SuU {\%
MMARY OF P e ®§O

RODUCT C)‘@fﬁ

\QO\ RISTICS

e
Oé
Q
@
)

O



1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva 20 mg/0.72 ml concentrate and solvent for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial of Docetaxel Teva 20 mg/0.72 ml concentrate contains 20 mg docetaxel. Each ml of
concentrate contains 27.73 mg docetaxel.

Excipients with known effect:
Each vial of concentrate contains 25.1% (w/w) anhydrous ethanol (181 mg of anhydrous ethano%.

For the full list of excipients, see section 6.1. @
0\%

3. PHARMACEUTICAL FORM é

Concentrate and solvent for solution for infusion. 5\’\0

The concentrate is a clear viscous, yellow to brown-yellow solution. 0

The solvent is a colourless solution. @

4, CLINICAL PARTICULARS Q@
4.1 Therapeutic indications OQ
Breast cancer \

Docetaxel Teva in combination with doxorubici@ cyclophosphamide is indicated for the adjuvant
treatment of patients with: 0

e operable node-positive brea @r
e operable node-negative br ncer

For patients with operable n segative breast cancer, adjuvant treatment should be restricted to
patients eligible to receive ¢ therapy according to internationally established criteria for primary
therapy of early breast i§er (See section 5.1).

advanced or mefastgtic breast cancer who have not previously received cytotoxic therapy for this
condition.

Doce§@’eva monotherapy is indicated for the treatment of patients with locally advanced or

Docetaxel Teva@ination with doxorubicin is indicated for the treatment of patients with locally

m breast cancer after failure of cytotoxic therapy. Previous chemotherapy should have
included an anthracycline or an alkylating agent.

Docetaxel Teva in combination with trastuzumab is indicated for the treatment of patients with
metastatic breast cancer whose tumours over express HER2 and who previously have not received
chemotherapy for metastatic disease.

Docetaxel Teva in combination with capecitabine is indicated for the treatment of patients with locally
advanced or metastatic breast cancer after failure of cytotoxic chemotherapy. Previous therapy should
have included an anthracycline.

Non-small cell lung cancer




Docetaxel Teva is indicated for the treatment of patients with locally advanced or metastatic non-small
cell lung cancer after failure of prior chemotherapy.

Docetaxel Teva in combination with cisplatin is indicated for the treatment of patients with
unresectable, locally advanced or metastatic non-small cell lung cancer, in patients who have not
previously received chemotherapy for this condition.

Prostate cancer

Docetaxel Teva in combination with prednisone or prednisolone is indicated for the treatment of
patients with metastatic castration-resistant prostate cancer.

Docetaxel Teva in combination with androgen-deprivation therapy (ADT), with or without predpisone
or prednisolone, is indicated for the treatment of patients with metastatic hormone-sensitive %ate

cancer. @

>
Gastric adenocarcinoma \%

Docetaxel Teva in combination with cisplatin and 5-fluorouracil is indicated fo thent of
patients with metastatic gastric adenocarcinoma, including adenocarcinoma of\’ astroesophageal
junction, who have not received prior chemotherapy for metastatic disease.

Head and neck cancer K @

Docetaxel Teva in combination with cisplatin and 5-fluorouraci %cated for the induction
treatment of patients with locally advanced squamous cell cagei of the head and neck.

4.2 Posology and method of administration \O

The use of docetaxel should be confined to units @ised in the administration of cytotoxic
chemotherapy and it should only be administere@ﬁer the supervision of a physician qualified in the
use of anticancer chemotherapy (see sectio .

Posology 0

For breast, non-small cell lung, @ and head and neck cancers, premedication consisting of an oral
corticosteroid, such as dexa e 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to
docetaxel administration, untessicontraindicated, can be used (see section 4.4).

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

For metastatic e-sensitive prostate cancer, irrespective of the concurrent use of prednisone or
prednisolon@r commended premedication regimen is oral dexamethasone 8 mg 12 hours, 3 hours,
and 1 ho e docetaxel infusion (see section 4.4).

