia (G3/4: 0.3%);
Myalgia (G3/4: 0.3%)

General disorders and
administration site conditions

@}@e (G3/4: 3.9%);

uid retention (severe 0.6%)

Tabulated list of adverse ﬁwé)%s for adjuvant therapy with Docetaxel 75 mg/m? in combination with

doxorubicin and cyclo

@ﬁamide in patients with node-positive (TAX 316) and node-negative

(GEICAM 9805) bt ancer - pooled data
"

MedDRA sy - Very common adverse | Common adverse Uncommon adverse
organ clasg€s reactions reactions reactions
Infecti@ﬂ Infection (G3/4: 2.4%);
infestations Neutropenic infection

(G3/4: 2.6%)
Blood and lymphatic Anaemia (G3/4: 3%);
system disorders Neutropenia

(G3/4: 59.2%);

Thrombocytopenia

(G3/4: 1.6%);

Febrile neutropenia

(G3/4: NA)
Immune system Hypersensitivity
disorders (G3/4: 0.6%)
Metabolism and Anorexia (G3/4: 1.5%)
nutrition disorders
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MedDRA system Very common adverse | Common adverse Uncommon adverse
| organ classes reactions reactions reactions

Nervous system Dysgeusia Peripheral motor Syncope (G3/4: 0%);

disorders (G3/4: 0.6%); neuropathy Neurotoxicity
Peripheral sensory (G3/4: 0%) (G3/4: 0%);
neuropathy Somnolence
(G3/4: <0.1%) (G3/4: 0%)

Eye disorders Conjunctivitis Lacrimation increased

(G3/4: <0.1%)

(G3/4: <0.1%)

Cardiac disorders

Arrhythmia
(G3/4: 0.2%)

Vascular disorders

Hot flush (G3/4: 0.5%)

Hypotension
(G3/4: 0%);
Phlebitis (G3/4: 0%)

PaN
Lymphoed

(G3/4{ o\@

Respiratory, thoracic
and mediastinal

Cough (G3/4: 0%)

A
N

O
3

disorders
Gastrointestinal Nausea (G3/4: 5.0%); Abdominal pai o
disorders Stomatitis

(G3/4: 6.0%);
Vomiting (G3/4: 4.2%);
Diarrhoea

(G3/4: 3.4%);
Constipation

(G3/4: 0.5%)

(G3/4: 0.4%@
O
\O

Skin and subcutaneous
tissue disorders

Alopecia(G3/4: <Q<°Jo},s

Skin disorder
(G3/4: 0.6%);
Nail disord,
(G3/4: 0

9

Musculoskeletal and
connective tissue
disorders

Myalgia (63/4: 0.7%);
Arthralgia (G3/4: 0.2%)

Reproductive system menorrhoea
and breast disorders\Qb (G3/4: NA)
. O
General disor@*@nd Asthenia
administrat'@ e (G3/4: 10.0%);
condit] Pyrexia (G3/4: NA);
Oedema peripheral
(G3/4: 0.2%)
Investigations Weight increased
(G3/4: 0%);
Weight decreased

(G3/4: 0.2%)

Description of selected adverse reactions for adjuvant therapy with Docetaxel 75 mg/m” in

combination with doxorubicin and cyclophosphamide in patients with node-positive (TAX 316 and

node-negative (GEICAM

9805) breast cancer

Nervous system disorders
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Peripheral sensory neuropathy was observed to be ongoing during follow-up in 10 patients out of the
84 patients with peripheral sensory neuropathy at the end of the chemotherapy in the node positive
breast cancer study (TAX316).

Cardiac disorders

In study TAX316, 26 patients (3.5%) in the TAC arm and 17 patients (2.3%) in the FAC arm
experienced congestive heart failure. All except one patient in each arm were diagnosed with CHF
more than 30 days after the treatment period. Two patients in the TAC arm and 4 patients in the FAC
arm died because of cardiac failure.

Skin and subcutaneous tissue disorders

In study TAX316, alopecia persisting into the follow-up period after the end of chemotherapy was
reported in 687 TAC patients and 645 FAC patients.

At the end of the follow-up period, alopecia was observed to be ongoing in 29 TAC patients @%)
and 16 FAC patients (2.4%). @

Reproductive system and breast disorders
Amenorrhoea was observed to be ongoing during follow-up in 121 patients out of@ 02 patients
with amenorrhoea at the end of the chemotherapy in study TAX316. ‘&

General disorders and administration site conditions

In study TAX316, peripheral oedema was observed to be ongoing in 19@ients out of the 119 patients
with peripheral oedema in the TAC arm and 4 patients out of the 23«patients with peripheral oedema in
the FAC arm.

In study GEICAM 9805, lymphoedema was observed to be ong in 4 of the 5 patients with
lymphoedema at the end of the chemotherapy.

Acute leukaemia / Myelodysplastic syndrome. \O

After 10 years of follow up in study TAX316, a @kaemla was reported in 4 of 744 TAC patients
and in 1 of 736 FAC patients. Myelodysplastic %rome was reported in 2 of 744 TAC patients and
in 1 of 736 FAC patients.

At a median follow-up time of 77 month Q}te leukaemia occurred in 1 of 532 (0.2%) patients who
received docetaxel, doxorubicin, and bhhosphamlde in the GEICAM 9805 study. No cases were
reported in patients who received racil, doxorubicin and cyclophosphamide. No patient was
diagnosed with myelodysplastic ome in either treatment groups.

Neutropenic complicatlon\'Q

Table below shows that cidence of Grade 4 neutropenia, febrile neutropenia and neutropenic
infection was decreas¢dNrpatients who received primary G-CSF prophylaxis after it was made
mandatory in the rm - GEICAM study.

*

Neutropenic @ications in patients receiving TAC with or without primary G-CSF prophylaxis
GEICA 5

N

Without primary With primary
G-CSF prophylaxis G-CSF prophylaxis
(n=111) (n=421)
n (%) n (%)
Neutropenia (Grade 4) 104 (93.7) 135 (32.1)
Febrile neutropenia 28 (25.2) 23 (5.5)
Neutropenic infection 14 (12.6) 21 (5.0)
Neutropenic infection 2(1.8) 5(1.2)
(Grade 3-4)

Tabulated list of adverse reactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/m? in
combination with cisplatin and 5-fluorouracil
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MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Neutropenic infection;
Infection (G3/4: 11.7%)

Blood and lymphatic system
disorders

Anaemia (G3/4: 20.9%);
Neutropenia (G3/4: 83.2%);
Thrombocytopenia

(G3/4: 8.8%);

Febrile neutropenia

Immune system disorders

Hypersensitivity (G3/4: 1.7%)

Metabolism and nutrition
disorders

Anorexia (G3/4: 11.7%)

Nervous system disorders

Peripheral sensory neuropathy
(G3/4: 8.7%)

Dizziness (G3/4: 2.3%
Peripheral motor ne hy

(G3/4: 1.3%) . CH

Eye disorders

Lacrimation in@&s’ed
(G3/4: 0%) )

Ear and labyrinth disorders

Hearing #npaired (G3/4: 0%)

Cardiac disorders

Arrhythtia (G3/4: 1.0%)

Gastrointestinal disorders

Diarrhoea (G3/4: 19.7%);

Nausea (G3/4: 16%);

Stomatitis (G3/4: 23.7%); \

Vomiting (G3/4: 14.3%) Q
O

Cﬁ\lﬁtion (G3/4: 1.0 %);
Gastrointestinal pain

G3/4: 1.0%);

! Oesophagitis / dysphagia /

odynophagia (G3/4: 0.7%)

Skin and subcutaneous tissue
disorders

Alopecia (G3/4: 4.0%b\‘

N

.

Rash pruritus (G3/4: 0.7%);
Nail disorders (G3/4: 0.7%);
Skin exfoliation (G3/4: 0%)

General disorders and
administration site conditions

Lethargy (G3/4\1'9.0%);
Fever (G3/4: 28%);

Fluid reténtien (severe/life
thrga{e& 1%)
N4

Description of selected adverse reaCtiofis in gastric adenocarcinoma cancer for Docetaxel 75 mg/m” in

combination with cisplatin and_je‘lﬁ‘c{rouracil

Blood and lymphatic sys Njis ders
Febrile neutropenia a ropenic infection occurred in 17.2% and 13.5% of patients respectively,
regardless of G-CSE tse* G-CSF was used for secondary prophylaxis in 19.3% of patients (10.7% of

the cycles). Febr%c@
patients when
prophylacti

tropenia and neutropenic infection occurred respectively in 12.1% and 3.4% of
nts received prophylactic G-CSF, in 15.6% and 12.9% of patients without
SF, (see section 4.2).

Tabul@st of adverse reactions in head and neck cancer for Docetaxel 75 mg/m? in combination

with cisplatin and 5-fluorouracil

. Induction chemotherapy followed by radiotherapy (TAX 323)

MedDRA system
organ classes

Very common
adverse reactions

Common adver:
reactions

se Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4: 6.3%);
Neutropenic infection

Neoplasms benign,
malignant and
unspecified (incl cysts
and polyps)

Cancer pain
(G3/4: 0.6%)
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Blood and lymphatic
system disorders

Neutropenia

(G3/4: 76.3%);
Anaemia (G3/4: 9.2%);
Thrombocytopenia
(G3/4: 5.2%)

Febrile neutropenia

Immune system
disorders

Hypersensitivity
(no severe)

Metabolism and
nutrition disorders

Anorexia (G3/4: 0.6%)

Dysgeusia/Parosmia;
Nervous system Peripheral sensory Dizziness
disorders neuropathy

(G3/4: 0.6%) .
Eve disorders Lacrimation increased; 0

Y Conjunctivitis Q.

Ear and labyrinth L . . G
disorders Hearing impaired (\@

Cardiac disorders

Myocardial ischemia
(G3/4: 1.7%)

A@/}hmia

N(8374: 0.6%)
AJ

Vascular disorders

Venous disorder
(G3/4: 0.6%)

O

K

=4

Gastrointestinal
disorders

Nausea (G3/4:0.6%);
Stomatitis

(G3/4: 4.0%);
Diarrhoea

(G3/4: 2.9%);
Vomiting (G3/4: 0.6%)

Constipation; %
Esophagitis/ d@agia/
odynophagi

(G3/4: (@
Abd pain;

Dy ia;
E&)intestinal
morrhage

(G3/4: 0.6%)

&

Rash pruritic;

Skin and subcutaneous | Alopecia 0 Dry skin;
tissue disorders (G3/4:10.9 Skin exfoliative
O\ (G3/4: 0.6%)

Musculoskeletal and
connective tissue

X

Myalgia (G3/4: 0.6%)

disorders &
. {@ethargy (G3/4: 3.4%);
General disorders and(\ 5. iy (G3/4: 0.6%):
administration 51te(> Fluid retentioﬂ' T
conditions >'\\ Oedema ’
Investigatiquy Weight increased
"4

Induction chemotherapy followed by chemoradiotherapy (TAX 324)

MedDRA system
organ classes

Very common adverse
reactions

Common adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4: 3.6%)

Neutropenic infection

Neoplasms benign,
malignant and
unspecified (incl cysts

Cancer pain
(G3/4: 1.2%)

and polyps)

Blood and lymphatic Neutropenia

system disorders (G3/4: 83.5%);
Anaemia
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(G3/4: 12.4%);
Thrombocytopenia
(G3/4: 4.0%);
Febrile neutropenia

Immune system Hypersensitivity
disorders
Metabolism and Anorexia (G3/4: 12.0%)
nutrition disorders
Nervous system Dysgeusia/Parosmia Dizziness (G3/4: 2.0%);
disorders (G3/4: 0.4%); Peripheral motor

Peripheral sensory neuropathy (G3/4: 0.4%)

neuropathy

(G3/4: 1.2%) R
Eye disorders Lacrimation increased Conjunctiviti§\,
Ear and labyrinth Hearing impaired @V
disorders (G3/4: 1.2%) N
Cardiac disorders Arrhythmia Ischémta myocardial

(G3/4: 2.0%) @)

Vascular disorders N(Venous disorder
Gastrointestinal Nausea (G3/4: 13.9%); | Dyspepsia (G3/4: 0.8%); L
disorders Stomatitis Gastrointestinal pajb

(G3/4: 20.7%); (G3/4: 1.2%);

Vomiting (G3/4: 8.4%); Gastrointesti@

Diarrhoea (G3/4: 6.8%); | haemorrh

Esophagitis/dysphagia/ | (G3/4: %

odynophagia

(G3/4: 12.0%); \O

Constipation O

(G3/4: 0.4%) N
Skin and subcutaneous | Alopecia (G3/4: 49@,\ “Dry skin;
tissue disorders Rash pruritic; Desquamation
Musculoskeletal and o\/ Myalgia (G3/4: 0.4%)
connective tissue b
disorders )
General disorders and | Letha Td3/4: 4.0%);
administration site Pyr G3/4: 3.6%);
conditions id retention

T(®3/4: 1.2%);
‘\Q‘Oedema (G3/4: 1.2%)

Investigations_«_ (. ,° | Weight decreased Weight increased

Post-m§%wgmerience
Neoplasws benign, malignant and unspecified (incl cysts and polyps)

Cases of acute myeloid leukaemia and myelodysplastic syndrome have been reported in association
with docetaxel when used in combination with other chemotherapy agents and/or radiotherapy.

Blood and lymphatic system disorders
Bone marrow suppression and other haematologic adverse reactions have been reported. Disseminated
intravascular coagulation (DIC), often in association with sepsis or multiorgan failure, has been

reported.

Immune system disorders
Some cases of anaphylactic shock, sometimes fatal, have been reported.

Nervous system disorders

2
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Rare cases of convulsion or transient loss of consciousness have been observed with docetaxel
administration. These reactions sometimes appear during the infusion of the medicinal product.

Eye disorders

Very rare cases of transient visual disturbances (flashes, flashing lights, scotomata) typically occurring
during infusion of the medicinal product and in association with hypersensitivity reactions have been
reported. These were reversible upon discontinuation of the infusion. Cases of lacrimation with or
without conjunctivitis, as cases of lachrymal duct obstruction resulting in excessive tearing have been
rarely reported. Cases of cystoid macular oedema (CMO) have been reported in patients treated with
docetaxel

Ear and labyrinth disorders
Rare cases of ototoxicity, hearing impaired and/or hearing loss have been reported.

Cardiac disorders @b

Rare cases of myocardial infarction have been reported. . @
Vascular disorders &
Venous thromboembolic events have rarely been reported. ‘&
Respiratory, thoracic and mediastinal disorders Q

Acute respiratory distress syndrome and cases of interstitial pneumonia@umonitis, interstitial lung
disease, pulmonary fibrosis and respiratory failure sometimes fatal h@ve rarely been reported. Rare
cases of radiation pneumonitis have been reported in patients ref g concomitant radiotherapy.

Gastrointestinal disorders

Rare occurrences of dehydration as a consequence of s@ntestinal events, gastrointestinal
perforation, colitis ischaemic, colitis and neutropeni mrocolitis have been reported. Rare cases of
ileus and intestinal obstruction have been report%

Hepatobiliary disorders
Very rare cases of hepatitis, sometimes f: £pnmarily in patients with pre-existing liver disorders,
have been reported.

Skin and subcutaneous tissue di S
Very rare cases of cutaneous 3{ erythematous and bullous eruptions such as erythema multiform,
Stevens-Johnson syndrom\jc& epidermal necrolysis, have been reported with docetaxel. In some
cases concomitant facto y have contributed to the development of these effects. Sclerodermal-like
changes usually prec y peripheral lymphedema have been reported with docetaxel. Cases of
persisting alopef:i@ been reported.

Renal and uri disorders

Renal in @ency and renal failure have been reported. In about 20% of these cases there were no
risk fa@fer acute renal failure concomitant nephrotoxic medicinal products and gastro-intestinal
disorders®

General disorders and administration site conditions

Radiation recall phenomena have rarely been reported.

Fluid retention has not been accompanied by acute episodes of oliguria or hypotension. Dehydration
and pulmonary oedema have rarely been reported.

Metabolism and nutrition disorders
Cases of hyponatraemia have been reported, mostly associated with dehydration, vomiting and

pneumonia.

Reporting of suspected adverse reactions
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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. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

There were a few reports of overdose. There is no known antidote for docetaxel overdose. In case of
overdose, the patient should be kept in a specialised unit and vital functions closely monitored. In
cases of overdose, exacerbation of adverse events may be expected. The primary anticipated
complications of overdose would consist of bone marrow suppression, peripheral neurotoxicity and
mucositis. Patients should receive therapeutic G-CSF as soon as possible after discovery of overdose.
Other appropriate symptomatic measures should be taken, as needed.

5. PHARMACOLOGICAL PROPERTIES @
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Taxanes, ATC Code: LO1CD 02

S
Mechanism of action @

Docetaxel is an antineoplastic agent which acts by promoting the {mbly of tubulin into stable
microtubules and inhibits their disassembly which leads to a decrease of free tubulin. The
binding of docetaxel to microtubules does not alter the num rotofilaments.

Docetaxel has been shown in vitro to disrupt the micro?b@ar network in cells which is essential for
vital mitotic and interphase cellular functions. O

Pharmacodynamic effects &Q

gainst various murine and human tumour cell lines and
in clonogenic assays. Docetaxel achieves high intracellular
time. In addition, docetaxel was found to be active on some
but not all cell lines over expre e p-glycoprotein which is encoded by the multidrug resistance
gene. In vivo, docetaxel is scl@le independent and has a broad spectrum of experimental antitumour
activity against advanced hyriné and human grafted tumours.

Docetaxel was found to be cytotoxic |

against freshly excised human tumou

concentrations with a long cell resq
g

Clinical efficacy aﬂd\&}étv

*
Breast cancerQ\
Two randonised phase I1I comparative studies, involving a total of 326 alkylating or

392 a ine failure metastatic breast cancer patients, have been performed with docetaxel at the
recomniended dose and regimen of 100 mg/m? every 3 weeks.