Pr@tic G-CSF may be used to mitigate the risk of haematological toxicities.
Docetaxel is administered as a one-hour infusion every three weeks.

Breast cancer

In the adjuvant treatment of operable node-positive and node-negative breast cancer, the
recommended dose of docetaxel is 75 mg/m? administered 1-hour after doxorubicin 50 mg/m? and
cyclophosphamide 500 mg/m? every 3 weeks for 6 cycles (TAC regimen) (see also Dose adjustments
during treatment).

For the treatment of patients with locally advanced or metastatic breast cancer, the recommended dose
of docetaxel is 100 mg/m? in monotherapy. In first-line treatment, docetaxel 75 mg/m? is given in
combination therapy with doxorubicin (50 mg/m?).



In combination with trastuzumab the recommended dose of docetaxel is 100 mg/m? every three weeks,
with trastuzumab administered weekly. In the pivotal study the initial docetaxel infusion was started
the day following the first dose of trastuzumab. The subsequent docetaxel doses were administered
immediately after completion of the trastuzumab infusion, if the preceding dose of trastuzumab was
well tolerated. For trastuzumab dose and administration, see trastuzumab summary of product
characteristics.

In combination with capecitabine, the recommended dose of docetaxel is 75 mg/m?every three weeks,
combined with capecitabine at 1,250 mg/m?twice daily (within 30 minutes after a meal) for 2 weeks
followed by a 1-week rest period. For capecitabine dose calculation according to body surface area,
see capecitabine summary of product characteristics.

Non-small cell lung cancer

In chemotherapy naive patients treated for non-small cell lung cancer, the recommended dos en
is docetaxel 75 mg/m? immediately followed by cisplatin 75 mg/m? over 30-60 minutes. F ment
after failure of prior platinum-based chemotherapy, the recommended dose is 75 mg/mf@ ngle

agent. O
Prostate cancer ®

Metastatic castration-resistant prostate cancer
The recommended dose of docetaxel is 75 mg/m?. Prednisone or prednis mg orally twice daily

is administered continuously (see section 5.1).

Metastatic hormone-sensitive prostate cancer @

The recommended dose of docetaxel is 75 mg/m? every, ks for 6 cycles. Prednisone or
prednisolone 5 mg orally twice daily may be administered inuously.

Gastric adenocarcinoma \

The recommended dose of docetaxel is 75 mg/m? hour infusion, followed by cisplatin

75 mg/m?, as a 1-to 3-hour infusion (both on da: ly), followed by 5-fluorouracil 750 mg /m? per

day given as a 24-hour continuous infusion
Treatment is repeated every three weeks.

appropriate hydration for cisplatin a%is

5 days, starting at the end of the cisplatin infusion.

S must receive premedication with antiemetics and
tion. Prophylactic G-CSF should be used to mitigate the
ose adjustments during treatment).

risk of haematological toxicities (se

Head and neck cancer

Patients must receive pr me%lon with antiemetics and appropriate hydration (prior to and after
cisplatin admlnlstratlo lactic G-CSF may be used to mitigate the risk of haematological
toxicities. All patle@ e docetaxel-containing arm of the TAX 323 and TAX 324 studies,

received prophyla tibiotics.

Fo uction treatment of inoperable locally advanced squamous cell carcinoma of the head
SCCHN), the recommended dose of docetaxel is 75 mg/m? as a 1 hour infusion
@owed by cisplatin 75 mg/m? over 1 hour, on day one, followed by 5-fluorouracil as a
ontinuous infusion at 750 mg/m? per day for five days. This regimen is administered every
3 weeks for 4 cycles. Following chemotherapy, patients should receive radiotherapy.

) Induc &motherapy followed by radiotherapy (TAX 323)
ck (

o Induction chemotherapy followed by chemoradiotherapy (TAX 324)
For the induction treatment of patients with locally advanced (technically unresectable, low
probability of surgical cure, and aiming at organ preservation) squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m?as a 1 hour
intravenous infusion on day 1, followed by cisplatin 100 mg/m? administered as a 30-minute to
3 hour infusion, followed by 5-fluorouracil 1000 mg/m?/day as a continuous infusion from day
1 to day 4. This regimen is administered every 3 weeks for 3 cycles. Following chemotherapy,
patients should receive chemoradiotherapy.



For cisplatin and 5-fluorouracil dose modifications, see the corresponding summary of product
characteristics.

Dose adjustments during treatment

General

Docetaxel should be administered when the neutrophil count is >1,500 cells/mm?®.

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

75 to 60 mg/m2. If the patient continues to experience these reactions at 60 mg/m2, the treatment
should be discontinued.

Primary G-CSF prophylaxis should be considered in patients who receive docetaxel, doxo in and
cyclophosphamide (TAC) adjuvant therapy for breast cancer. Patients who experience
neutropenia and/or neutropenic infection should have their docetaxel dose reduced t
subsequent cycles (see sections 4.4 and 4.8). Patients who experience Grade 3
have their dose decreased to 60 mg/m2.

In combination with cisplatin 0

For patients who are dosed initially at docetaxel 75 mg/m? in combination With cisplatin and whose
nadir of platelet count during the previous course of therapy is <25 ellss/mm?, or in patients who
experience febrile neutropenia, or in patients with serious non-h logic toxicities, the docetaxel
dose in subsequent cycles should be reduced to 65 mg/m?. F% in dose adjustments, see the

Adjuvant therapy for breast cancer @

corresponding summary of product characteristics.

In combination with capecitabine \

) For capecitabine dose modifications, see ¢ @oine summary of product characteristics.

o For patients developing the first appe an%Grade 2 toxicity, which persists at the time of the

next docetaxel/capecitabine treatmenéby treatment until resolved to Grade 0-1, and resume
at 100% of the original dose.

o For patients developing the sec earance of Grade 2 toxicity, or the first appearance of
Grade 3 toxicity, at any time_g the treatment cycle, delay treatment until resolved to
Grade 0-1 and then resum @ tment with docetaxel 55 mg/mz2.

) For any subsequent ap ces of toxicities, or any Grade 4 toxicities, discontinue the
docetaxel dose. \

For trastuzumab go Ifications, see trastuzumab summary of product characteristics.

In combination)g%h\isplatin and 5-fluorouracil

If an episod@ rile neutropenia, prolonged neutropenia or neutropenic infection occurs despite
G-CSF docetaxel dose should be reduced from 75 to 60 mg/m?. If subsequent episodes of
comp neutropenia occur the docetaxel dose should be reduced from 60 to 45 mg/m?. In case of
rombocytopenia the docetaxel dose should be reduced from 75 to 60 mg/m?. Patients should
not beé retreated with subsequent cycles of docetaxel until neutrophils recover to a level

> 1,500 cellss/mm?® and platelets recover to a level > 100,000 cells/mm?. Discontinue treatment if these
toxicities persist (see section 4.4).

Recommended dose modifications for toxicities in patients treated with docetaxel in combination with
cisplatin and 5-fluorouracil (5-FU):

Toxicity Dose adjustment
Diarrhoea grade 3 First episode: reduce 5-FU dose by 20%.
Second episode: then reduce docetaxel dose by 20%.
Diarrhoea grade 4 First episode: reduce docetaxel and 5-FU doses by 20%.
Second episode: discontinue treatment.




Stomatitis/mucositis grade 3 | First episode: reduce 5-FU dose by 20%.

Second episode: stop 5-FU only, at all subsequent cycles.
Third episode: reduce docetaxel dose by 20%.
Stomatitis/mucositis grade 4 | First episode: stop 5-FU only, at all subsequent cycles.

Second episode: reduce docetaxel dose by 20%.

For cisplatin and 5-fluorouracil dose adjustments, see the corresponding summary of product
characteristics.