In alkylating-failure patients, docetaxel was compared to doxorubicin (75 mg/m? every 3 weeks).
Without affecting overall survival time (docetaxel 15 months vs. doxorubicin 14 months, p=0.38) or
time to progression (docetaxel 27 weeks vs. doxorubicin 23 weeks, p=0.54), docetaxel increased
response rate (52% vs. 37%, p=0.01) and shortened time to response (12 weeks vs. 23 weeks,
p=0.007). Three docetaxel patients (2%) discontinued the treatment due to fluid retention, whereas 15
doxorubicin patients (9%) discontinued due to cardiac toxicity (three cases of fatal congestive heart
failure).

In anthracycline-failure patients, docetaxel was compared to the combination of mitomycin C and
vinblastine (12 mg/m? every 6 weeks and 6 mg/m? every 3 weeks). Docetaxel increased response rate
(33% vs. 12%, p<0.0001), prolonged time to progression (19 weeks vs. 11 weeks, p=0.0004) and
prolonged overall survival (11 months vs. 9 months, p=0.01).
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During these two phase IlI studies, the safety profile of docetaxel was consistent with the safety
profile observed in phase II studies (see section 4.8).

An open-label, multicenter, randomized phase III study was conducted to compare docetaxel
monotherapy and paclitaxel in the treatment of advanced breast cancer in patients whose previous
therapy should have included an anthracycline. A total of 449 patients were randomized to receive
either docetaxel monotherapy 100 mg/m? as a 1 hour infusion or paclitaxel 175 mg/m? as a 3 hour
infusion. Both regimens were administered every 3 weeks.

Without affecting the primary endpoint, overall response rate (32% vs 25%, p=0.10), docetaxel
prolonged median time to progression (24.6 weeks vs 15.6 weeks; p<0.01) and median survival
(15.3 months vs 12.7 months; p=0.03).

More grade 3/4 adverse events were observed for docetaxel monotherapy (55.4%) compared to
paclitaxel (23.0%).

Non-small cell lung cancer . 6
Patients previously treated with chemotherapy with or without radiotherapy &

In a phase III study, in previously treated patients, time to progression (12 s versus 7 weeks)
and overall survival were significantly longer for docetaxel at 75 mg/m? @ared to Best Supportive
Care. The 1-year survival rate was also significantly longer in docetaxe %) versus BSC (16%).
There was less use of morphinic analgesic (p<0.01), non-morphinic nalgesws (p<0.01), other disease
related medications (p=0.06) and radiotherapy (p<0.01) in patle ated with docetaxel at 75 mg/m?
compared to those with BSC.

The overall response rate was 6.8% in the evaluable patlentQa e median duration of response was
26.1 weeks.

Docetaxel in combination with platinum agents i@@notherapy-nalve patients

In a phase III study, 1218 patients with unzﬁtﬁble stage IIIB or IV NSCLC, with KPS of 70% or
greater, and who did not receive previou otherapy for this condition, were randomised to either
docetaxel (T) 75 mg/m’ as a 1 hour i 1mrnedlately followed by cisplatin (Cis) 75 mg/m® over
30-60 minutes every 3 weeks (TCi (&etaxel 75 mg/m” as a 1 hour infusion in combination with
carboplatin (AUC 6 mg/ml. min b 30-60 minutes every 3 weeks, or vinorelbine (V) 25 mg/m’
administered over 6-10 minu days 1, 8, 15, 22 followed by cisplatin 100 mg/m* administered on
day 1 of cycles repeated esg weeks (VC1s)

Survival data, mediaa@o progression and response rates for two arms of the study are illustrated

in the following ta@

‘

TCis VCis Statistical Analysis

s 79) n=408 | n=404

Overall strvival

(Primary end-point):
Median survival (months) 11.3 10.1 Hazard ratio: 1.122
[97.2% CI: 0.937; 1.342]*
1-year Survival (%) 46 41 Treatment difference: 5.4%
[95% CI: -1.1; 12.0]
2-year Survival (%) 21 14 Treatment difference: 6.2%

[95% CI: 0.2; 12.3]

Median time to progression

(weeks) 22.0 23.0 Hazard ratio: 1.032
[95% CI: 0.876; 1.216]
Overall response rate (%): 31.6 24.5 Treatment difference: 7.1%
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| | | [95% CI: 0.7; 13.5]

*. Corrected for multiple comparisons and adjusted for stratification factors (stage of disease and
region of treatment), based on evaluable patient population.

Secondary end-points included change of pain, global rating of quality of life by EuroQoL-5D, Lung
Cancer Symptom Scale, and changes in Karnosfky performance status. Results on these end-points

were supportive of the primary end-points results.

For docetaxel/carboplatin combination, neither equivalent nor non-inferior efficacy could be proven
compared to the reference treatment combination VCis.

Prostate cancer

The safety and efficacy of docetaxel in combination with prednisone or prednisolone in patie@with
hormone refractory metastatic prostate cancer were evaluated in a randomized multicen@ e 111

study. A total of 1006 patients with KPS>60 were randomized to the following treatme ups:
o Docetaxel 75 mg/rn every 3 weeks for 10 cycles.
o Docetaxel 30 mg/m” administered weekly for the first 5 weeks in a 6 week @ for 5 cycles.

o Mitoxantrone 12 mg/m” every 3 weeks for 10 cycles.
All 3 regimens were administered in combination with prednisone or pred ’&one 5 mg twice daily,
continuously.

Patients who received docetaxel every three weeks demonstrated ﬁcantly longer overall survival
compared to those treated with mitoxantrone. The increase in s 1 seen in the docetaxel weekly
arm was not statistically significant compared to the m1t0xa ontrol arm. Efficacy endpoints for
the docetaxel arms versus the control arm are summarlze he ollowing table:
Endpoint Docetaxel ‘ Docetaxel Mitoxantrone
every 3 weeks QC> every week every 3 weeks
Number of patients 3356}; 334 337
Median survival (months) 17.4 16.5
95% ClI (1@ 2) (15.7-19.0) (14.4-18.6)
Hazard ratio 61 0.912 -
95% CI ( 19-0.936) (0.747-1.113) --
p-valuer* 0.0094 0.3624 --
Number of patients N ‘ 291 282 300
PSA** response rate 0@» 454 47.9 31.7
95% CI . 6 (39.5-51.3) (41.9-53.9) (26.4-37.3)
p-value* . C } 0.0005 <0.0001 --
Number of pa@s" 153 154 157
Pain respo® e (%) 34.6 31.2 21.7
95% C (27.1-42.7) (24.0-39.1) (15.5-28.9)
p-value 0.0107 0.0798 --
Number of patients 141 134 137
Tumour response rate 12.1 8.2 6.6
(%) (7.2-18.6) (4.2-14.2) (3.0-12.1)
95% CI 0.1112 0.5853 --
p-value*

tStratified log rank test
*Threshold for statistical significance=0.0175
**PSA: Prostate-Specific Antigen

Given the fact that docetaxel every week presented a slightly better safety profile than docetaxel every
3 weeks, it is possible that certain patients may benefit from docetaxel every week.

No statistical differences were observed between treatment groups for Global Quality of Life.
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5.2 Pharmacokinetic properties

Absorption

The pharmacokinetics of docetaxel have been evaluated in cancer patients after administration of
20-115 mg/m”* in Phase I studies. The kinetic profile of docetaxel is dose independent and consistent
with a three-compartment pharmacokinetic model with half lives for the a, p and y phases of 4 min,
36 min and 11.1 h, respectively. The late phase is due, in part, to a relatively slow efflux of docetaxel
from the peripheral compartment.

Distribution

Following the administration of a 100 mg/m* dose given as a one hour infusion a mean peak plasma
level of 3.7 ug/ml was obtained with a corresponding AUC of 4.6 h.ug/ml. Mean values fi body
clearance and steady-state volume of distribution were 21 /h/m* and 113 1, respectivqlﬁ
individual variation in total body clearance was approximately 50%. Docetaxel is m 5%
bound to plasma proteins. O

Elimination ’&
O

A study of '*C-docetaxel has been conducted in three cancer patients. ]@taxel was eliminated in
both the urine and faeces following cytochrome P450-mediated oxidative metabolism of the tert-butyl
ester group, within seven days, the urinary and faecal excretion a @mted for about 6% and 75% of
the administered radioactivity, respectively. About 80% of the oactivity recovered in faeces is
excreted during the first 48 hours as one major inactive me it€ and 3 minor inactive metabolites
and very low amounts of unchanged medicinal produc\

Special populations O

Age and gender
A population pharmacokinetic analysis h;i@en performed with docetaxel in 577 patients.

Pharmacokinetic parameters estimate e model were very close to those estimated from Phase |
studies. The pharmacokinetics of d 6 | were not altered by the age or sex of the patient.

Hepatic impairment

In a small number of patl 23) with clinical chemistry data suggestive of mild to moderate liver
function impairment (A ST >1.5 times the ULN associated with alkaline phosphatase >2.5 times
the ULN)), total clegr@@ as lowered by 27% on average (see section 4.2).

Fluid retention.” (J
Docetaxel clearance was not modified in patients with mild to moderate fluid retention and there are

no dat@le in patients with severe fluid retention.

Combination therapy

Doxorubicin

When used in combination, docetaxel does not influence the clearance of doxorubicin and the plasma
levels of doxorubicinol (a doxorubicin metabolite). The pharmacokinetics of docetaxel, doxorubicin
and cyclophosphamide were not influenced by their coadministration.

Capecitabine

Phase I study evaluating the effect of capecitabine on the pharmacokinetics of docetaxel and vice
versa showed no effect by capecitabine on the pharmacokinetics of docetaxel (Cyax and AUC) and no
effect by docetaxel on the pharmacokinetics of a relevant capecitabine metabolite 5’-DFUR.

Cisplatin
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Clearance of docetaxel in combination therapy with cisplatin was similar to that observed following
monotherapy. The pharmacokinetic profile of cisplatin administered shortly after docetaxel infusion is
similar to that observed with cisplatin alone.

Cisplatin and 5-fluorouracil
The combined administration of docetaxel, cisplatin and 5-fluorouracil in 12 patients with solid
tumours had no influence on the pharmacokinetics of each individual medicinal product.

Prednisone and dexamethasone
The effect of prednisone on the pharmacokinetics of docetaxel administered with standard
dexamethasone premedication has been studied in 42 patients.

Prednisone

No effect of prednisone on the pharmacokinetics of docetaxel was observed. b
5.3 Preclinical safety data . @

The carcinogenic potential of docetaxel has not been studied. (

Docetaxel has been shown to be mutagenic in the in vitro micronucleus a osome aberration
test in CHO-K1 cells and in the in vivo micronucleus test in the mouse. @rer it did not induce
mutagenicity in the Ames test or the CHO/HGPRT gene mutation assa)}b\ese results are consistent
with the pharmacological activity of docetaxel.

Undesirable effects on the testis observed in rodent toxicity sh% suggest that docetaxel may impair

male fertility.
\&

6. PHARMACEUTICAL PARTICULARS ()

6.1 List of excipients &
O

Concentrate to

Polysorbate 80
Ethanol, anhydrous (O

Solvent \Q

Water for injections.

6.2 Incompatllcj@

This medlc& duct must not be mixed with other medicinal products except those mentioned in

Section §6
6.3 Shelf-life

o 18 months.

o Premix solution: Chemical and physical in-use stability has been demonstrated for 8 hours when
stored either between 2°C and 8°C or at room temperature (below 25°C). From a
microbiological point of view, the product should be used immediately. If not used immediately,
in-use storage times and conditions prior to use are the responsibility of the user and would
normally not be longer than 24 hours at 2 to 8§°C, unless dilution has taken place in controlled
and validated aseptic conditions.

o Infusion solution: Chemical and physical in-use stability has been demonstrated for 4 hours at
room temperature (below 25°C). From a microbiological point of view, the product should be
used immediately. If not used immediately, in-use storage times and conditions prior to use are
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the responsibility of the user and would normally not be longer than 24 hours at 2 to 8°C, unless
dilution has taken place in controlled and validated aseptic conditions.

6.4 Special precautions for storage and other handling

Do not store above 25°C .

Do not freeze.

Store in the original package in order to protect from light.

For storage conditions of the diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

Each carton contains:
. One vial of concentrate and, 6
. One vial of solvent @

. ’\9
° Docetaxel Teva Pharma 20 mg vial (
6 ml clear glass Type I vial with a bromobutyl rubber stopper and a flip-o @

This vial contains 0.72 ml of a 27.73 mg/ml solution of docetaxel ir@!orbate 80 (fill volume:

24.4 mg/0.88 ml). This fill volume has been established during t lopment of docetaxel to
compensate for liquid loss during preparation of the premix due to*foaming, adhesion to the
walls of the vial and "dead-volume". This overfill ensures t ter dilution with the entire

1s a minimal extractable premix
onds to the labelled amount of

contents of the accompanying solvent for docetaxel vial,
volume of 2 ml containing 10 mg/ml docetaxel whic

20 mg per vial. \O
Solvent for Docetaxel Teva Pharma 20 mg vi
6 ml clear glass Type I vial with a bromo bber stopper and a flip-off cap.

Solvent vial contains 1.28 ml of watef fg*'injections (fill volume: 1.71 ml). The addition of the
entire contents of the solvent Viél o'the contents of the Docetaxel Teva Pharma 20 mg

concentrate for solution for infi vial ensures a premix concentration of 10 mg/ml docetaxel.
6.6 Special precautions for, osal and other handling

Docetaxel Teva Pharma XQ antineoplastic agent and, as with other potentially toxic compounds,
caution should be exetk@ when handling it and preparing Docetaxel solutions. The use of gloves is

recommended. (’J\

harma concentrate, premix solution or infusion solution should come into contact
mmediately and thoroughly with soap and water. If Docetaxel concentrate, premix
sion solution should come into contact with mucous membranes, wash immediately
ghly with water.

If Docetaxel

Preparation for the intravenous administration

a)  Preparation of the Docetaxel Teva Pharma premix solution (10 mg docetaxel/ml)

If the vials are stored under refrigeration, allow the required number of Docetaxel Teva Pharma boxes
to stand at room temperature (below 25°C) for 5 minutes.

Using a syringe fitted with a needle, aseptically withdraw the entire contents of the solvent for
Docetaxel Teva Pharma vial by partially inverting the vial.

Inject the entire contents of the syringe into the corresponding Docetaxel Teva Pharma vial.
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Remove the syringe and needle and mix manually by repeated inversions for at least 45 seconds. Do
not shake.

Allow the premix vial to stand for 5 minutes at room temperature (below 25°C) and then check that
the solution is homogenous and clear (foaming is normal even after 5 minutes due to the presence of
polysorbate 80 in the formulation).

The premix solution contains 10 mg/ml docetaxel and should be used immediately after preparation.
However the chemical and physical stability of the premix solution has been demonstrated for 8 hours
when stored either between 2°C and 8°C or at room temperature (below 25°C).

b)  Preparation of the infusion solution
More than one premix vial may be necessary to obtain the required dose for the patient. Baseé on the

required dose for the patient expressed in mg, aseptically withdraw the corresponding premi lume
containing 10 mg/ml docetaxel from the appropriate number of premix vials using grad yringes
fitted with a needle. For example, a dose of 140 mg docetaxel would require 14 ml dd el premix

solution.
O

Inject the required premix volume into a non-PVC 250 ml infusion bag conm@ either 5% glucose
solution or sodium chloride 9 mg/ml (0.9%) solution for infusion.

If a dose greater than 200 mg of docetaxel is required, use a larger V<u@of the infusion vehicle so
that a concentration of 0.74 mg/ml docetaxel is not exceeded. @

Mix the infusion bag or bottle manually using a rocking m :

The Docetaxel Teva Pharma infusion solution should lkﬁgd within 4 hours and should be aseptically
administered as a 1-hour infusion under room temp@ure (below 25°C) and normal lighting

conditions. Q

As with all parenteral products, Docetaxel fey®Pharma premix solution and infusion solution should
be visually inspected prior to use, sohzti@.containing a precipitate should be discarded.

Any unused medicinal product or @te material should be disposed of in accordance with local

requirements. Q<
AN
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva Pharma 80 mg concentrate and solvent for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each single dose vial of Docetaxel Teva Pharma concentrate contains 80 mg docetaxel (anhydrous).
Each ml of concentrate contains 27.73 mg docetaxel.

Excipients with known effect:
Each vial of concentrate contains 25.1% (w/w) anhydrous ethanol.

For the full list of excipients, see section 6.1. b
3.  PHARMACEUTICAL FORM (\@
Concentrate and solvent for solution for infusion. O

The concentrate is a clear viscous, yellow to brown-yellow solution.

The solvent is a colourless solution. &

4. CLINICAL PARTICULARS é

4.1 Therapeutic indications QQ
Breast cancer \O

Docetaxel Teva Pharma monotherapy is indicateQQQhe treatment of patients with locally advanced
or metastatic breast cancer after failure of cy{gtgx therapy. Previous chemotherapy should have
included an anthracycline or an alkylating @ 4

Non-small cell lung cancer b
Docetaxel Teva Pharma is indi &Qor the treatment of patients with locally advanced or metastatic
non-small cell lung cancer aﬂ'Qllure of prior chemotherapy.

Docetaxel Teva Pha ®ombination with cisplatin is indicated for the treatment of patients with
unresectable, local %nced or metastatic non-small cell lung cancer, in patients who have not
previously receix emotherapy for this condition.

Teva Pharma in combination with prednisone or prednisolone is indicated for the treatment
of patients with hormone refractory metastatic prostate cancer.
4.2 Posology and method of administration

The use of docetaxel should be confined to units specialised in the administration of cytotoxic
chemotherapy and it should only be administered under the supervision of a physician qualified in the
use of anticancer chemotherapy (see section 6.6).

Recommended dose

For breast and non-small cell lung cancer, premedication consisting of an oral corticosteroid, such as
dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to docetaxel
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administration, unless contraindicated, can be used (see section 4.4). Prophylactic G-CSF may be used
to mitigate the risk of haematological toxicities.

For prostate cancer, given the concurrent use of prednisone or prednisolone the recommended
premedication regimen is oral dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel
infusion (see section 4.4).

Docetaxel is administered as a one-hour infusion every three weeks.
Breast cancer
For the treatment of patients with locally advanced or metastatic breast cancer, the recommended dose

of docetaxel is 100 mg/m” in monotherapy.

Non-small cell lung cancer

In chemotherapy naive patients treated for non-small cell lung cancer, the recommended gimen
is docetaxel 75 mg/m” immediately followed by cisplatin 75 mg/m® over 30-60 minutes eatment
after failure of prior platinum-based chemotherapy, the recommended dose is 75 m a single

Prostate cancer \Qg
The recommended dose of docetaxel is 75 mg/m”. Prednisone or prednisok@ mg orally twice daily
is administered continuously (see section 5.1). @

Dose adjustments during treatment é

General Q

Docetaxel should be administered when the neutrophil (@ 1s >1,500 cells/mm’.

In patients who experienced either febrile neutropenia, ndutrophil count <500 cells/mm’ for more than
one week, severe or cumulative cutaneous reactions\o)severe peripheral neuropathy during docetaxel
therapy, the dose of docetaxel should be reducedrdm 100 mg/m” to 75 mg/m? and/or from

75 to 60 mg/m?. If the patient continues to ek@ience these reactions at 60 mg/m?, the treatment
should be discontinued. o

In combination with cisplatin b

For patients who are dosed initia @docetaxel 75 mg/m’ in combination with cisplatin and whose
nadir of platelet count during evious course of therapy is < 25,000 cells/mm”, or in patients who
experience febrile neutro niﬁr in patients with serious non-haematologic toxicities, the docetaxel
dose in subsequent cyclq%@uld be reduced to 65 mg/m’. For cisplatin dose adjustments, see the
corresponding sum;n@ product characeteristics.

. 3 \
Special popula&é/

Patients with' hepatic impairment

Based armacokinetic data with docetaxel at 100 mg/m? as single agent, patients who have both
elevations of transaminase (ALT and/or AST) greater than 1.5 times the upper limit of the normal
range (ULN) and alkaline phosphatase greater than 2.5 times the ULN, the recommended dose of
docetaxel is 75 mg/m’ (see sections 4.4 and 5.2). For those patients with serum bilirubin >ULN and/or
ALT and AST >3.5 times the ULN associated with alkaline phosphatase >6 times the ULN, no
dose-reduction can be recommended and docetaxel should not be used unless strictly indicated.

Paediatric population

The safety and efficacy of Docetaxel Teva Pharma in nasopharyngeal carcinoma in children aged
1 month to less than 18 years have not yet been established.

There is no relevant use of Docetaxel Teva Pharma in the paediatric population in the indications
breast cancer, non-small cell lung cancer and prostate cancer.

Older people
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Based on a population pharmacokinetic analysis, there are no special instructions for use in older
people.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Docetaxel must not be used in patients with baseline neutrophil count of <1,500 cells/mm’.

Docetaxel must not be used in patients with severe liver impairment since there is no data available
(see sections 4.2 and 4.4).

Contraindications for other medicinal products also apply, when combined with docetaxel.

4.4 Special warnings and precautions for use b

For breast and non-small cell lung cancers, premedication consisting of an oral corticost€rord, such as
dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to doc

administration, unless contraindicated, can reduce the incidence and severity of HQ tention as well
as the severity of hypersensitivity reactions. For prostate cancer, the premedi oral
dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel in (see section 4.2).
Haematology %

Neutropenia is the most frequent adverse reaction of docetaxel.
of 7 days but this interval may be shorter in heavily pre-treate ients. Frequent monitoring of
complete blood counts should be conducted on all patients rec@iving docetaxel. Patients should be
retreated with docetaxel when neutrophils recover to aK@El,SOO cells/mm’ (see section 4.2).

ophil nadirs occurred at a median

In the case of severe neutropenia (<500 cells/mm’ even days or more) during a course of
docetaxel therapy, a reduction in dose for subsedquertt courses of therapy or the use of appropriate
symptomatic measures are recommended (séchtion 4.2).

In patients treated with docetaxel in ¢ ifation with cisplatin and 5-fluorouracil (TCF), febrile
neutropenia and neutropenic infecti urred at lower rates when patients received prophylactic
G-CSF. Patients treated with TC 1d receive prophylactic G-CSF to mitigate the risk of
complicated neutropenia (febri utropenia, prolonged neutropenia or neutropenic infection).
Patients receiving TCF shwld closely monitored, (see sections 4.2 and 4.8).

In patients treated wi etaxel in combination with doxorubicin and cyclophosphamide (TAC),
febrile neutropeni or neutropenic infection occurred at lower rates when patients received
primary G-CS pghylaxis. Primary G-CSF prophylaxis should be considered in patients who receive
adjuvant ther. ith TAC for breast cancer to mitigate the risk of complicated neutropenia (febrile
neutropeni olonged neutropenia or neutropenic infection). Patients receiving TAC should be
closel@itored (see sections 4.2 and 4.8).

Hypersensitivity reactions

Patients should be observed closely for hypersensitivity reactions especially during the first and
second infusions. Hypersensitivity reactions may occur within a few minutes following the initiation
of the infusion of docetaxel, thus facilities for the treatment of hypotension and bronchospasm should
be available. If hypersensitivity reactions occur, minor symptoms such as flushing or localised
cutaneous reactions do not require interruption of therapy. However, severe reactions, such as severe
hypotension, bronchospasm or generalised rash/erythema require immediate discontinuation of
docetaxel and appropriate therapy. Patients who have developed severe hypersensitivity reactions
should not be re-challenged with docetaxel.

Cutaneous reactions
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Localised skin erythema of the extremities (palms of the hands and soles of the feet) with oedema
followed by desquamation has been observed. Severe symptoms such as eruptions followed by
desquamation which lead to interruption or discontinuation of docetaxel treatment were reported (see
section 4.2).

Fluid retention

Patients with severe fluid retention such as pleural effusion, pericardial effusion and ascites should be
monitored closely.

Respiratory disorders

Acute respiratory distress syndrome, interstitial pneumonia/pneumonitis, interstitital lung dis@e,
pulmonary fibrosis and respiratory failure have been reported and may be associated with
outcome. Cases of radiation pneumonitis have been reported in patients receiving conc nt

radiotherapy. Q

If new or worsening pulmonary symptoms develop, patients should be closely m d, promptly
investigated, and appropriately treated. Interruption of docetaxel therapy is r ended until

diagnosis is available. Early use of supportive care measures may help imp. K@, he condition. The
benefit of resuming docetaxel treatment must be carefully evaluated. é

Patients with liver impairment (

In patients treated with docetaxel at 100 mg/m’ as single agent% have serum transaminase levels

(ALT and/or AST) greater than 1.5 times the ULN concurreéit With serum alkaline phosphatase levels
greater than 2.5 times the ULN, there is a higher risk &@loping severe adverse reactions such as

toxic deaths including sepsis and gastrointestinal hagmorthage which can be fatal, febrile neutropenia,
infections, thrombocytopenia, stomatitis and asth herefore, the recommended dose of docetaxel
in those patients with elevated liver function tes Ts) is 75 mg/m” and LFTs should be measured at
baseline and before each cycle (see section
For patients with serum bilirubin levels >
with serum alkaline phosphatase leve

and/or ALT and AST >3.5 times the ULN concurrent
imes the ULN, no dose-reduction can be recommended

and docetaxel should not be used u trictly indicated.
In combination with cisplatin an orouracil for the treatment of patients with gastric
adenocarcinoma, the pivotal iCal study excluded patients with ALT and/or AST > 1.5 x ULN

associated with alkaline ph{lp tase > 2.5 x ULN, and bilirubin> 1 x UNL; for these patients, no
dose-reductions can be u@ mended and docetaxel should not be used unless strictly indicated. No
data are available in @e s with hepatic impairment treated by docetaxel in combination in the other

indications. (_/\

*

Patients wit \im airment

There @ data available in patients with severely impaired renal function treated with docetaxel.

Nervous system

The development of severe peripheral neurotoxicity requires a reduction of dose (see section 4.2).

Cardiac toxicity

Heart failure has been observed in patients receiving docetaxel in combination with trastuzumab,
particularly following anthracycline (doxorubicin or epirubicin)-containing chemotherapy. This may
be moderate to severe and has been associated with death (see section 4.8).

When patients are candidates for treatment with docetaxel in combination with trastuzumab, they
should undergo baseline cardiac assessment. Cardiac function should be further monitored during
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treatment (e.g. every three months) to help identify patients who may develop cardiac dysfunction. For
more details see Summary of Product Characteristics of trastuzumab.

Eye disorders

Cystoid macular oedema (CMO) has been reported in patients treated with docetaxel. Patients with
impaired vision should undergo a prompt and complete ophthalmologic examiniation. In case CMO is
diagnosed, docetaxel treatment should be discontinued and appropriate treatement initiated (see
section 4.8).

Others

Contraceptive measures must be taken by both men and women during treatment and for men at least
6 months after cessation of therapy (see section 4.6).

Additional cautions for use in adjuvant treatment of breast cancer 6®

*

Complicated neutropenia
For patients who experience complicated neutropenia (prolonged neutropenia, feb&oeutropenia or
infection), G-CSF and dose reduction should be considered (see section 4.2). Q

Gastrointestinal reactions &

Symptoms such as early abdominal pain and tenderness, fever, diarrhoa@vl h or without neutropenia,
may be early manifestations of serious gastrointestinal toxicity and should be evaluated and treated
promptly.

<
Congestive heart failure (CHF) 9@
Patients should be monitored for symptoms of conges 'V@ failure during therapy and during the
follow up period. In patients treated with the TAC regimen for node positive breast cancer, the risk of
CHEF has been shown to be higher during the first y@after treatment (see sections 4.8 and 5.1).

Leukaemia
In the docetaxel, doxorubicin and cyclophc@ mide (TAC) treated patients, the risk of delayed
myelodysplasia or myeloid 1eukaemi6 ires haematological follow-up.

Patients with 4+ nodes

As the benefit observed in pati ﬁmth 4+ nodes was not statistically significant on disease-free
survival (DFS) and overall surwizal (OS), the positive benefit/risk ratio for TAC in patients with 4+
nodes was not fully dem %ﬁated at the final analysis (see section 5.1).

Older people '\Q
There are limite Qm available in patients > 70 years of age on docetaxel use in combination with
doxorubicin alé clophosphamide.

of the@atients treated with docetaxel every three weeks in a prostate cancer study, 209 patients
were 65 ‘years of age or greater and 68 patients were older than 75 years. In patients treated with
docetaxel every three weeks, the incidence of related nail changes occurred at a rate > 10% higher in
patients who were 65 years of age or greater compared to younger patients. The incidence of related
fever, diarrhoea, anorexia, and peripheral oedema occurred at rates > 10% higher in patients who were
75 years of age or greater versus less than 65 years.

Among the 300 (221 patients in the phase III part of the study and 79 patients in the phase II part)
patients treated with docetaxel in combination with cisplatin and 5-fluorouracil in the gastric cancer
study, 74 were 65 years of age or older and 4 patients were 75 years of age or older. The incidence of
serious adverse events was higher in older people compared to younger patients.

The incidence of the following adverse events (all grades): lethargy, stomatitis, neutropenic infection
occurred at rates > 10% higher in patients who were 65 years of age or older compared to younger
patients.
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Older people treated with TCF should be closely monitored.

4.5 Interaction with other medicinal products and other forms of interaction

In vitro studies have shown that the metabolism of docetaxel may be modified by the concomitant
administration of compounds which induce, inhibit or are metabolised by (and thus may inhibit the
enzyme competitively) cytochrome P450-3A such as cyclosporine, terfenadine, ketoconazole,
erythromycin and troleandomycin. As a result, caution should be exercised when treating patients with
these medicinal products as concomitant therapy since there is a potential for a significant interaction.

Docetaxel is highly protein bound (>95%). Although the possible in vivo interaction of docetaxel with
concomitantly administered medicinal products has not been investigated formally, in vitro
interactions with tightly protein-bound drugs such as erythromycin, diphenhydramine, propranolol,
propafenone, phenytoin, salicylate, sulfamethoxazole and sodium valproate did not affect protein
binding of docetaxel. In addition, dexamethasone did not affect protein binding of docetaxel%
Docetaxel did not influence the binding of digitoxin.

The pharmacokinetics of docetaxel, doxorubicin and cyclophosphamide were not &\ced by their
coadministration. Limited data from a single uncontrolled study were suggesti interaction
between docetaxel and carboplatin. When combined to docetaxel, the cleara %‘ carboplatin was
about 50% higher than values previously reported for carboplatin monoth@-'

prostate cancer. Docetaxel is metabolised by CYP3A4 and predni is known to induce CYP3A4.

Docetaxel pharmacokinetics in the presence of prednisone was studi; @aﬁents with metastatic
No statistically significant effect of prednisone on the pharmac@ ics of docetaxel was observed.

Clincal cases consistent with an increase in docetaxel toxjeitwwere reported when it was combined
with ritonavir. The mechanism behind this interaction 1 YP3A4 inhibition, the main isoenzyme
involved in docetaxel metabolism by ritonavir. Basgdyon extrapolation from a pharmacokinetic study

with ketoconazole in 7 patients, consider a 50% Q xel dose reduction if patients require co-
administration of a strong CYP3A4 inhibito azole antifungals, ritonavir and some macrolides
(clarithromycin, telithromycin). ()

4.6 Fertility, pregnancy and lact

There is no information g Qe of docetaxel in pregnant women. Docetaxel has been shown to be
both embryotoxic and @(oxw in rabbits and rats, and to reduce fertility in rats. As with other
cytotoxic medicinat cts, docetaxel may cause foetal harm when administered to pregnant
women. Therefe (}etaxel must not be used during pregnancy unless clearly indicated.

Pregnancy

Women of earing age receiving docetaxel should be advised to avoid becoming pregnant, and to
info ting physician immediately should this occur.

Breast-feeding
Docetaxel is a lipophilic substance but it is not known whether it is excreted in human milk.
Consequently, because of the potential for adverse reactions in nursing infants, breast feeding must be

discontinued for the duration of docetaxel therapy.

Contraception in males and females

An effective method of contraception should be used during treatment.

Fertility
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In non clinical studies, docetaxel has genotoxic effects and may alter male fertility (see section 5.3).
Therefore, men being treated with docetaxel are advised not to father a child during and up to
6 months after treatment and to seek advice on conservation of sperm prior to treatment.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

Summary of the safety profile for all indications

The adverse reactions considered to be possibly or probably related to the administration of docetaxel

have been obtained in:

. 1312 and 121 patients who received 100 mg/m? and 75 mg/m? of docetaxel as a sin% nt
respectively. . @

258 patients who received docetaxel in combination with doxorubicin. (\

406 patients who received docetaxel in combination with cisplatin.

92 patients treated with docetaxel in combination with trastuzumab.

255 patients who received docetaxel in combination with capecitabin &

332 patients who received docetaxel in combination with prednisp@gprednisolone (clinically

important treatment related adverse events are presented).

o 1276 patients (744 and 532 in TAX 316 and GEICAM 980 ectively) who received

docetaxel in combination with doxorubicin and cycloph ide (clinically important
treatment related adverse events are presented).

o 300 gastric adenocarcinoma patients (221 patients i phase III part of the study and
79 patients in the phase II part) who received doc 1 in combination with cisplatin and

S-fluorouracil (clinically important treatment&ted adverse events are presented).
o 174 and 251 head and neck cancer patlent received docetaxel in combination with cisplatin
and 5-fluorouracil (clinically 1mp0rta ent related adverse events are presented).

These reactions were described using M@Common Toxicity Criteria (grade 3 = G3;
grade 3-4 = G3/4; grade 4 = G4) and é TART and the MedRA terms. Frequencies are defined
as: very common (>1/10), commq 100 to < 1/10); uncommon (>1/1,000 to < 1/100); rare

(=>1/10,000 to < 1/1,000); very 1/ 10,000); not known (cannot be estimated from the available
data).

Within each frequenc&@ping, undesirable effects are presented in order of decreasing seriousness.
*

The most comm eported adverse reactions of docetaxel alone are: neutropenia (which was
reversible an %N:umulative; the median day to nadir was 7 days and the median duration of severe
neutropeni 0 cells/mm3) was 7 days), anaemia, alopecia, nausea, vomiting, stomatitis, diarrhoea
and as@&g he severity of adverse events of docetaxel may be increased when docetaxel is given in
combination with other chemotherapeutic agents.

For combination with trastuzumab, adverse events (all grades) reported in > 10% are displayed. There
was an increased incidence of SAEs (40% vs. 31%) and Grade 4 AEs (34% vs. 23%) in the
trastuzumab combination arm compared to docetaxel monotherapy.

For combination with capecitabine, the most frequent treatment-related undesirable effects (= 5%)
reported in a phase III study in breast cancer patients failing anthracycline treatment are presented (see

capecitabine summary of product characteristics).

The following adverse reactions are frequently observed with docetaxel:
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Immune system disorders

Hypersensitivity reactions have generally occurred within a few minutes following the start of the
infusion of docetaxel and were usually mild to moderate. The most frequently reported symptoms
were flushing, rash with or without pruritus, chest tightness, back pain, dyspnoea and fever or chills.
Severe reactions were characterised by hypotension and/or bronchospasm or generalized
rash/erythema (see section 4.4).

Nervous system disorders

The development of severe peripheral neurotoxicity requires a reduction of dose (see sections 4.2
and 4.4). Mild to moderate neuro-sensory signs are characterised by paresthesia, dysesthesia or pain
including burning. Neuro-motor events are mainly characterised by weakness.

Skin and subcutaneous tissue disorders

moderate. Reactions were characterised by a rash including localised eruptions m

‘@Eocetaxel infusion.

which rarely lead to

*
Reversible cutaneous reactions have been observed and were generally considerec@ﬂ% to

hands (including severe hand and foot syndrome), but also on the arms, face
associated with pruritus. Eruptions generally occurred within one week a

interruption or discontinuation of docetaxel treatment were reported (se
nail disorders are characterised by hypo- or hyperpigmentation and Qmetimes pain and onycholysis.

Less frequently, severe symptoms such as eruptions followed by desqua&@

General disorders and administration site conditions

Infusion site reactions were generally mild and consist

pericardial effusion, ascites and weight gain. Th
extremities and may become generalised w%weight gain of 3 kg or more. Fluid retention is

cumulative in incidence and severity (seeé ion 4.4).