In the pivotal SCCHN studies patients who experienced complicated neutropenia (including prolonged
neutropenia, febrile neutropenia, or infection), it was recommended to use G-CSF to provide
prophylactic coverage (eg, day 6-15) in all subsequent cycles. e

Special populations @

&)
Patients with hepatic impairment \
Based on pharmacokinetic data with docetaxel at 100 mg/m2 as single agent, patient@ have both
h

elevations of transaminase (ALT and/or AST) greater than 1.5 times the upper il e normal
range (ULN) and alkaline phosphatase greater than 2.5 times the ULN, the re nded dose of
docetaxel is 75 mg/m? (see sections 4.4 and 5.2). For those patients with s ilirubin >ULN and/or
ALT and AST >3.5 times the ULN associated with alkaline phosphatase imes the ULN, no

dose-reduction can be recommended and docetaxel should not be usee(ggless strictly indicated.
In combination with cisplatin and 5-fluorouracil for the treatment nts with gastric
adenocarcinoma, the pivotal clinical study excluded patients wi and/or AST > 1.5 x ULN
associated with alkaline phosphatase > 2.5 x ULN, and bilir ULN; for these patients, no
dose-reductions can be recommended and docetaxel shou be used unless strictly indicated. No
data are available in patients with hepatic impairment tr by docetaxel in combination in the other

indications. O

Paediatric population

The safety and efficacy of Docetaxel Teva @iopharyngeal carcinoma in children aged 1 month to
less than 18 years have not yet been estabh

There is no relevant use of Docetaxe
cancer, non-small cell lung cancer,
including type Il and 111 less di(

n the paediatric population in the indications breast
te cancer, gastric carcinoma and head and neck cancer, not
iated nasopharyngeal carcinoma.

Elderly x‘l
Based on a population acokinetic analysis, there are no special instructions for use in the

elderly. In combipa i h capecitabine, for patients 60 years of age or more, a starting dose
reduction of capecitaine to 75% is recommended (see capecitabine summary of product

characterist':@\

Method gfdiministration
For i ons on preparation and administration of the product, see section 6.6.

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
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For breast and non-small cell lung cancers, 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 reduce the incidence and severity of fluid retention as well
as the severity of hypersensitivity reactions. For prostate cancer, the premedication is oral
dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel infusion (see section 4.2).

Haematology

Neutropenia is the most frequent adverse reaction of docetaxel. Neutrophil nadirs occurred at a median
of 7 days but this interval may be shorter in heavily pre-treated patients. Frequent monitoring of
complete blood counts should be conducted on all patients receiving docetaxel. Patients should
retreated with docetaxel when neutrophils recover to a level >1,500 cells/mm? (see section 4.2).

In the case of severe neutropenia (<500 cells/mm? for seven days or more) during a cours @
docetaxel therapy, a reduction in dose for subsequent courses of therapy or the use of ate
symptomatic measures are recommended (see section 4.2). O

In patients treated with docetaxel in combination with cisplatin and 5—f|uoroura®F), febrile
neutropenia and neutropenic infection occurred at lower rates when patientsqecgiVed prophylactic
G-CSF. Patients treated with TCF should receive prophylactic G-CSF to ghitigate the risk of
complicated neutropenia (febrile neutropenia, prolonged neutropenia gr newtropenic infection).
Patients receiving TCF should be closely monitored, (see sections @ d 4.8).

febrile neutropenia and/or neutropenic infection occurred r rates when patients received
primary G-CSF prophylaxis. Primary G-CSF prophyla"\ d be considered in patients who
receive adjuvant therapy with TAC for breast cancertQ mitigate the risk of complicated neutropenia
(febrile neutropenia, prolonged neutropenia or ne ic infection). Patients receiving TAC should
be closely monitored (see sections 4.2 and 4.8).

In patients treated with docetaxel in combination with doxorubi d cyclophosphamide (TAC),
ul

Gastrointestinal reactions C)

Caution is recommended for patient@ neutropenia, particularly at risk for developing
gastrointestinal complications. Al gh majority of cases occurred during the first or second cycle of
erocolitis could develop at any time, and could lead to death as early

docetaxel containing regime
as on the first day of onsgt. %ts should be closely monitored for early manifestations of serious
gastrointestinal toxicity,%

sections 4.2, 4.4 Haematology, and 4.8).
Hypersensitivity Y@ns

Patients sholONoe"0bserved closely for hypersensitivity reactions especially during the first and
second infusiohs. Hypersensitivity reactions may occur within a few minutes following the initiation
of thetinfigSion of docetaxel, thus facilities for the treatment of hypotension and bronchospasm should
be%le. 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. Patients who have previously experienced a
hypersensitivity reaction to paclitaxel may be at risk to develop hypersensitivity reaction to docetaxel,
including more severe hypersensitivity reaction. These patients should be closely monitored during
initiation of docetaxel therapy.