&
O

fte

e

on the feet and
x, and frequently

tions 4.2 and 4.4). Severe

yper pigmentation, inflammation,
redness or dryness of the skin, phlebitis or extravasationstand swelling of the vein.
Fluid retention includes events such as peripheral

a and less frequently pleural effusion,

ipheral oedema usually starts at the lower

st cancer for Docetaxel 100 mg/m? single agent

Tabulated list of adverse reactions ﬁ

MedDRA system
organ classes

Ve ommon adverse
reactions

Common adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

A\
i\o

N\

fections (G3/4: 5.7%;
ncluding sepsis and
pneumonia, fatal in
1.7%)

Infection associated
with G4 neutropenia
(G3/4: 4.6%)

Blood and 1 tic

system s

Neutropenia

(G4: 76.4%);

Anaemia (G3/4: 8.9%);
Febrile neutropenia

Thrombocytopenia
(G4: 0.2%)

Immune system Hypersensitivity (G3/4:
disorders 5.3%)
Metabolism and Anorexia

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 4.1%);
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MedDRA system

Very common adverse

Common adverse

Uncommon adverse

organ classes reactions reactions reactions
Peripheral motor
neuropathy (G3/4: 4%);
Dysgeusia
(severe 0.07%)
Cardiac disorders Arrhythmia Cardiac failure
(G3/4: 0.7%)
Vascular disorders Hypotension;
Hypertension
Haemorrhage
Respiratory, thoracic Dyspnoea (severe 2.7%)
and mediastinal
disorders
Gastrointestinal Stomatitis (G3/4: 5.3%); | Constipation Oesophag(is,™
disorders Diarrhoea (G3/4: 4%); (severe 0.2%); (seve«r& ¥%)
Nausea (G3/4: 4%); Abdominal pain
Vomiting (G3/4: 3%) (severe 1%); O
Gastrointestinal \Q
Haemorrhage Q o
(severe 0.3%)

Skin and subcutaneous
tissue disorders

Alopecia;

Skin reaction
(G3/4: 5.9%);
Nail disorders
(severe 2.6%)

<
4
N\

Musculoskeletal,
connective tissue
disorders

Myalgia (severe 1.4%)

O

N
Walgia

General disorders and
administration site
conditions

Fluid retention N

(severe: 6.5%); é

Asthenia

(severe 1 1@
Pain M\

Infusion site reaction;
Non-cardiac chest
pain (severe 0.4%)

Investigations

Q\J
3

G3/4 Blood bilirubin
increased (< 5%);
G3/4 Blood alkaline
phosphatase increased
(< 4%);

G3/4 AST increased
(<3%);

G3/4 ALT increased
(<2%)

Description of selected adverse reactions in breast cancer for Docetaxel 100 mg/m” single agent

Blood and lymphatic system disorders
Rare: bleeding episodes associated with grade 3/4 thrombocytopenia.

Nervous system disorders

Reversibility data are available among 35.3% of patients who developed neurotoxicity following
docetaxel treatment at 100 mg/m? as single agent. The events were spontaneously reversible within

3 months.

Skin and subcutaneous tissue disorders
Very rare: one case of alopecia non-reversible at the end of the study. 73% of the cutaneous reactions
were reversible within 21 days.
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General disorders and administration site conditions
The median cumulative dose to treatment discontinuation was more than 1,000 mg/m* and the median
time to fluid retention reversibility was 16.4 weeks (range 0 to 42 weeks). The onset of moderate and

severe retention is delayed (median cumulative dose: 818.9 mg/m?) in patients with premedication
compared with patients without premedication (median cumulative dose: 489.7 mg/m”); however, it
has been reported in some patients during the early courses of therapy.

Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m? single agent

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Infections (G3/4: 5%)

Blood and lymphatic system
disorders

Neutropenia (G4: 54.2%);
Anaemia (G3/4: 10.8%);
Thrombocytopenia (G4: 1.7%)

Febrile neutropenia b

Z.

Immune system disorders

Metabolism and nutrition
disorders

Anorexia

Hypersensitivitmsevere)

O

Nervous system disorders Peripheral sensory neuropathy | Perip !(g\notor neuropathy
(G3/4: 0.8%) (G3/4 %

Cardiac disorders A@‘Emla (no severe)

Vascular disorders  Hypotension

Gastrointestinal disorders Nausea (G3/4: 3.3%); , Constipation

Stomatitis (G3/4: 1.7%);
Vomiting (G3/4: 0.8%);
Diarrhoea (G3/4: 1 {"

%
O

Skin and subcutaneous tissue
disorders

Alopecia;
Skin reaction (‘Q@ 0.8%)

Nail disorders (severe 0.8%)

Musculoskeletal and connective
tissue disorders

X

Myalgia

General disorders and
administration site conditions

Asthenja(severe 12.4%);
Fl\@éntlon (severe 0.8%);
Pal

Investigations

U
o

G3/4 Blood bilirubin increased

(<2%)

X

Tabulated list of advers@tions in breast cancer for Docetaxel 75 mg/m? in combination with

doxorubicin *
&
MedDRA sys&v Very common Common adverse Uncommon adverse
| organ classes' adverse reactions reactions reactions

Infectio@&y Infection (G3/4: 7.8%)
infestatighs
Blood and lymphatic Neutropenia
system disorders (G4: 91.7%);

Anaemia (G3/4: 9.4%);

Febrile neutropenia;

Thrombocytopenia

(G4: 0.8%)
Immune system Hypersensitivity
disorders (G3/4: 1.2%)
Metabolism and Anorexia
nutrition disorders
Nervous system Peripheral sensory Peripheral motor
disorders neuropathy (G3: 0.4%) | neuropathy

(G3/4: 0.4%)
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Cardiac disorders

Cardiac failure;
Arrhythmia (no severe)

Vascular disorders

Hypotension

Gastrointestinal
disorders

Nausea (G3/4: 5%);
Stomatitis

(G3/4: 7.8%);
Diarrhoea

(G3/4: 6.2%);
Vomiting (G3/4: 5%);

Constipation
Skin and subcutaneous | Alopecia;
tissue disorders Nail disorders

(severe 0.4%);

Skin reaction (no
severe)

0O

r'y

Musculoskeletal and
connective tissue
disorders

Myalgia

.\@V
(@)

General disorders and
administration site

Asthenia
(severe 8.1%);

Infusion site reaction

S

conditions Fluid retention o
(severe 1.2%); %
Pain Q
<&
Investigations G3/4B &?imbin G3/4 AST increased
incre < 2.5%); (< 1%);
G ood alkaline G3/4 ALT increased
osphatase increased | (< 1%
Q“ 2.5%)

Tabulated list of adverse reactions in breas‘vessgger for Docetaxel 75 mg/m? in combination with

cisplatin \ Y
s A
MedDRA system Very com dverse Common adverse Uncommon adverse
| organ classes reactio reactions reactions
Infections and Infec@(t}3/4: 5.7%)
infestations \
Blood and lymphatic ?openia Febrile neutropenia
system disorders * <\ 4: 51.5%);
. (} Anaemia (G3/4: 6.9%);

6\ Thrombocytopenia

\ (G4: 0.5%)
Immu&n Hypersensitivity
disorde (G3/4: 2.5%)
Metabolism and Anorexia

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 3.7%);
Peripheral motor
neuropathy (G3/4: 2%)

Cardiac disorders Arrhythmia Cardiac failure
(G3/4: 0.7%)

Vascular disorders Hypotension
(G3/4: 0.7%)

Gastrointestinal Nausea (G3/4: 9.6%); Constipation

disorders Vomiting (G3/4: 7.6%);
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Diarrhoea (G3/4: 6.4%);

Stomatitis (G3/4: 2%)

Skin and
subcutaneous tissue
disorders

Alopecia;
Nail disorders
(severe 0.7%);
Skin reaction
(G3/4: 0.2%)

Musculoskeletal and
connective tissue
disorders

Myalgia (severe: 0.5%)

General disorders

Asthenia (severe 9.9%);

Infusion site reaction;

and administration Fluid retention Pain
site conditions (severe 0.7%);
Fever (G3/4: 1.2%) A\
Investigations G3/4 Blood bilirubin G3/4 AST i sed
increased (2.1%); (0.5%);
G3/4 ALT increased G3/4 gbo alkaline
(1.3%) tase increased

Tabulated list of adverse reactions in breast cancer for Docetaxel 100

s

trastuzumab

AL

W combination with

MedDRA system organ classes

Very common adverse r&%‘ns

Common adverse
reactions

Blood and lymphatic system
disorders

Neutropenia (G3/4: )y o
Febrile neutropen cludes
neutropenia asseciated with fever

and antibiot\ ) or neutropenic
sepsis

Metabolism and nutrition
disorders

Anortj

Psychiatric disorders

B\Mma

Nervous system disorders

(‘(

iﬂ(esthesia; Headache; Dysgeusia;

ypoaesthesia

Eye disorders Q Lacrimation increased;

‘\ Conjunctivitis
Cardiac disorders ’Ov Cardiac failure
Vascular disorders \\\ Lymphoedema

Respiratory, t (g}md
medlastmal di

Epistaxis; Pharyngolaryngeal pain;
Nasopharyngitis ; Dyspnoea;
Cough; Rhinorrhoea

Gastr[@u‘ﬁl disorders

Nausea; Diarrhoea; Vomiting;
Constipation; Stomatitis;
Dyspepsia; Abdominal pain

Skin and subcutaneous tissue
disorders

Alopecia; Erythema; Rash; Nail
disorders

Musculoskeletal and connective
tissue disorders

Mpyalgia; Arthralgia; Pain in
extremity; Bone pain; Back pain

General disorders and
administration site conditions

Asthenia; Oedema peripheral;
Pyrexia; Fatigue; Mucosal
inflammation; Pain; Influenza like
illness; Chest pain; Chills

Lethargy

Investigations

Weight increased
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Description of selected adverse reactions in breast cancer for Docetaxel 100 mg/m” in combination

with trastuzumab

Cardiac disorders

Symptomatic cardiac failure was reported in 2.2% of the patients who received docetaxel plus
trastuzumab compared to 0% of patients given docetaxel alone. In the docetaxel plus trastuzumab arm,
64% had received a prior anthracycline as adjuvant therapy compared with 55% in the docetaxel arm

alone.

Blood and lymphatic system disorders
Very common: Haematological toxicity was increased in patients receiving trastuzumab and
docetaxel, compared with docetaxel alone (32% grade 3/4 neutropenia versus 22%, using NCI-CTC
criteria). Note that this is likely to be an underestimate since docetaxel alone at a dose of 100 mg/m” is
known to result in neutropenia in 97% of patients, 76% grade 4, based on nadir blood counts #khe
incidence of febrile neutropenia/neutropenic sepsis was also increased in patients treated wi
Herceptin plus docetaxel (23% versus 17% for patients treated with docetaxel alone) ,\@

Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m?

capecitabine

inc
O\

MedDRA system organ
classes

Very common adverse
reactions

or@gtion with
N\

Co@adverse reactions
o)

Infections and infestations

(Oral candidiasis (G3/4: < 1%)

Blood and lymphatic system

Neutropenia (G3/4: 63%);

é
o)

4

. . 0 ] . 0,
disorders Anaemia (G3/4: 10%) Thrombocytopenia (G3/4: 3%)
Metabolism and nutrition Anorexia (G3/4: 19 0 ) . mo
disorders Decreased appeti /a\ Dehydration (G3/4:2%)

. ., Dizziness;
Nervous system disorders I?aise:%f}?es? ( G 4.<<11/0°/)3 Headache (G3/4: <1%);

,&, ) ’ Neuropathy peripheral

Eye disorders

Lacrimatieh increased

Respiratory, thoracic and

P

P —
P golaryngeal pain
(Gp/a: 2%)

Dyspnoea (G3/4: 1%);
Cough (G3/4: <1%);
Epistaxis (G3/4: <1%)

mediastinal disorders

Stomatitis (G3/4: 18%);
Diarrhoea (G3/4: 14%);
Nausea (G3/4: 6%);

Gastrointestinal di&\l@@ Vomiting (G3/4: 4%); gbd(r)nn;iln&lll pain upper;
. (J Constipation (G3/4: 1%); y
N Abdominal pain (G3/4: 2%);
Pl Dyspepsia
SU Hand-foot syndrome Dermatitis;
Skin and“subcutaneous tissue (G3/4: 24%), Rash erythematous

disorders

Alopecia (G3/4: 6%);
Nail disorders (G3/4: 2%)

(G3/4: <1%);
Nail discolouration;
Onycholysis (G3/4: 1%)

Musculoskeletal and connective
tissue disorders

Myalgia (G3/4: 2%);
Arthralgia (G3/4: 1%)

Pain in extremity (G3/4: <1%);
Back pain (G3/4: 1%)

Asthenia (G3/4: 3%);

General disorders and Pyrexia (G3/4: 1%); Lethargy;
administration site conditions Fatigue/ weakness (G3/4: 5%); | Pain
Oedema peripheral (G3/4: 1%)
Weight decreased;

Investigations

G3/4 Blood bilirubin increased

(9%)
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Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m? in combination with

prednisone or prednisolone

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Infection (G3/4: 3.3%)

Blood and lymphatic system
disorders

Neutropenia (G3/4: 32%);
Anaemia (G3/4: 4.9%)

Thrombocytopenia
(G3/4: 0.6%);
Febrile neutropenia

Immune system disorders

Hypersensivity (G3/4: 0.6%)

Metabolism and nutrition
disorders

Anorexia (G3/4: 0.6%)

Nervous system disorders

Peripheral sensory neuropathy
(G3/4: 1.2%);
Dysgeusia (G3/4: 0%)

Peripheral motor neuroéﬁhy
(G3/4: 0%)

Eye disorders

Lacrimation mQ&sed (G
3/4; 0.6%)

Cardiac disorders

Cardi { entrlcular function
decreagenG3/4: 0.3%)

Respiratory, thoracic and
mediastinal disorders

i s (G3/4: 0%);
noea (G3/4: 0.6%);

E
D
,,‘(pough (G3/4: 0%)

Gastrointestinal disorders

Nausea (G3/4: 2.4%);
Diarrhoea (G3/4: 1.2%);
Stomatitis/PharyngitisO
(G3/4: 0.9%);

Vomiting (G3/4 N%

O

p

Skin and subcutaneous tissue
disorders

Alopecia;

Nail dlso% 0 severe)

Exfoliative rash (G3/4: 0.3%)

Musculoskeletal and connective
tissue disorders

0

Arthralgia (G3/4: 0.3%);
Myalgia (G3/4: 0.3%)

General disorders and
administration site conditions

@}@e (G3/4: 3.9%);

uid retention (severe 0.6%)

Tabulated list of adverse Jéxv;k)%s in breast cancer for adjuvant therapy with Docetaxel 75 mg/m? in

combination with dox

in and cyclophosphamide in patients with node-positive (TAX 316) and

node-negative (GET

9805) breast cancer - pooled data

MedDRA sy - Very common Common adverse Uncommon adverse
organ cl s@ adverse reactions reactions reactions
Infections and Infection
infestations (G3/4: 2.4%);
Neutropenic infection
(G3/4: 2.6%)
Blood and lymphatic Anaemia (G3/4: 3%);
system disorders Neutropenia
(G3/4: 59.2%);
Thrombocytopenia
(G3/4: 1.6%);
Febrile neutropenia
(G3/4: NA)
Immune system Hypersensitivity
disorders (G3/4: 0.6%)
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MedDRA system
organ classes

Very common
adverse reactions

Common adverse
reactions

Uncommon adverse
reactions

Metabolism and
nutrition disorders

Anorexia (G3/4: 1.5%)

Nervous system Dysgeusia Peripheral motor Syncope (G3/4: 0%);

disorders (G3/4: 0.6%); neuropathy Neurotoxicity(G3/4: 0%);
Peripheral sensory (G3/4: 0%) Somnolence (G3/4: 0%)
neuropathy
(G3/4: <0.1%)

Eye disorders Conjunctivitis Lacrimation increased

(G3/4: <0.1%)

(G3/4: <0.1%)

PaN

Cardiac disorders

Arrhythmia
(G3/4: 0.2%)

@V
N

Vascular disorders

Hot flush (G3/4: 0.5%)

Hypotension
(G3/4: 0%);
Phlebitis (G3/4: 0%) 4

AN

D

Lym@?dema

1 0%)

Respiratory, thoracic
and mediastinal
disorders

Cough (G3/4: O‘V{ O

A
Gastrointestinal Nausea (G3/4: 5.0%); | Abdominal'pain
disorders Stomatitis %)

(G3/4: 6.0%);
Vomiting
(G3/4: 4.2%);
Diarrhoea
(G3/4: 3.4%);
Constipation
(G3/4: 0.5%N

&

o

(G3/\4(5
O

Skin and subcutaneous
tissue disorders

1

Q

Alopeci
(G3/4:£0%%);
Ski order

3/42).6%);
1l disorders
MG3/4:0.4%)

A d

*

«
Musculoskeletal ahd
connective tis
disorders >

Myalgia (G3/4: 0.7%);
Arthralgia
(G3/4: 0.2%)

ReprodubtieSystem | Amenorrhoea
and bre isorders (G3/4: NA)
General disorders and | Asthenia

administration site

(G3/4: 10.0%);

conditions Pyrexia (G3/4: NA);
Oedema peripheral
(G3/4: 0.2%)
Investigations Weight increased
(G3/4: 0%);
Weight decreased

(G3/4: 0.2%)
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Description of selected adverse reactions for adjuvant therapy with Docetaxel 75 mg/m? in
combination with doxorubicin and cyclophosphamide in patients with node-positive (TAX 316) and
node-negative (GEICAM 9805) breast cancer

Nervous system disorders

Peripheral sensory neuropathy was observed to be ongoing during follow-up in 10 patients out of the
84 patients with peripheral sensory neuropathy at the end of the chemotherapy in the node positive
breast cancer study (TAX316).

Cardiac disorders

In study TAX316, 26 patients (3.5%) in the TAC arm and 17 patients (2.3%) in the FAC arm
experienced congestive heart failure. All except one patient in each arm were diagnosed with CHF
more than 30 days after the treatment period. Two patients in the TAC arm and 4 patients in the FAC
arm died because of cardiac failure.

Skin and subcutaneous tissue disorders . @
In study TAX316, alopecia persisting into the follow-up period after the end of che%ﬁ&py was
reported in 687 TAC patients and 645 FAC patients.

At the end of the follow-up period, alopecia was observed to be ongoing in Z@atients (4.2%)
and 16 FAC patients (2.4%). &

Reproductive system and breast disorders

Amenorrhoea was observed to be ongoing during follow-up in 121 patients out of the 202 patients
with amenorrhoea at the end of the chemotherapy in study TA)& .

General disorders and administration site conditions

In study TAX316, peripheral oedema was observed to X@going in 19 patients out of the 119 patients
with peripheral oedema in the TAC arm and 4 patients out of the 23 patients with peripheral oedema in
the FAC arm. 6

In study GEICAM 9805, lymphoedema was obs&gved to be ongoing in 4 of the 5 patients with
lymphoedema at the end of the chemothera&z{i

Acute leukaemia / Myelodysplastic s e.

After 10 years of follow up in stud 316, acute leukaemia was reported in 4 of 744 TAC patients
and in 1 of 736 FAC patients. 1\( ysplastic syndrome was reported in 2 of 744 TAC patients and
in 1 of 736 FAC patients.

At a median follow-up timg o months, acute leukaemia occurred in 1 of 532 (0.2%) patients who
received docetaxel, dox l..’%cin, and cyclophosphamide in the GEICAM 9805 study. No cases were
reported in patients‘@@eived fluorouracil, doxorubicin and cyclophosphamide. No patient was
diagnosed with ’mtl splastic syndrome in either treatment groups.

Neutropenic \ications

Table b ows that the incidence of Grade 4 neutropenia, febrile neutropenia and neutropenic
infecti%ﬁs decreased in patients who received primary G-CSF prophylaxis after it was made
mandatory in the TAC arm - GEICAM study.

Neutropenic complications in patients receiving TAC with or without primary G-CSF prophylaxis

(GEICAM 9805)
Without primary With primary
G-CSF prophylaxis G-CSF prophylaxis
(m=111) (n=421)
n (%) n (%)
Neutropenia (Grade 4) 104 (93.7) 135 (32.1)
Febrile neutropenia 28 (25.2) 23 (5.5)
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Neutropenic infection

14 (12.6)

21 (5.0)

Neutropenic infection
(Grade 3-4)

2(1.8)

5(1.2)

Tabulated list of adverse reactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/m? in

combination with cisplatin and 5-fluorouracil

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

E

Infections and infestations

Neutropenic infection;
Infection (G3/4: 11.7%)

O

Blood and lymphatic system
disorders

Anaemia (G3/4: 20.9%);
Neutropenia (G3/4: 83.2%);
Thrombocytopenia

(G3/4: 8.8%);

Febrile neutropenia

&v

Immune system disorders

Hypersensitivity (G3/4: 1.7%)

O
§$\

Metabolism and nutrition
disorders

Anorexia (G3/4: 11.7%)

L

Nervous system disorders

"
Peripheral sensory neuropa \Z
(G3/4: 8.7%) Q

| Dizziness (G3/4: 2.3%);
Peripheral motor neuropathy
(G3/4: 1.3%)

Eye disorders

A\
(\

Lacrimation increased
(G3/4: 0%)

Ear and labyrinth disorders

Hearing impaired (G3/4: 0%)

Cardiac disorders

Arrhythmia (G3/4: 1.0%)

Gastrointestinal disorders

Dlarrho@M 19.7%);
/4: 16%);

tis (G3/4: 23. 7%
@mmng (G3/4: 14.3%)

N

Constipation (G3/4: 1.0 %);
Gastrointestinal pain

(G3/4: 1.0%);
Oesophagitis / dysphagia /
odynophagia (G3/4: 0.7%)

disorders

~0

4
Skin and subcutaneous tis%\e

Alopecia (G3/4: 4.0%)

Rash pruritus (G3/4: 0.7%);
Nail disorders (G3/4: 0.7%);
Skin exfoliation (G3/4: 0%)

. & A
General disorders
administration, Si nditions

>

Lethargy (G3/4: 19.0%);
Fever (G3/4: 2.3%);
Fluid retention (severe/life

threatening: 1%)

2
&

Descrivﬁ of selected adverse reactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/m® in

combination with cisplatin and 5-fluorouracil

Blood and lymphatic system disorders

Febrile neutropenia and neutropenic infection occurred in 17.2% and 13.5% of patients respectively,
regardless of G-CSF use. G-CSF was used for secondary prophylaxis in 19.3% of patients (10.7% of
the cycles). Febrile neutropenia and neutropenic infection occurred respectively in 12.1% and 3.4% of
patients when patients received prophylactic G-CSF, in 15.6% and 12.9% of patients without
prophylactic G-CSF, (see section 4.2).

Tabulated list of adverse reactions in head and neck cancer for Docetaxel 75 mg/m? in combination
with cisplatin and 5-fluorouracil
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Induction chemotherapy followed by radiotherapy (TAX 323)

malignant and
unspecified (incl cysts
and polyps)

(G3/4: 0.6%)

MedDRA system Very common Common adverse Uncommon adverse
organ classes adverse reactions reactions reactions

Infections and Infection (G3/4: 6.3%);

infestations Neutropenic infection

Neoplasms benign, Cancer pain

Blood and lymphatic
system disorders

Neutropenia
(G3/4: 76.3%);

Thrombocytopenia
(G3/4: 5.2%)

Anaemia (G3/4: 9.2%);

Febrile neutropenia

Immune system
disorders

Hypersensitivity
(no severe)

Metabolism and
nutrition disorders

Anorexia (G3/4: 0.6%)

Nervous system Dysgeusia/Parosmia; Dizziness 0
disorders Peripheral sensory @
neuropathy (
(G3/4: 0.6%) 0
Eye disorders Lacrimatioft jacreased;
Conjun(f\'tl
Ear and labyrinth Hea@ﬁnpaired
disorders

Cardiac disorders

@ocardial ischemia
NG3/4: 1.7%)

Arrhythmia
(G3/4: 0.6%)

Vascular disorders

Nex

Venous disorder
(G3/4: 0.6%)

Gastrointestinal Nausea (G34MN.5%); Constipation;
disorders Stomatltl Esophagitis/dysphagia/
(G3/4: odynophagia
Dia (G3/4: 0.6%);
(%n .9%); Abdominal pain;
6 iting (G3/4: 0.6%) | Dyspepsia;
Q; Gastrointestinal
\ haemorrhage
&\ (G3/4: 0.6%)
Skin and subcitaneous Alopecia Rash pruritus;
tissue di (G3/4: 10.9%) Dry skin;
Skin exfoliative
(G3/4:0.6%)

Musculoskeletal and
connective tissue
disorders

Myalgia (G3/4: 0.6%)

General disorders and
administration site
conditions

Pyrexia (G3/4: 0.6%);
Fluid retention;
Oedema

Lethargy (G3/4: 3.4%);

Investigations

Weight increased

Induction chemotherapy followed by chemoradiotherapy (TAX 324)

| MedDRA system

| Very common adverse | Common adverse

| Uncommon adverse |
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organ classes

reactions

reactions

reactions

Infections and
infestation

Infection (G3/4: 3.6%)

Neutropenic infection

Neoplasms benign,
malignant and
unspecified (incl cysts

Cancer pain
(G3/4: 1.2%)

and polyps)

Blood and lymphatic Neutropenia

system disorders (G3/4: 83.5%);
Anaemia
(G3/4: 12.4%);
Thrombocytopenia

(G3/4: 4.0%);
Febrile neutropenia

O

Immune system
disorders

2
itivity

Hyp(e@

Metabolism and
nutrition disorders

Anorexia (G3/4: 12.0%)

A

O\

Nervous system Dysgeusia/Parosmia Dizziness (G3/4: 2.0‘@1
disorders (G3/4: 0.4%); Peripheral motor
Peripheral sensory neuropathy (G3/4:©/o)
neuropathy &
(G3/4: 1.2%) A
Eye disorders Lacrimgtidadncreased Conjunctivitis
Ear and labyrinth Hearing impaired N\
disorders (G3/4: 1.2%) \0
Cardiac disorders hythmia Ischemia myocardial
LNG3/4:2.0%)
Vascular disorders N[ Venous disorder

Gastrointestinal
disorders

4

Nausea (G3/4: 13&5@5
O

Stomatitis
(G3/4:20.7 Q)
Vomitin 4: 8.4%);
Diarr aﬁa 3/4: 6.8%);
Eso%ltis/dysphagia/
nophagia
3/4: 12.0%);

MConstipation
(G3/4: 0.4%)

Dyspepsia (G3/4: 0.8%);
Gastrointestinal pain
(G3/4: 1.2%);
Gastrointestinal

haemorrhage
(G3/4: 0.4%)

0\
@
Skin and subc, ous
tissue disorder

Alopecia (G3/4: 4.0%);
Rash pruritic

Dry skin;
Desquamation

Musc etefal and
connectiye tissue
disorders

Myalgia (G3/4: 0.4%)

General disorders and
administration site

Lethargy (G3/4: 4.0%);
Pyrexia (G3/4: 3.6%);

conditions Fluid retention
(G3/4: 1.2%);
Oedema (G3/4:1.2%)
Investigations Weight decreased Weight increased

Post-marketing experience
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Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Cases of acute myeloid leukaemia and myelodysplastic syndrome have been reported in association
with docetaxel when used in combination with other chemotherapy agents and/or radiotherapy.

Blood and lymphatic system disorders

Bone marrow suppression and other haematologic adverse reactions have been reported. Disseminated
intravascular coagulation (DIC), often in association with sepsis or multiorgan failure, has been
reported.

Immune system disorders
Some cases of anaphylactic shock, sometimes fatal, have been reported.

Nervous system disorders
Rare cases of convulsion or transient loss of consciousness have been observed with docetaxb
administration. These reactions sometimes appear during the infusion of the medicinal pr

O

Eye Disorders

Very rare cases of transient visual disturbances (flashes, flashing lights, scotomatzdpically occurring
during infusion of the medicinal product and in association with hypersensitivi tions have been
reported. These were reversible upon discontinuation of the infusion. Cases é&mation with or
without conjunctivitis, as cases of lachrymal duct obstruction resulting in ssive tearing have been
rarely reported. Cases of cystoid macular oedema (CMO) have been re@ed in patients treated with
docetaxel.

Ear and labyrinth disorders %
Rare cases of ototoxicity, hearing impaired and/or hearlng 1 e been reported.

Cardiac disorders \
Rare cases of myocardial infarction have been rewa@.

Vascular disorders
Venous thromboembolic events have rarelybgen reported.

Acute respiratory distress syndro d cases of interstitial pneumonia/pneumonitis, interstitial lung
disease, pulmonary fibrosis aﬁ piratory failure sometimes fatal have rarely been reported. Rare

Respiratory, thoracic and mediastigﬁésorders

cases of radiation pneumonitis have been reported in patients receiving concomitant radiotherapy.

haemic, colitis and neutropenic enterocolitis have been reported. Rare cases of

Gastrointestinal d|§o§@
Rare occurrences ydration as a consequence of gastrointestinal events, gastrointestinal
perforation, ¢ f@

ileus and inte% obstruction have been reported.

Hepat@w disorders
Very rare cases of hepatitis, sometimes fatal primarily in patients with pre-existing liver disorders,
have been reported.

Skin and subcutaneous tissue disorders

Very rare cases of cutaneous lupus erythematous and bullous eruptions such as erythema multiform,
Stevens-Johnson syndrome, toxic epidermal necrolysis, have been reported with docetaxel. In some
cases concomitant factors may have contributed to the development of these effects. Sclerodermal-like
changes usually preceded by peripheral lymphedema have been reported with docetaxel. Cases of
persisting alopecia have been reported.

Renal and urinary disorders
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Renal insufficiency and renal failure have been reported. In about 20% of these cases there were no
risk factors for acute renal failure such as concomitant nephrotoxic medicinal products and gastro-
intestinal disorders.

General disorders and administration site conditions
Radiation recall phenomena have rarely been reported.

Fluid retention has not been accompanied by acute episodes of oliguria or hypotension. Dehydration
and pulmonary oedema have rarely been reported.

Metabolism and nutrition disorders
Cases of hyponatraemia have been reported, mostly associated with dehydration, vomiting and
pneumonia.

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

Reporting of suspected adverse reactions b
éare

professionals are asked to report any suspected adverse reactions via the national

listed in Appendix V. Q
4.9 Overdose 0

There were a few reports of overdose. There is no known antidote fop doe€taxel overdose. In case of
overdose, the patient should be kept in a specialised unit and Vitalgi‘ctions closely monitored. In
cases of overdose, exacerbation of adverse events may be exp ~The primary anticipated
complications of overdose would consist of bone marrow s ion, peripheral neurotoxicity and
mucositis. Patients should receive therapeutic G-CSF as s possible after discovery of overdose.
Other appropriate symptomatic measures should be tak needed.

O

5. PHARMACOLOGICAL PROPER'{'{]iSQ

9

5.1 Pharmacodynamic properties o

ing system

Pharmacotherapeutic group: Taxm@g'c Code: LO1CD 02

Mechanism of action Q

Docetaxel is an antine ic agent which acts by promoting the assembly of tubulin into stable
microtubules and )i&}'t their disassembly which leads to a marked decrease of free tubulin. The
el

binding of docet& microtubules does not alter the number of protofilaments.

Docetaxel en shown in vitro to disrupt the microtubular network in cells which is essential for
vital mitQhic'and interphase cellular functions.

Pharmacodynamic effects

Docetaxel was found to be cytotoxic in vitro against various murine and human tumour cell lines and
against freshly excised human tumour cells in clonogenic assays. Docetaxel achieves high intracellular
concentrations with a long cell residence time. In addition, docetaxel was found to be active on some
but not all cell lines over expressing the p-glycoprotein which is encoded by the multidrug resistance
gene. In vivo, docetaxel is schedule independent and has a broad spectrum of experimental antitumour
activity against advanced murine and human grafted tumours.

Clinical efficacy and safety

Breast Cancer

50



Two randomised phase III comparative studies, involving a total of 326 alkylating or
392 anthracycline failure metastatic breast cancer patients, have been performed with docetaxel at the
recommended dose and regimen of 100 mg/m? every 3 weeks.

In alkylating-failure patients, docetaxel was compared to doxorubicin (75 mg/m? every 3 weeks).
Without affecting overall survival time (docetaxel 15 months vs. doxorubicin 14 months, p=0.38) or
time to progression (docetaxel 27 weeks vs. doxorubicin 23 weeks, p=0.54), docetaxel increased
response rate (52% vs. 37%, p=0.01) and shortened time to response (12 weeks vs. 23 weeks,
p=0.007). Three docetaxel patients (2%) discontinued the treatment due to fluid retention, whereas 15
doxorubicin patients (9%) discontinued due to cardiac toxicity (three cases of fatal congestive heart
failure).

In anthracycline-failure patients, docetaxel was compared to the combination of mitomycin C and
vinblastine (12 mg/m? every 6 weeks and 6 mg/m? every 3 weeks). Docetaxel increased respohse rate
(33% vs. 12%, p<0.0001), prolonged time to progression (19 weeks vs. 11 weeks, p=0.00 d
prolonged overall survival (11 months vs. 9 months, p=0.01). . @

\

During these two phase I1I studies, the safety profile of docetaxel was consistent @he safety
profile observed in phase II studies (see section 4.8). Q

An open-label, multicenter, randomized phase III study was conducted t @pare docetaxel
monotherapy and paclitaxel in the treatment of advanced breast cancer éatients whose previous
therapy should have included an anthracycline. A total of 449 patienfs were randomized to receive
either docetaxel monotherapy 100 mg/m? as a 1 hour infusion o @1 axel 175 mg/m? as a 3 hour
infusion. Both regimens were administered every 3 weeks. @

Without affecting the primary endpoint, overall response ra1QS2 % vs 25%, p=0.10), docetaxel
prolonged median time to progression (24.6 weeks vs k{@/eeks; p<0.01) and median survival
(15.3 months vs 12.7 months; p=0.03).

More grade 3/4 adverse events were observed fo&@axel monotherapy (55.4%) compared to

paclitaxel (23.0%).

Non-small cell lung cancer 0

Patients previously treated with c@erapy with or without radiotherapy
In a phase III study, in previo@ reated patients, time to progression (12.3 weeks versus 7 weeks)

and overall survival were g%;n antly longer for docetaxel at 75 mg/m? compared to Best Supportive
Care. The 1-year surviv was also significantly longer in docetaxel (40%) versus BSC (16%).
There was less use ‘oﬁ&ninic analgesic (p<0.01), non-morphinic analgesics (p<0.01), other disease
related medications (:0.06) and radiotherapy (p<0.01) in patients treated with docetaxel at 75 mg/m?
compared to tho rt‘th BSC.

The overall re&nse rate was 6.8% in the evaluable patients, and the median duration of response was

26.1 w§§
Docetaxel in combination with platinum agents in chemotherapy-naive patients

In a phase III study, 1218 patients with unresectable stage IIIB or IV NSCLC, with KPS of 70% or
greater, and who did not receive previous chemotherapy for this condition, were randomised to either
Docetaxel (T) 75 mg/m” as a 1 hour infusion immediately followed by cisplatin (Cis) 75 mg/m” over
30-60 minutes every 3 weeks (TCis), Docetaxel 75 mg/m® as a 1 hour infusion in combination with
carboplatin (AUC 6 mg/ml. min) over 30-60 minutes every 3 weeks, or vinorelbine (V) 25 mg/m’
administered over 6-10 minutes on days 1, 8, 15, 22 followed by cisplatin 100 mg/m” administered on
day 1 of cycles repeated every 4 weeks (VCis).