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).

Severe Cutaneous Adverse Reactions (SCARs) such as Stevens-Johnson Syndrome (SJS), Toxic
Epidermal Necrolysis (TEN) and Acute Generalized Exanthematous Pustulosis (AGEP) have been
reported with docetaxel treatment. Patients should be informed about the signs and symptoms of
serious skin manifestations and closely monitored. If signs and symptoms suggestive of these reactions
appear discontinuation of docetaxel should be considered.

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

Respiratory disorders 6
Acute respiratory distress syndrome, interstitial pneumonia/pneumonitis, interstitial lu p %se,

pulmonary fibrosis and respiratory failure have been reported and may be associate
outcome. Cases of radiation pneumonitis have been reported in patients receivi

radiotherapy. Xﬁ

If new or worsening pulmonary symptoms develop, patients should be closeQ itored, promptly
investigated, and appropriately treated. Interruption of docetaxel therapy% mmended until
diagnosis is available. Early use of supportive care measures may help improve the condition. The
benefit of resuming docetaxel treatment must be carefully evaluate

Patients with liver impairment (\Q

In patients treated with docetaxel at 100 mg/m? as sing t who have serum transaminase levels
(ALT and/or AST) greater than 1.5 times the ULN cgqcurrent with serum alkaline phosphatase levels
greater than 2.5 times the ULN, there is a higher ti developing severe adverse reactions such as

toxic deaths including sepsis and gastrointestinaMNgaémorrhage which can be fatal, febrile neutropenia,
infections, thrombocytopenia, stomatitis an henia. Therefore, the recommended dose of docetaxel
in those patients with elevated liver functiog tgst (LFTs) is 75 mg/m? and LFTs should be measured at
baseline and before each cycle (see s 5@4.2).

For patients with serum bilirubin lev LN and/or ALT and AST >3.5 times the ULN concurrent
with serum alkaline phosphatas @s >6 times the ULN, no dose-reduction can be recommended
and docetaxel should not be unless strictly indicated.

In combination with cis ati@i 5-fluorouracil for the treatment of patients with gastric
adenocarcinoma, the pi chinical study excluded patients with ALT and/or AST > 1.5 x ULN
associated with alkali gb)sphatase > 2.5 x ULN, and bilirubin> 1 x ULN; for these patients, no

dose-reductions e¥ecommended and docetaxel should not be used unless strictly indicated. No
data are availabl€ ig\patients with hepatic impairment treated by docetaxel in combination in the other
indications. BN

Patie th renal impairment

Thergare no 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
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.

Ventricular arrhythmia including ventricular tachycardia (sometimes fatal) has been reported in
patients treated with docetaxel in combination regimens including doxorubicin, 5-fluorouracil and/ or

cyclophosphamide (see section 4.8).
Baseline cardiac assessment is recommended.

Eye disorders

Cystoid macular oedema (CMO) has been reported in patients treated with docetaxel. Patients

impaired vision should undergo a prompt and complete ophthalmologic examination. In cas is
diagnosed, docetaxel treatment should be discontinued and appropriate treatment initiatgd ction
4.8). K\

Second primary malignancies QO

Second primary malignancies have been reported when docetaxel was giver@nbinaﬁon with
anticancer treatments known to be associated with second primary maligr@ S. Second primary
malignancies (including acute myeloid leukemia, myelodysplastic syndront and non-Hodgkin
lymphoma) may occur several months or years after docetaxel-con therapy. Patients should be

monitored for second primary malignancies (see section 4.8). Q

Tumour Lysis Syndrome O

Tumour lysis syndrome has been reported with doc@ﬁer the first or the second cycle (see section
4.8). Patients at risk of tumour lysis syndrome (e renal impairment, hyperuricemia, bulky
tumour, rapid progression) should be closely, mo%ed. Correction of dehydration and treatment of
high uric acid levels are recommended prioémitiation of treatment.