Survival data, median time to progression and response rates for two arms of the study are illustrated
in the following table:
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TCis VCis Statistical Analysis
n=408 n=404
Overall survival
(Primary end-point):
Median survival (months) 11.3 10.1 Hazard ratio: 1.122
[97.2% CI: 0.937; 1.342]*
1-year Survival (%) 46 41 Treatment difference: 5.4%
[95% CI: -1.1; 12.0]
2-year Survival (%) 21 14 Treatment difference: 6.2%
[95% CI: 0.2; 12.3]
Median time to progression
(weeks) 22.0 23.0 Hazard ratio: 1
[95% CI: 0.87621.216]
Overall response rate (%): 31.6 24.5 Treatment &i@ﬁce: 7.1%
[95% &L 0.7; 13.5]
*: Corrected for multiple comparisons and adjusted for stratification factors (stagdof disease and
region of treatment), based on evaluable patient population. &
Secondary end-points included change of pain, global rating of quality by EuroQoL-5D, Lung
Cancer Symptom Scale, and changes in Karnosfky performance statys. R€sults on these end-points
were supportive of the primary end-points results. @

For docetaxel/carboplatin combination, neither equivalent n(@inferior efficacy could be proven
compared to the reference treatment combination VCis. O

Prostate cancer O

The safety and efficacy of docetaxel in combination with prednisone or prednisolone in patients with
hormone refractory metastatic prostate cang@r Were evaluated in a randomized multicenter Phase III
study. A total of 1006 patients with é&ere randomized to the following treatment groups:

o Docetaxel 75 mg/m” every 3 w or 10 cycles.

o Docetaxel 30 mg/m” admi ' weekly for the first 5 weeks in a 6 week cycle for 5 cycles.
o Mitoxantrone 12 mg/m” 3 weeks for 10 cycles.

All 3 regimens were admi istéi combination with prednisone or prednisolone 5 mg twice daily,

continuously. %

-

Patients who recei ocetaxel every three weeks demonstrated significantly longer overall survival
compared to t OKKKrﬁated with mitoxantrone. The increase in survival seen in the docetaxel weekly

arm was not statistically significant compared to the mitoxantrone control arm. Efficacy endpoints for
the doce s versus the control arm are summarized in the following table:
Endpoirit Docetaxel Docetaxel Mitoxantrone
every 3 weeks every week every 3 weeks
Number of patients 335 334 337
Median survival (months) 18.9 17.4 16.5
95% ClI (17.0-21.2) (15.7-19.0) (14.4-18.6)
Hazard ratio 0.761 0.912 --
95% ClI (0.619-0.936) (0.747-1.113) -
p-valuet* 0.0094 0.3624 -
Number of patients 291 282 300
PSA** response rate (%) 454 479 31.7
95% ClI (39.5-51.3) (41.9-53.9) (26.4-37.3)
p-value* 0.0005 <0.0001 --
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Number of patients 153 154 157
Pain response rate (%) 34.6 31.2 21.7
95% ClI (27.1-42.7) (24.0-39.1) (15.5-28.9)
p-value* 0.0107 0.0798 -
Number of patients 141 134 137
Tumour response rate 12.1 8.2 6.6
(%) (7.2-18.6) (4.2-14.2) (3.0-12.1)
95% ClI 0.1112 0.5853 -
p-value*

tStratified log rank test
*Threshold for statistical significance=0.0175
**PSA: Prostate-Specific Antigen

Given the fact that docetaxel every week presented a slightly better safety profile than docet@every
3 weeks, it is possible that certain patients may benefit from docetaxel every week. @

No statistical differences were observed between treatment groups for Global Qualit@ﬂ ife.

O

5.2 Pharmacokinetic properties ‘&

Absorption 0
(%)

The pharmacokinetics of docetaxel have been evaluated in cancer &ents after administration of
20-115 mg/m’ in Phase I studies. The kinetic profile of docetax @ose independent and consistent

with a three-compartment pharmacokinetic model with half [i r the a, B and y phases of 4 min,
36 min and 11.1 h, respectively. The late phase is due, in relatively slow efflux of docetaxel
from the peripheral compartment. \

Distribution QO

Following the administration of a 100 mg/ aque given as a one hour infusion a mean peak plasma
level of 3.7 ug/ml was obtained with a ¢ onding AUC of 4.6 h.ug/ml. Mean values for total body
clearance and steady-state volume of JigtciBution were 21 I/h/m” and 113 1, respectively. Inter
individual variation in total body c@ ce was approximately 50%. Docetaxel is more than 95%
bound to plasma proteins. (

Elimination \Q

A study of 1“C-doceta@{gs been conducted in three cancer patients. Docetaxel was eliminated in
both the urine apd@?c s following cytochrome P450-mediated oxidative metabolism of the tert-butyl
ester group, iQstven days, the urinary and faecal excretion accounted for about 6% and 75% of

Special populations

Age and gender

A population pharmacokinetic analysis has been performed with docetaxel in 577 patients.
Pharmacokinetic parameters estimated by the model were very close to those estimated from Phase |
studies. The pharmacokinetics of docetaxel were not altered by the age or sex of the patient.

Hepatic impairment

In a small number of patients (n=23) with clinical chemistry data suggestive of mild to moderate liver
function impairment (ALT, AST >1.5 times the ULN associated with alkaline phosphatase >2.5 times
the ULN), total clearance was lowered by 27% on average (see section 4.2).
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Fluid retention
Docetaxel clearance was not modified in patients with mild to moderate fluid retention and there are
no data available in patients with severe fluid retention.

Combination therapy

Doxorubicin

When used in combination, docetaxel does not influence the clearance of doxorubicin and the plasma
levels of doxorubicinol (a doxorubicin metabolite). The pharmacokinetics of docetaxel, doxorubicin
and cyclophosphamide were not influenced by their coadministration.

Capecitabine

Phase I study evaluating the effect of capecitabine on the pharmacokinetics of docetaxel and vice
versa showed no effect by capecitabine on the pharmacokinetics of docetaxel (Cyax and AUCHand no
effect by docetaxel on the pharmacokinetics of a relevant capecitabine metabolite 5’-DFU®

Cisplatin \@
Clearance of docetaxel in combination therapy with cisplatin was similar to that o ed following
monotherapy. The pharmacokinetic profile of cisplatin administered shortly a etaxel infusion is

similar to that observed with cisplatin alone. &
Cisplatin and 5-fluorouracil

The combined administration of docetaxel, cisplatin and 5-fluoroura€il in 12 patients with solid
tumours had no influence on the pharmacokinetics of each indivf@ medicinal product.

Prednisone and dexamethasone Q
The effect of prednisone on the pharmacokinetics of d e administered with standard
dexamethasone premedication has been studied in 46at nts.

Prednisone
No effect of prednisone on the pharmacoki@g of docetaxel was observed.

5.3 Preclinical safety data o
The carcinogenic potential of doc 1 has not been studied.
Docetaxel has been show to&nutagenic in the in vitro micronucleus and chromosome aberration
test in CHO-K1 cells andjin the in vivo micronucleus test in the mouse. However, it did not induce
mutagenicity in the, est or the CHO/HGPRT gene mutation assay. These results are consistent
with the pharmac@i 1 activity of docetaxel.

*
Undesirable effepts on the testis observed in rodent toxicity studies suggest that docetaxel may impair
male f%@
6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Concentrate
Polysorbate 80

Ethanol, anhydrous

Solvent
Water for injections.

6.2 Incompatibilities
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This medicinal product must not be mixed with other medicinal products except those mentioned in

Section 6.6.
6.3 Shelf-life
° 18 months.

6.4

6.5

6.6

Premix solution: Chemical and physical in-use stability has been demonstrated for 8 hours when
stored either between 2°C and 8°C or at room temperature (below 25°C). From a
microbiological point of view, the product should be used immediately. If not used immediately,
in-use storage times and conditions prior to use are the responsibility of the user and would
normally not be longer than 24 hours at 2 to 8°C, unless dilution has taken place in controlled
and validated aseptic conditions.

Infusion solution: Chemical and physical in-use stability has been demonstrated for 4 I@S at
room temperature (below 25°C). From a microbiological point of view, the product d be
used immediately. If not used immediately, in-use storage times and conditions, % 0 use are
the responsibility of the user and would normally not be longer than 24 hours (&t 8°C, unless
dilution has taken place in controlled and validated aseptic conditions.

Special precautions for storage and other handling &

Do not store above 25°C . ®
Do not freeze. (

Store in the original package in order to protect from ligh @

For storage conditions of the diluted medicinal produ% ection 6.3.

Nature and contents of container \O

Each carton contains: QO

One vial of concentrate and,

One vial of solvent é

Docetaxel Teva Pharma 80 mg \}

15 ml clear glass Type I vialgmith’a bromobutyl rubber stopper and a flip-off cap.

This vial contains 2.88 <0f a 27.73 mg/ml solution of docetaxel in polysorbate 80

(fill volume: 94.4 m®&3.40ml). This fill volume has been established during the development of
docetaxel to com; te for liquid loss during preparation of the premix due to foaming,
adhesion to tlv§1 Is of the vial and "dead-volume". This overfill ensures that after dilution with
the entire,cantehts of the accompanying solvent for docetaxel vial, there is a minimal extractable
premix e of 8 ml containing 10 mg/ml docetaxel which corresponds to the labelled

amm@ 0 mg per vial.

vent for Docetaxel Teva Pharma 80 mg vial
15 ml clear glass Type I vial with a bromobutyl rubber stopper and a flip-off cap.

Solvent vial contains 5.12 ml of water for injections (fill volume: 6.29 ml). The addition of the

entire contents of the solvent vial to the contents of the Docetaxel Teva Pharma 80 mg
concentrate for solution for infusion vial ensures a premix concentration of 10 mg/ml docetaxel.

Special precautions for disposal and other handling

Docetaxel Teva Pharma is an antineoplastic agent and, as with other potentially toxic compounds,
caution should be exercised when handling it and preparing Docetaxel solutions. The use of gloves is
recommended.
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If Docetaxel Teva Pharma concentrate, premix solution or infusion solution should come into contact
with skin, wash immediately and thoroughly with soap and water. If Docetaxel concentrate, premix
solution or infusion solution should come into contact with mucous membranes, wash immediately
and thoroughly with water.

Preparation for the intravenous administration

a) Preparation of the Docetaxel Teva Pharma premix solution (10 mg docetaxel/ml)

If the vials are stored under refrigeration, allow the required number of Docetaxel Teva Pharma boxes
to stand at room temperature (below 25°C) for 5 minutes.

Using a syringe fitted with a needle, aseptically withdraw the entire contents of the solvent for
Docetaxel Teva Pharma vial by partially inverting the vial.

Inject the entire contents of the syringe into the corresponding Docetaxel Teva Pharma vi b

Remove the syringe and needle and mix manually by repeated inversions for at leasf.@%:onds Do
not shake.

Allow the premix vial to stand for 5 minutes at room temperature (below 2 @d then check that
the solution is homogenous and clear (foaming is normal even after 5 mi due to the presence of
polysorbate 80 in the formulation).

The premix solution contains 10 mg/ml docetaxel and should b 1mmed1ately after preparation.
However the chemical and physical stability of the premix SF:‘% has been demonstrated for 8 hours

when stored either between 2°C and 8°C or at room temp elow 25°C).

b)  Preparation of the infusion solution

More than one premix vial may be necessary to an the required dose for the patient. Based on the
required dose for the patient expressed inm eptically withdraw the corresponding premix volume
containing 10 mg/ml docetaxel from the 1ate number of premix vials using graduated syringes
fitted with a needle. For example, a d 0 mg docetaxel would require 14 ml docetaxel premix

solution.

Inject the required premix VO {mto anon-PVC 250 ml infusion bag containing either 5% glucose
solution or sodium chlorl /ml (0.9%) solution for infusion.

If a dose greater than @g of docetaxel is required, use a larger volume of the infusion vehicle so
that a concentratioé} .74 mg/ml docetaxel is not exceeded.

Mix the infus@g or bottle manually using a rocking motion.

The D. @( Teva Pharma infusion solution should be used within 4 hours and should be aseptically
administered as a 1-hour infusion under room temperature (below 25°C) and normal lighting
conditions.

As with all parenteral products, Docetaxel Teva Pharma premix solution and infusion solution should
be visually inspected prior to use, solutions containing a precipitate should be discarded.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Teva Pharma B.V.
Computerweg 10

56



3542 DR Utrecht
The Netherlands

8. MARKETING AUTHORISATION NUMBER
EU/1/10/662/002
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

21" January 2011

10. DATE OF REVISION OF THE TEXT G
&

Detailed information on this medicinal product is available on the website of the ]@&ean Medicines
Agency http://www.ema.europa.eu

57



\

*

\
Oﬁ

%o&
(
ANNEX II Q/

MANUFACTURER(S) RESPONSIBE@F BATCH

RELEASE \§

CONDITIONS OR RESTR NS REGARDING SUPPLY
AND USE

OTHER CONDITI ND REQUIREMENTS OF THE

MARKETING A& RISATION

THE SAF, D EFFECTIVE USE OF THE MEDICINAL
PRO]N{C
4

CONDITIOE; RESTRICTIONS WITH REGARD TO

O
N
e

58

Ko

%)



A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

Pharmachemie BV.
Swensweg 5
Postbus 552

2003 RN Haarlem
The Netherlands

TEVA Pharmaceutical Works Private Limited Company

Tancsics Mihaly ut 82

2100 Go6dolls

Hungary b
Teva Operations Poland Sp. z.0.0. . @
Sienkiewicza 25 \6

99-300 Kutno O«

Poland ’&
Teva Czech Industries s.r.o 0

Ostravska 29 @
C.p. 305 (
747 70 Opava-Komarov @

Czech Republic QQ

The printed package leaflet of the medicinal product n‘N@ate the name and address of the
manufacturer responsible for the release of the concSC atch.

<

B. CONDITIONS OR RESTRICTIOC’J&REGARDING SUPPLY AND USE

Medicinal product subject to restricte@ ical prescription (See Annex [: Summary of Product
Characteristics, section 4.2). O

C. OTHER CONDITIO]‘Q\ D REQUIREMENTS OF THE MARKETING
AUTHORISATIO

. Periodic Sb@.!pdate Reports

The marketin
accordance,
under

\horlsatlon holder shall submit periodic safety update reports for this product in
the requirements set out in the list of Union reference dates (EURD list) provided fro
07¢(7) of Directive 2001/83/EC and published on the European Medicines web-portal.

D. CONITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE
USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)
Not applicable.

. Obligation to conduct post-authorisation measures

Not applicable.
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 20 mg

1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva Pharma 20 mg concentrate and solvent for solution for infusion
docetaxel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each single-dose vial of Docetaxel Teva Pharma concentrate contains 20 mg docetaxel %@drous)
Each ml of concentrate contains 27.73 mg docetaxel.

3.  LIST OF EXCIPIENTS 3(} N

Docetaxel concentrate vial: @
polysorbate 80, anhydrous ethanol. é

Solvent vial: QQ

water for injections.

See leaflet for further information. \

QO

4. PHARMACEUTICAL FORM AN)&;QNTENTS

Concentrate and solvent for solution %&smn
Each carton contains:

o one vial of 0.72 ml conce (20 mg of docetaxel),
o one vial of 1.28 ml sol water for injections).

5. METHOD A@\{OUTE(S) OF ADMINISTRATION

Intravenous u

I N t10n of concentrate required using the entire contents of the solvent vial.
n%ﬁ solution must be further diluted in the infusion diluent before administration.
th&package leaflet before use.

Reco
Read

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

KEEP OUT OF THE SIGHT AND REACH OF CHILDREN.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

CYTOTOXIC. To be administered under the supervision of a physician experienced in the use of
cytotoxic agents
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8. EXPIRY DATE

EXP:

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C.
Do not freeze

Store in the original package in order to protect from light.

O

APPROPRIATE

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL’ DUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL P

@ TS, IF

Single-use vials.
Discard unused contents appropriately

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Teva Pharma B.V. \O

Computerweg 10

3542 DR Utrecht @)
The Netherlands Q
N®)
12. MARKETING AUTHORISATIQN NUMBER(S)
EU/1/10/662/001 .{O
AN
13. BATCH NUMI@?
K"
Batch:

¥

@%RAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL — CONCENTRATE 20 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Docetaxel Teva Pharma 20 mg concentrate for solution for infusion
docetaxel

2.  METHOD OF ADMINISTRATION

Intravenous use. 6

N

3. EXPIRY DATE A
O

EXP: ’&

4.  BATCH NUMBER R4

S

| 5.  CONTENTS BY WEIGHT, BY VOLUME,QR BY UNIT

O
0.72 ml (Fill: 0.88 ml) \\
&
PR\
| 6. OTHER o\

o
. Q
'\(J\

§\Q/
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - SOLVENT FOR 20 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Docetaxel Teva Pharma 20 mg

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE ,,6
ot
EXP: .{\
O
4. BATCH NUMBER &Q

Batch: ®\}

| 5.  CONTENTS BY WEIGHT, BY VOLUME OR BY A/NJY

N
water for injections \O

1.28 ml (Fill: 1.71 ml) O

<

| 6. OTHER (&

(O
\ Q
. Q
0\‘ \

§\Q/
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 80 mg

1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva Pharma 80 mg concentrate and solvent for solution for infusion
docetaxel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each single dose vial of Docetaxel Teva Pharma concentrate contains 80 mg docetaxel &rous)
Each ml of concentrate contains 27.73 mg docetaxel.

3. LIST OF EXCIPIENTS x\

Docetaxel concentrate vial: @
polysorbate 80, anhydrous ethanol.

Solvent vial: Q
water for injections. Q

See leaflet for further information. \

4. PHARMACEUTICAL FORM AN))@NTENTS

Concentrate and solvent for solution %lemn
Each carton contains:

. one vial (2.88 ml) of conc e (80 mg of docetaxel),
. one vial (5.12 ml) of s nt (water for injections).

5. METHOD A@ROUTE(S) OF ADMINISTRATION

*
Intravenous u \
CAUTION, tion of concentrate required using the entire contents of the solvent vial.
i solution must be further diluted in the infusion diluent before administration.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

KEEP OUT OF THE SIGHT AND REACH OF CHILDREN.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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CYTOTOXIC. To be administered under the supervision of a physician experienced in the use of
cytotoxic agents

8. EXPIRY DATE

EXP:

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C.

Do not freeze t

Store in the original package in order to protect from light. 6@

<

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDI PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL RRODUCTS, IF
APPROPRIATE O\

(o
Single-use vials. &
Discard unused contents appropriately @

QO

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

N\
Teva Pharma B.V. O
Computerweg 10 Q

3542 DR Utrecht
The Netherlands o(:g

VN
12. MARKETING AUTHO ION NUMBER(S)

N\
EU/1/10/662/002 \Q
o

[13. BATCH NYMBER

Batch: @b\v

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL — CONCENTRATE 80 mg

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Docetaxel Teva Pharma 80 mg concentrate for solution for infusion
docetaxel

2.  METHOD OF ADMINISTRATION

Intravenous use 6

3. EXPIRY DATE

o
EXP: o’&
>

4. BATCH NUMBER R ¢

S

| 5.  CONTENTS BY WEIGHT, BY VOLUME,QR BY UNIT

\JJ
2.88 ml (Fill: 3.40 ml) o
&
A\
| 6. OTHER A

O
\Q
. Q/O
N\
.\(J

@@
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - SOLVENT FOR 80 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Docetaxel Teva Pharma 80 mg

‘ 2.  METHOD OF ADMINISTRATION

(3. EXPIRY DATE RS

\ 4
EXP: ’\%

4. BATCH NUMBER &Q

Batch: ®\}

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNJY

\\i
water for injections \O

5.12 ml (Fill: 6.29 ml)
~O

| 6. OTHER &\'
9
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Package leaflet: Information for the patient

Docetaxel Teva Pharma 20 mg concentrate and solvent for solution for infusion
docetaxel

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, hospital pharmacist or nurse.

- If you get any side effects talk to your doctor, hospital pharmacist or nurse. This includes any
possible side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Docetaxel Teva Pharma is and what it is used for 6
2. What you need to know before you use Docetaxel Teva Pharma @

3. How to use Docetaxel Teva Pharma ‘\@

4.  Possible side effects (

5. How to store Docetaxel Teva Pharma O

6. Contents of the pack and other information ,&

O

1. What Docetaxel Teva Pharma is and what it is used for ( ®

The name of this medicine is Docetaxel Teva Pharma. Doceta substance derived from the
needles of yew trees

Docetaxel belongs to the group of anti-cancer medicines @ taxoids.

Docetaxel Teva Pharma has been prescribed by yOLQJC'[OI‘ for the treatment of advanced breast

cancer, special forms of lung cancer (non-small Q\ ng cancer) and prostate cancer:

- For the treatment of advanced breast CQ Docetaxel Teva Pharma could be administered
alone.

- For the treatment of lung canc % axel Teva Pharma could be administered either alone or
in combination with cisplatin. b

- For the treatment of prostat e

with prednisone or predb

r, Docetaxel Teva Pharma is administered in combination

2. What you needé@low before you use Docetaxel Teva Pharma
*

You must NOF @'en Docetaxel Teva Pharma if

o you are \glc (hypersensitive) to docetaxel or any of the other ingredients of Docetaxel Teva
Ph

er of white blood cells is too low
have a severe liver disease.

Warnings and precautions
Before each treatment with Docetaxel Teva Pharma, you will have blood tests to check that you have
enough blood cells and sufficient liver function to receive Docetaxel Teva Pharma. In case of white

blood cells disturbances, you may experience associated fever or infections.

Tell your doctor, hospital pharmacist or nurse if you have vision problems. In case of vision
problems, in particular blurred vision, you should immediately have your eyes and vision examined.
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If you develop acute or worsening problems with your lungs (fever, shortness of breath or cough),
please tell your doctor, hospital pharmacist or nurse immediately. Your doctor may stop your
treatment immediately.

You will be asked to take premedication consisting of an oral corticosteroid such as dexamethasone,
one day prior to Docetaxel Teva Pharma administration and to continue for one or two days after it in
order to minimise certain undesirable effects which may occur after the infusion of Docetaxel Teva
Pharma in particular allergic reactions and fluid retention (swelling of the hands, feet, legs or weight

gain).
During treatment, you may be given other medicines to maintain the number of your blood cells.
Other medicines and Docetaxel Teva Pharma

medicines, including medicines obtained without a prescription. This is because Docet va
Pharma or the other medicine may not work as well as expected and you may be mo( ik€ly to geta

side effect. O
Pregnancy, breast-feeding and fertility 0\&

Please tell your doctor or hospital pharmacist if you are taking or have recently taken a@@

Ask your doctor for advice before being given any medicine. @

Docetaxel Teva Pharma must NOT be administered if you are @@mt unless clearly indicated by
your doctor. &

You must not become pregnant during treatment with edlclne and must use an effective method
of contraception during therapy because Docetaxel Tev harma may be harmful for the unborn baby.
If pregnancy occurs during your treatment, you mediately inform your doctor.

You must not breast-feed while you are tre@vith Docetaxel Teva Pharma.

during and up to 6 months after tre and to seek advice on conservation of sperm prior to

If you are a man being treated with D?&}el Teva Pharma you are advised not to father a child
treatment because docetaxel may( male fertility.

Driving and using machi\Q

No studies on the eff@\ the ability to drive and use machines have been performed.

How to@l)ocetaxel Teva Pharma

Docet@eva Pharma will be administered to you by a healthcare professional.
Usual dose

The dose will depend on your weight and your general condition. Your doctor will calculate your body
surface area in square meters (m?) and will determine the dose you should receive.

Method and route of administration

Docetaxel Teva Pharma will be given by infusion into one of your veins (intravenous use). The
infusion will last approximately one hour during which you will be in the hospital.

Frequency of administration
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You should usually receive your infusion once every 3 weeks.

Your doctor may change the dose and frequency of dosing depending on your blood tests, your
general condition and your response to Docetaxel Teva Pharma. In particular, please inform your
doctor in case of diarrhoea, sores in the mouth, feeling of numbness or pins and needles, fever and
give her/him results of your blood tests. Such information will allow her/him to decide whether a dose
reduction is needed. If you have any further questions on the use of this medicine, ask your doctor or
hospital pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Your doctor will discuss these with you and will explain the potential risks and benefits o

treatment. @

The most commonly reported adverse reactions of Docetaxel Teva Pharma alone Q ecrease in the
number of red blood cells or white blood cells, alopecia, nausea, vomiting, so e mouth,
diarrhoea and tiredness.

The severity of adverse events of Docetaxel Teva Pharma may be incre@ when Docetaxel Teva
Pharma is given in combination with other chemotherapeutic agent:

During the infusion at the hospital the following allergic reacti@may affect more than 1 in 10
people):

o flushing, skin reactions, itching \O

o chest tightness; difficulty in breathing

o fever or chills O

° back pain Q

o low blood pressure. é

More severe reactions may occur. o

The hospital staff will monitor yo ition closely during treatment. Tell them immediately if you

notice any of these effects.

Between infusions of Doc N% ETeva Pharma the following may occur, and the frequency may vary
with the combinations 0 icines that are received:

Very common( \ fect more than 1 in 10 people):
o 1nfect10§ crease in the number of red (anaemia), or white blood cells (which are important in
fighti ection) and platelets
%\ this happens you must tell your doctor immediately
rgic reactions as described above
loss of appetite (anorexia)
insomnia
feeling of numbness or pins and needles or pain in the joints or muscles
headache
alteration in sense of taste
inflammation of the eye or increased tearing of the eyes
swelling caused by faulty lymphatic drainage
shortness of breath
nasal drainage; inflammation of the throat and nose; cough
bleeding from the nose
sores in the mouth
stomach upsets including nausea, vomiting and diarrhoea, constipation
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abdominal pain

indigestion

hair loss (in most cases normal hair growth should return)
redness and swelling of the palms of your hands or soles of your feet which may cause your skin
to peel (this may also occur on the arms, face, or body)
change in the colour of your nails, which may detach
muscle aches and pains; back pain or bone pain

change or absence of menstrual period

swelling of the hands, feet, legs

tiredness; or flu-like symptoms

weight gain or loss.

oral candidiasis

dehydration

dizziness ’\@
hearing impaired O<

decrease in blood pressure; irregular or rapid heart beat Q
heart failure

oesophagatis &
dry mouth @
difficulty or painful swallowing (
haemorrhage @
raised liver enzymes (hence the need for regular bloo#@

Uncommon (may affect up to 1 in 100 people): \O

Common (may affect up to 1 in 10 people): b

o fainting

o at the injection site, skin reactions, phleb1 q ammation of the vein) or swelling
o inflammation of the colon, small mtes estinal perforation

[

blood clots. (J

Frequency unknown: o

o interstitial lung disease (in ation of the lungs causing coughing and difficulty breathing.
Inflammation of the lun 2@ also develop when docetaxel therapy is used with radiotherapy)

pneumonia (infecti lungs)

pulmonary ﬁbros1 rring and thickening in the lungs with shortness of breath)

blurred visio swelhng of the retina within the eye (cystoid macular oedema)

decrease of &mm in your blood.

Reporting of \effects

If you g% a@lde effects talk to your doctor, hospital pharmacist or nurse. This includes any possible

side e ot listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5.  How to store Docetaxel Teva Pharma

Keep this medicine out of the sight and reach of children.

This medicine should not be used after the expiry date which is stated on the carton and vials.

Do not store above 25°C.

Do not freeze.
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Store in the original package in order to protect from light.

The premix solution should be used immediately after preparation. However the chemical and physical
stability of the premix solution has been demonstrated for 8 hours when stored either between 2°C and
8°C or at room temperature (below 25°C).

The infusion solution should be used within 4 hours at room temperature (below 25°C).

Do not throw away any medicines via wastewater. Ask your pharmacist how to throw away medicines

no longer used. These measures will help to protect the environment.

6.  Contents of the pack and other information

What Docetaxel Teva Pharma concentrate vial contains: b
- The active substance is docetaxel. Each vial of concentrate contains 20 mg of dpc%f. Each
ml of concentrate contains 27.73 mg docetaxel. <

- The other ingredients are polysorbate 80 and 25.1% (w/w) anhydrous :,(&;QQ ;

What the solvent vial contains: Q
Water for injections. @

Docetaxel Teva Pharma concentrate for solution for infusion ifa®Jear viscous, yellow to brown-
yellow solution.

Each carton contains: \O

. one 6 ml clear glass vial with a flip-o @ containing 0.72 ml concentrate and,
. one 6 ml clear glass vial with a f}{ ap containing 1.28 ml of solvent.

What Docetaxel Teva Pharma looks like and contents of th:

Marketing Authorisation Holder bo

Teva Pharma B.V.

Computerweg 10 .{0
3542 DR Utrecht Q

The Netherlands \

(%

Manufacturer: Q
Pharmachemie 13 \
Swensweg 5 6\

PO Box 55

2003 R em

The rlands

TEVA Pharmaceutical Works Private Limited Company
Tancsics Mihaly ut 82

H-2100 Godollé

Hungary

Teva Operations Poland Sp. z.0.0.
Sienkiewicza 25

99-300 Kutno

Poland

Teva Czech Industries s.r.o
Ostravska 29
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C.p. 305
747 70 Opava-Komarov
Czech Republic

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tel/Tél: +32 3 820 73 73

Buarapus

Tesa dapmacrotuxsic bearapus EOO/L

Tem: +359 2 489 95 82

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251 007 111

Danmark
Teva Denmark A/S
TIf: +45 44 98 55 11

Deutschland
Teva GmbH
Tel: +49 731 402 08

Eesti

Teva Eesti esindus UAB Sicor Biotech

Eesti filiaal
Tel: +372 661 0801

EAiLaoda
Teva EALGG ALE.
TnA: +30 210 72 79 099

Espaiia \Q

Teva Pharma, S.L..U. @
Tél: +34 91 387 3&
*

9

France \

Teva San&

Tél: + 91 78 00
Hrvatska

Pliva Hrvatska d.o.o
Tel: +385 1327 20 000

Ireland
Teva Pharmaceuticals Ireland
Tel: +353 51 321 740

island
ratiopharm Oy
Simi: +358 20 180 5900

Lietuva
UAB “Sicor Biotech”
Tel: +370 5 266 02 03

Luxembourg
Teva Pharma Belgium N.V./S.A./AG
Tél: +32 3 820 73 73 b

Magyarorszag . @
\

Teva Gyogyszergyar Zrt <
Tel.: +36 1 288 64 00 O

$
1l\)/lrzljllg:lales Ltd Q

Tel: +356 21 419 070/</2®

Nederland @

Teva Nederla: .

Tel: +31 86 8400

Nor
T mrway AS
TIK +47 66 77 55 90

&

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1 97007-0

Polska
Teva Pharmaceuticals Polska Sp. z o.0.
Tel.: +48 22 345 93 00

Portugal
Teva Pharma - Produtos Farmacéuticos Lda
Tel: +351 21 476 75 50

Roménia
Teva Pharmaceuticals S.R.L
Tel: +40 21 230 65 24

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 1 58 90 390

Slovenska republika
Teva Pharmaceuticals Slovakia s.r.0.
Tel: +421 2 5726 7911
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Italia Suomi/Finland

Teva Italia S.r.L ratiopharm Oy

Tel: +39 028917981 Puh/Tel: +358 20 180 5900

Konpog Sverige

Teva EALGC ALE. Teva Sweden AB

TnA: +30 210 72 79 099 Tel: +46 42 12 11 00

Latvija United Kingdom

UAB Sicor Biotech filiale Latvija Teva UK Limited

Tel: +371 67 323 666 Tel: +44 1977 628 500
This leaflet was last revised in 6
Other sources of information . %@

Detailed information on this medicine is available on the European Medicines Ag@web site:

http://www.ema.europa.eu/.
S
°
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The following information is intended for healthcare professionals only:

PREPARATION GUIDE FOR USE WITH DOCETAXEL TEVA PHARMA 20 mg
CONCENTRATE AND SOLVENT FOR SOLUTION FOR INFUSION

It is important that you read the entire contents of this guide prior to the preparation of either the
Docetaxel Teva Pharma premix solution or the Docetaxel Teva Pharma infusion solution

1.  FORMULATION

Docetaxel Teva Pharma 20 mg concentrate for solution for infusion is a clear viscous, yellow to
brown-yellow solution containing 27.73 mg/ml docetaxel (anhydrous) in polysorbate 80. The solvent
for Docetaxel Teva Pharma is water for injections.

2.  PRESENTATION ,{\@
Docetaxel Teva Pharma is supplied as single-dose vials.
Each box contains one Docetaxel Teva Pharma vial (20 mg) and one corres &ing solvent for

Docetaxel Teva Pharma vial in a carton. @

Docetaxel Teva Pharma vials should not be stored above 25°C a {ould be protected from light.
Docetaxel Teva Pharma should not be used after the expiry da n on the carton and vials.

2.1 Docetaxel 20 mg vial: Q

o The Docetaxel 20 mg vial is a 6 ml clear glass mith a bromobutyl rubber stopper and a
flip-off cap. 6

o The Docetaxel 20 mg vial contains a é‘xp’on of docetaxel in polysorbate 80 at a concentration

of 27.73 mg/ml. o
. Each vial contains 20 mg/0.7, fa27.73 mg/ml solution of docetaxel in polysorbate 80 (fill
volume: 24.4 mg/0.88 ml) fill volume has been established during the development of

docetaxel to compensaQ liquid loss during preparation of the premix (see section 4) due to
foaming, adhesion alls of the vial and "dead-volume". This overfill ensures that after

dilution with the contents of the accompanying solvent for docetaxel vial, there is a
minimal extra@{e premix volume of 2 ml containing 10 mg/ml docetaxel which corresponds
to the label unt of 20 mg per vial.

2.2 Solve Docetaxel 20 mg vial:

. $ vent for Docetaxel 20 mg vial is a 6 ml clear glass vial with a bromobutyl rubber stopper
and a flip-off cap.

o The solvent for Docetaxel composition is water for injections.
. Each solvent vial contains 1.28 ml of water for injections (fill volume: 1.71 ml). The addition of

the entire contents of the solvent vial to the contents of the Docetaxel Teva Pharma 20mg vial
ensures a premix concentration of 10 mg/ml docetaxel.
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3. RECOMMENDATIONS FOR THE SAFE HANDLING

Docetaxel Teva Pharma is an antineoplastic agent and, as with other potentially toxic compounds,
caution should be exercised when handling it and preparing Docetaxel Teva Pharma solutions. The use
of gloves is recommended.

If Docetaxel Teva Pharma concentrate, premix solution or infusion solution should come into contact
with skin, wash immediately and thoroughly with soap and water. If Docetaxel Teva Pharma
concentrate, premix solution or infusion solution should come into contact with mucous membranes,
wash immediately and thoroughly with water.

4. PREPARATION FOR THE INTRAVENOUS ADMINISTRATION
4.1 Preparation of the Docetaxel Teva Pharma premix solution (10 mg docetaxel/m&b

4.1.1 If the vials are stored under refrigeration, allow the required number of Doceta’ai va
Pharma boxes to stand at room temperature (below 25°C) for 5 minutes. O

4.1.2 Using a syringe fitted with a needle, aseptically withdraw the entire cq{a t$ of the solvent for
Docetaxel Teva Pharma vial by partially inverting the vial. 0

4.1.3 Inject the entire contents of the syringe into the correspondiniDo taxel Teva Pharma vial.

4.1.4 Remove the syringe and needle and mix manually by re @inversions for at least 45
seconds. Do not shake. 6@

4.1.5 Allow the premix vial to stand for 5 minutes at r emperature (below 25°C) and then
check that the solution is homogenous and clgan(foaming is normal even after 5 minutes due
to the presence of polysorbate 80 in the fo@ ion).

The premix solution contains 10 mg/ﬁ(&ocetaxel and should be used immediately after
preparation. However the chemijcal physical stability of the premix solution has been
demonstrated for 8 hours When& either between +2°C and +8°C or at room temperature
(below 25°C). (O

4.2  Preparation ot@fusion solution
*

4.2.1 More th g)premix vial may be necessary to obtain the required dose for the patient. Based
d dose for the patient expressed in mg, aseptically withdraw the corresponding
ume containing 10 mg/ml docetaxel from the appropriate number of premix vials
aduated syringes fitted with a needle. For example, a dose of 140 mg docetaxel would
ire 14 ml docetaxel premix solution.

4.2.2 Inject the required premix volume into a 250 ml non-PVC infusion bag containing either 5%
glucose solution or sodium chloride 9 mg/ml (0.9%) solution for infusion. If a dose greater
than 200 mg of docetaxel is required, use a larger volume of the infusion vehicle so that a
concentration of 0.74 mg/ml docetaxel is not exceeded.

4.2.3 Mix the infusion bag or bottle manually using a rocking motion.
4.2.4 The Docetaxel Teva Pharma infusion solution should be used within 4 hours and should be
aseptically administered as a 1-hour infusion under room temperature (below 25°C) and

normal lighting conditions.