Others 60

Contraceptive measures must b @1 by both men and women during treatment and for men at least

6 months after cessation of t (see section 4.6).
The concomitant use o taxel with strong CYP3A4 inhibitors (e.g., ketoconazole, itraconazole,
clarithromycin, indipayig,Mefazodone, nelfinavir, ritonavir, saquinavir, telithromycin and
voriconazole) shd avoided (see section 4.5).
*
Additional i0msS for use in adjuvant treatment of breast cancer
Complicated neutropenia
F ts who experience complicated neutropenia (prolonged neutropenia, febrile neutropenia or

infection), G-CSF and dose reduction should be considered (see section 4.2).

Gastrointestinal reactions

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

Congestive heart failure (CHF)

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




Patients with 4+ nodes

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

Elderly

Cautions for use in adjuvant treatment of breast cancer
There are limited data available in patients > 70 years of age on docetaxel use in combination with
doxorubicin and cyclophosphamide.

Cautions for use in castration-resistant prostate cancer
Of the 333 patients treated with docetaxel every three weeks in a prostate cancer study (TAX 326
209 patients were 65 years of age or greater and 68 patients were older than 75 years. In p@

he

treated with docetaxel every three weeks, the incidence of related nail changes occurred,a

> 10% higher in patients who were 65 years of age or greater compared to younger patj h%
incidence of related fever, diarrhoea, anorexia, and peripheral oedema occurred at raé&l % higher
in patients who were 75 years of age or greater versus less than 65 years. 5&

Cautions for use in hormone-sensitive prostate cancer Q
Of the 545 patients treated with docetaxel every 3 weeks in a hormone-s prostate cancer study
(STAMPEDE), 296 patients were 65 years of age or older, and 48 patients'ere 75 years of age or
older. More patients aged >65 years in the docetaxel arm reported ensitivity reaction,
neutropenia, anaemia, fluid retention, dyspnea, and nail change compared to the patients aged
less than 65 years. None of these increases in frequency reac difference with the control arm.
In patients who were 75 years of age or older, when com 0 younger patients, neutropenia,
anaemia, diarrhea, dyspnea and upper respiratory tract I n were reported with a greater incidence

(at least 10% higher). O

Cautions for use in gastric adenocarcinoma%

Among the 300 (221 patients in the phase It of the study and 79 patients in the phase Il part)
patients treated with docetaxel in combin ith cisplatin and 5-fluorouracil in the gastric cancer
study, 74 were 65 years of age or oldﬁ& patients were 75 years of age or older. The incidence of
serious adverse events was higher jn r people compared to younger patients.

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

Older people treated W?b F

Excipients ’\Q
Ethanol .
This medici \'oduct contains 181 mg of alcohol (ethanol anhydrous) in each vial (25.1 % (w/w)).

ould be closely monitored.

Ado 0 mg/m? of this medicine administered to an adult weighing 70 kg would result in

ex e'to 23 mg/kg of ethanol which may cause a rise in blood alcohol concentration (BAC) of
about™ mg/100 ml.

For comparison, for an adult drinking a glass of wine or 500 ml of beer, the BAC is likely to be about
50 mg/100 ml.

Because this medicine is usually given slowly over 1 hour, the effects of alcohol may be reduced.

Co-administration with medicines containing e.g. propylene glycol or ethanol may lead to
accumulation of ethanol and induce adverse effects, in particular in young children with low or
immature metabolic capacity.

Harmful for those suffering from alcoholism.

To be taken into account in pregnant or breastfeeding women and children.
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Consideration should be given to possible effects on the central nervous system.
4.5 Interaction with other medicinal products and other forms of interaction
The amount of alcohol in this medicinal product may alter the effects of other medicinal products.