4.2.5 As with all parenteral products, Docetaxel Teva Pharma premix solution and infusion solution
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should be visually inspected prior to use, solutions containing a precipitate should be
discarded.

5.  DISPOSAL
All materials that have been utilised for dilution and administration should be disposed of according to

standard procedures. Do not throw away any medicines via wastewater. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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Package leaflet: Information for the patient

Docetaxel Teva Pharma 80 mg concentrate and solvent for solution for infusion
docetaxel

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, hospital pharmacist or nurse.

- If you get any side effects talk to your doctor, hospital pharmacist or nurse. This includes any
possible side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Docetaxel Teva Pharma is and what it is used for 6
2. What you need to know before you use Docetaxel Teva Pharma @

3. How to use Docetaxel Teva Pharma ‘\@

4.  Possible side effects (

5. How to store Docetaxel Teva Pharma O

6. Contents of the pack and other information ,&

O

1. What Docetaxel Teva Pharma is and what it is used for ( ®

The name of this medicine is Docetaxel Teva Pharma. Doceta substance derived from the
needles of yew trees

Docetaxel belongs to the group of anti-cancer medicines @ taxoids.

Docetaxel Teva Pharma has been prescribed by yOLQJC'[OI‘ for the treatment of advanced breast

cancer, special forms of lung cancer (non-small Q\ ng cancer) and prostate cancer:

- For the treatment of advanced breast CQ Docetaxel Teva Pharma could be administered
alone.

- For the treatment of lung canc % axel Teva Pharma could be administered either alone or
in combination with cisplatin. b

- For the treatment of prostat e

with prednisone or predb

r, Docetaxel Teva Pharma is administered in combination

2. What you needé@low before you use Docetaxel Teva Pharma
*

You must NOF @'en Docetaxel Teva Pharma if

o you are \glc (hypersensitive) to docetaxel or any of the other ingredients of Docetaxel Teva
Ph

er of white blood cells is too low
have a severe liver disease.

Warnings and precautions
Before each treatment with Docetaxel Teva Pharma, you will have blood tests to check that you have
enough blood cells and sufficient liver function to receive Docetaxel Teva Pharma. In case of white

blood cells disturbances, you may experience associated fever or infections.

Tell your doctor, hospital pharmacist or nurse if you have vision problems. In case of vision problems,
in particular blurred vision, you should immediately have your eyes and vision examined.
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If you develop acute or worsening problems with your lungs (fever, shortness of breath or cough),
please tell your doctor, hospital pharmacist or nurse immediately. Your doctor may stop your
treatment immediately.

You will be asked to take premedication consisting of an oral corticosteroid such as dexamethasone,
one day prior to Docetaxel Teva Pharma administration and to continue for one or two days after it in
order to minimise certain undesirable effects which may occur after the infusion of Docetaxel Teva
Pharma in particular allergic reactions and fluid retention (swelling of the hands, feet, legs or weight

gain).

During treatment, you may be given other medicines to maintain the number of your blood cells.
Other medicines and Docetaxel Teva Pharma

medicines, including medicines obtained without a prescription. This is because Docet va

Pharma or other medicine may not work as well as expected and you may be more 1%& et a side
effect.

Please tell your doctor or hospital pharmacist if you are taking or have recently taken aﬂr&p

Pregnancy, breast-feeding and fertility 0\&
Ask your doctor for advice before being given any medicine. @

Docetaxel Teva Pharma must NOT be administered if you are @@mt unless clearly indicated by
your doctor. &

You must not become pregnant during treatment with a\@edlcme and you must use an effective
method of contraception during therapy because Do 1 Teva Pharma may be harmful for the
unborn baby. If pregnancy occurs during your tre t, you must immediately inform your doctor.
You must not breast-feed while you are tre@vith Docetaxel Teva Pharma.

during and up to 6 months after tre and to seek advice on conservation of sperm prior to

If you are a man being treated with D?&}el Teva Pharma you are advised not to father a child
treatment because docetaxel maw male fertility.

Driving and using machi\Q

No studies on the eff@\ the ability to drive and use machines have been performed.

How to@l)ocetaxel Teva Pharma

Docet@eva Pharma will be administered to you by a healthcare professional.
Usual dose

The dose will depend on your weight and your general condition. Your doctor will calculate your body
surface area in square meters (m?) and will determine the dose you should receive.

Method and route of administration

Docetaxel Teva Pharma will be given by infusion into one of your veins (intravenous use). The
infusion will last approximately one hour during which you will be in the hospital.

Frequency of administration
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You should usually receive your infusion once every 3 weeks.

Your doctor may change the dose and frequency of dosing depending on your blood tests, your
general condition and your response to Docetaxel Teva Pharma. In particular, please inform your
doctor in case of diarrhoea, sores in the mouth, feeling of numbness or pins and needles, fever and
give her/him results of your blood tests. Such information will allow her/him to decide whether a dose
reduction is needed. If you have any further questions on the use of this medicine, ask your doctor or
hospital pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Your doctor will discuss these with you and will explain the potential risks and benefits o

treatment. @

The most commonly reported adverse reactions of Docetaxel Teva Pharma alone Q ecrease in the
number of red blood cells or white blood cells, alopecia, nausea, vomiting, so e mouth,
diarrhoea and tiredness.

The severity of adverse events of Docetaxel Teva Pharma may be incre@ when Docetaxel Teva
Pharma is given in combination with other chemotherapeutic agent:

During the infusion at the hospital the following allergic reacti@may affect more than 1 in 10
people):

o flushing, skin reactions, itching \O

o chest tightness; difficulty in breathing

o fever or chills O

° back pain Q

o low blood pressure. é

More severe reactions may occur. o

The hospital staff will monitor yo ition closely during treatment. Tell them immediately if you

notice any of these effects.

Between infusions of Doc N% ETeva Pharma the following may occur, and the frequency may vary
with the combinations 0 icines that are received:

Very common( \ fect more than 1 in 10 people):
o 1nfect10§ crease in the number of red (anaemia), or white blood cells (which are important in
fighti ection) and platelets
%\ this happens you must tell your doctor immediately
rgic reactions as described above
loss of appetite (anorexia)
insomnia
feeling of numbness or pins and needles or pain in the joints or muscles
headache
alteration in sense of taste
inflammation of the eye or increased tearing of the eyes
swelling caused by faulty lymphatic drainage
shortness of breath
nasal drainage; inflammation of the throat and nose; cough
bleeding from the nose
sores in the mouth
stomach upsets including nausea, vomiting and diarrhoea, constipation
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abdominal pain

indigestion

hair loss (in most cases normal hair growth should return)
redness and swelling of the palms of your hands or soles of your feet which may cause your skin
to peel (this may also occur on the arms, face, or body)
change in the colour of your nails, which may detach
muscle aches and pains; back pain or bone pain

change or absence of menstrual period

swelling of the hands, feet, legs

tiredness; or flu-like symptoms

weight gain or loss.

oral candidiasis

dehydration

dizziness ’\@
hearing impaired O<

decrease in blood pressure; irregular or rapid heart beat Q
heart failure

oesophagatis &
dry mouth @
difficulty or painful swallowing (
haemorrhage @
raised liver enzymes (hence the need for regular bloo#@

Uncommon (may affect up to 1 in 100 people): \O

Common (may affect up to 1 in 10 people): b

o fainting

o at the injection site, skin reactions, phleb1 q ammation of the vein) or swelling
o inflammation of the colon, small mtes estinal perforation

[

blood clots. (J

Frequency unknown: o

o interstitial lung disease (in ation of the lungs causing coughing and difficulty breathing.
Inflammation of the lun 2@ also develop when docetaxel therapy is used with radiotherapy)

pneumonia (infecti lungs)

pulmonary ﬁbros1 rring and thickening in the lungs with shortness of breath)

blurred visio swelhng of the retina within the eye (cystoid macular odema)

decrease of &mm in your blood.

Reporting of \effects

If you g% a@lde effects talk to your doctor, hospital pharmacist or nurse. This includes any possible

side e ot listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5.  How to store Docetaxel Teva Pharma

Keep this medicine out of the sight and reach of children.

This medicine should not be used after the expiry date which is stated on the carton and vials.

Do not store above 25°C.

Do not freeze.
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Store in the original package in order to protect from light.

The premix solution should be used immediately after preparation. However the chemical and physical
stability of the premix solution has been demonstrated for 8 hours when stored either between 2°C

and 8°C or at room temperature (below 25°C).

The infusion solution should be used within 4 hours at room temperature (below 25°C).

Do not throw away any medicines via wastewater. Ask your pharmacist how to throw away medicines

no longer used. These measures will help to protect the environment.

6.  Contents of the pack and other information

What Docetaxel Teva Pharma concentrate vial contains: b
- The active substance is docetaxel. Each vial of concentrate contains 80 mg of dpc&f. Each
ml of concentrate contains 27.73 mg docetaxel. <

- The other ingredients are polysorbate 80 and 25.1% (w/w) anhydrous :,(&;QQ ;

What the solvent vial contains: Q
Water for injections. @

Docetaxel Teva Pharma concentrate for solution for infusion ifa®Jear viscous, yellow to brown-
yellow solution.

Each carton contains: \O

. one 15 ml clear glass vial with a flip-, p containing 2.88 ml concentrate and,
. one 15 ml clear glass vial with a flip®@ff cap containing 5.12 ml of solvent.

What Docetaxel Teva Pharma looks like and contents of th:

Marketing Authorisation Holder bo

Teva Pharma B.V.

Computerweg 10 .{0
3542 DR Utrecht Q

The Netherlands \

(%

Manufacturer: Q
Pharmachemie 13 \
Swensweg 5 6\

PO Box 55

2003 R em

The rlands

TEVA Pharmaceutical Works Private Limited Company
Tancsics Mihaly ut 82

2100 Godollo

Hungary

Teva Operations Poland Sp. z.0.0.
Sienkiewicza 25

99-300 Kutno

Poland

Teva Czech Industries s.r.o
Ostravska 29
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C.p. 305
747 70 Opava-Komarov
Czech Republic

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tel/Tél: +32 3 820 73 73

Buarapus

Tesa dapmacrotuxsic bearapus EOO/L

Tem: +359 2 489 95 82

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251 007 111

Danmark
Teva Denmark A/S
TIf: +45 44 98 55 11

Deutschland
Teva GmbH
Tel: +49 731 402 08

Eesti

Teva Eesti esindus UAB Sicor Biotech

Eesti filiaal
Tel: +372 661 0801

EAiLaoda
Teva EALGG ALE.
TnA: +30 210 72 79 099

Espaiia \Q

Teva Pharma, S.L..U. @
Tél: +34 91 387 3&
*

9

France \

Teva San&

Tél: + 91 78 00
Hrvatska

Pliva Hrvatska d.o.o
Tel: +385 137 20 000

Ireland
Teva Pharmaceuticals Ireland
Tel: +353 51 321 740

island
ratiopharm Oy
Simi: +358 20 180 5900

Lietuva
UAB “Sicor Biotech”
Tel: +370 5 266 02 03

Luxembourg
Teva Pharma Belgium N.V./S.A./AG
Tél: +32 3 820 73 73 b

Magyarorszag . @
\

Teva Gyogyszergyar Zrt. <
Tel.: +36 1 288 64 00 O

$
1l\)/lrzljllg:lales Ltd Q

Tel: +356 21 419 070/</2®

Nederland @

Teva Nederla: .

Tel: +31 86 8400

Nor
T mrway AS
TIK +47 66 77 55 90

&

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1 97007 0

Polska
Teva Pharmaceuticals Polska Sp. z o.0.
Tel.: +48 22 345 93 00

Portugal
Teva Pharma - Produtos Farmacéuticos Lda
Tel: +351 21 476 75 50

Roménia
Teva Pharmaceuticals S.R.L
Tel: +40 21 230 65 24

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 1 58 90 390

Slovenska republika
Teva Pharmaceuticals Slovakia s.r.0.
Tel: +421 2 5726 7911
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Italia Suomi/Finland

Teva Italia S.r.1. ratiopharm Oy

Tel: +39 028917981 Puh/Tel: +358 20 180 5900

Konpog Sverige

Teva EALGC ALE. Teva Sweden AB

TnA: +30 210 72 79 099 Tel: +46 42 12 11 00

Latvija United Kingdom

UAB Sicor Biotech filiale Latvija Teva UK Limited

Tel: +371 67 323 666 Tel: +44 1977 628 500
This leaflet was last revised in b
Other sources of information N %@

Detailed information on this medicine is available on the European Medicines Agéweb site:

http://www.ema.europa.eu/.
S

The following information is intended for healthcare professionals only@
PREPARATION GUIDE FOR USE WITH DOCETAXEL TE% PHARMA 80 mg
7

CONCENTRATE AND SOLVENT FOR SOLUTION FOR SION

Q)
It is important that you read the entire contents of thisg@ prior to the preparation of either the
Docetaxel Teva Pharma premix solution or the Doc&xe Teva Pharma infusion solution

\

1. FORMULATION xXu

Docetaxel Teva Pharma 80 mg concentratdyfor solution for infusion is a clear viscous, yellow to
brown-yellow solution containing 27bmg/ml docetaxel (anhydrous) in polysorbate 80. The solvent
for Docetaxel Teva Pharma is w{@)r injections.

\Q

2.  PRESENTATIO
Docetaxel Teva Pharfia\s supplied as single-dose vials.

Each box con ?ﬁggﬁe Docetaxel Teva Pharma vial (80 mg) and one corresponding solvent for
Docetaxel 'Jé harma vial in a carton.

Docet@eva Pharma vials should not be stored above 25°C and should be protected from light.
Docetaxel Teva Pharma should not be used after the expiry date shown on the carton and vials.

2.1 Docetaxel 80 mg vial:

. The Docetaxel 80 mg vial is a 15 ml clear glass vial with a bromobutyl rubber stopper and a
flip-off cap.
. The Docetaxel 80 mg vial contains a solution of docetaxel in polysorbate 80 at a concentration

0f 27.73 mg/ml.

Each vial contains 80 mg/2.88 ml of a 27.73 mg/ml solution of docetaxel in polysorbate 80 (fill
volume: 94.4 mg/3.40 ml). This fill volume has been established during the development of
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docetaxel to compensate for liquid loss during preparation of the premix due to foaming,
adhesion to the walls of the vial and "dead-volume". This overfill ensures that after dilution with
the entire contents of the accompanying solvent for docetaxel vial, there is a minimal extractable
premix volume of 8 ml containing 10 mg/ml docetaxel which corresponds to the labelled
amount of 80 mg per vial.

2.2 Solvent for Docetaxel 80 mg vial:
o The solvent for Docetaxel 80 mg vial is a 15 ml clear glass vial with a bromobutyl rubber
stopper and a flip-off cap.

. The solvent for Docetaxel composition is water for injections.

Each solvent vial contains 5.12 ml of water for injections (fill volume: 6.29 ml). The addition of
the entire contents of the solvent vial to the contents of the docetaxel 80 mg concentr; r

solution for infusion vial ensures a premix concentration of 10 mg/ml docetaxel. %
*
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3. RECOMMENDATIONS FOR THE SAFE HANDLING

Docetaxel Teva Pharma is an antineoplastic agent and, as with other potentially toxic compounds,
caution should be exercised when handling it and preparing Docetaxel Teva Pharma solutions. The use
of gloves is recommended.

If Docetaxel Teva Pharma concentrate, premix solution or infusion solution should come into contact
with skin, wash immediately and thoroughly with soap and water. If Docetaxel Teva Pharma
concentrate, premix solution or infusion solution should come into contact with mucous membranes,
wash immediately and thoroughly with water.

4. PREPARATION FOR THE INTRAVENOUS ADMINISTRATION
4.1 Preparation of the Docetaxel Teva Pharma premix solution (10 mg docetaxel/ml 6

4.1.1 If the vials are stored under refrigeration, allow the required number of DocetaX@va
Pharma boxes to stand at room temperature (below 25°C) for 5 minutes. O

4.1.2 Using a syringe fitted with a needle, aseptically withdraw the entire CQI(,’ t$ of the solvent for
Docetaxel Teva Pharma vial by partially inverting the vial. 0

4.1.3 Inject the entire contents of the syringe into the correspondinKDo taxel Teva Pharma vial.

4.1.4 Remove the syringe and needle and mix manually by re inversions for at least 45
seconds. Do not shake. Q

4.1.5 Allow the premix vial to stand for 5 minutes at ro emperature (below 25°C) and then
check that the solution is homogenous and clgan(foaming is normal even after 5 minutes due
to the presence of polysorbate 80 in the fo@ ion).

The premix solution contains 10 mg/ﬁ(&écetaxel and should be used immediately after
preparation. However the chemijcal physical stability of the premix solution has been
demonstrated for 8 hours when& either between +2°C and +8°C or at room temperature
(below 25°C). (O

4.2  Preparation ot@fusion solution
*

4.2.1 More th ¢)premix vial may be necessary to obtain the required dose for the patient. Based
d dose for the patient expressed in mg, aseptically withdraw the corresponding
ume containing 10 mg/ml docetaxel from the appropriate number of premix vials
aduated syringes fitted with a needle. For example, a dose of 140 mg docetaxel would
ire 14 ml docetaxel premix solution.

4.2.2 Inject the required premix volume into a 250 ml non-PVC infusion bag containing either 5%
glucose solution or sodium chloride 9 mg/ml (0.9%) solution for infusion. If a dose greater
than 200 mg of docetaxel is required, use a larger volume of the infusion vehicle so that a
concentration of 0.74 mg/ml docetaxel is not exceeded.

4.2.3 Mix the infusion bag or bottle manually using a rocking motion.
4.2.4 The Docetaxel Teva Pharma infusion solution should be used within 4 hours and should be
aseptically administered as a 1-hour infusion under room temperature (below 25°C) and

normal lighting conditions.

4.2.5 As with all parenteral products, Docetaxel Teva Pharma premix solution and infusion solution
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should be visually inspected prior to use, solutions containing a precipitate should be
discarded.

5.  DISPOSAL
All materials that have been utilised for dilution and administration should be disposed of according to

standard procedures. Do not throw away any medicines via wastewater. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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