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 ciclosporine, ketoconazole and erythromycin. 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.

In case of combination with CYP3A4 inhibitors, the occurrence of docetaxel adverse reactio
increase, as a result of reduced metabolism. If the concomitant use of a strong CYP3AA4,ink
ketoconazole, itraconazole, clarithromycin, indinavir, nefazodone, nelfinavir, ritonavir inavir,
telithromycin and voriconazole) cannot be avoided, a close clinical surveillance is W&Gd and a

dose adjustment of docetaxel may be suitable during the treatment with the stro A4 inhibitor
(see section 4.4). In a pharmacokinetic study with 7 patients, the co—administreh%(o? docetaxel with
the strong CYP3A4 inhibitor ketoconazole leads to a significant decrease in xel clearance by

49%

Docetaxel pharmacokinetics in the presence of prednisone was studie@%ents with metastatic
prostate cancer. Docetaxel is metabolised by CYP3A4 and prednis% known to induce CYP3A4.
No statistically significant effect of prednisone on the pharmaco s of docetaxel was observed.

Docetaxel is highly protein bound (>95%). Although the ﬁ’@é in vivo interaction of docetaxel with
concomitantly administered medicinal product has not vestigated formally, in vitro interactions
with tightly protein-bound agents such as erythromygi henhydramme propranolol, propafenone,
phenytoin, salicylate, sulfamethoxazole and sodi roate did not affect protein binding of
docetaxel. In addition, dexamethasone did not a@protein binding of docetaxel. Docetaxel did not
influence the binding of digitoxin.

The pharmacokinetics of docetaxel, dgx@rubicin and cyclophosphamide were not influenced by their
co-administration. Limited data fro ingle uncontrolled study were suggestive of an interaction
between docetaxel and carboplatif. When combined to docetaxel, the clearance of carboplatin was
about 50% higher than value iously reported for carboplatin monotherapy.

4.6 Fertility, pregn@@n lactation
Pregnancy ‘\Q

tion on the use of docetaxel in pregnant women. Docetaxel has been shown to be
ic and foetotoxic in rabbits and rats, and to reduce fertility in rats. As with other
cytot dicinal products, docetaxel may cause foetal harm when administered to pregnant
w@herefore, docetaxel must not be used during pregnancy unless clearly indicated.

There is no
both emb

Women of childbearing age receiving docetaxel should be advised to avoid becoming pregnant, and to
inform the treating 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
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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. The amount of
alcohol in this medicinal product and the side effects of the product may impair the ability to driye or

use machines (see sections 4.4 and 4.8). Therefore, patients should be warned of the potential i
of the amount of alcohol and the side effects of this medicinal product on the ability to drive
machines, and be advised not to drive or use machines if they experience these side effect

treatment. K\
4.8 Undesirable effects \’\QO

Summary of the safety profile for all indications

have been obtained in:
o 1,312 and 121 patients who received 100 mg/m2 and 75 f docetaxel as a single agent

The adverse reactions considered to be possibly or probably related ter%ninistration of docetaxel

respectively.
258 patients who received docetaxel in combinatio Qoxorubicin.
406 patients who received docetaxel in combinatb@h cisplatin.

92 patients treated with docetaxel in combinatieq with trastuzumab.
255 patients who received docetaxel in co&on with capecitabine.
332 patients (TAX327) who received
(clinically important treatment relate

o 1,276 patients (744 and 532 in TA

cetaxel in combination with prednisone or prednisolone

rse events are presented).

and GEICAM 9805 respectively) who received
docetaxel in combination with bicin and cyclophosphamide (clinically important
treatment related adverse ey e presented).

o 300 gastric adenocarcino ients (221 patients in the phase Il part of the study and
79 patients in the pha rt) who received docetaxel in combination with cisplatin and
5-fluorouracil (clinicall portant treatment related adverse events are presented).

o 174 and 251 hea neck cancer patients who received docetaxel in combination with cisplatin
and 5-fluorpur@sil*Clinically important treatment related adverse events are presented).

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

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

The most commonly reported adverse reactions of docetaxel alone are: neutropenia (which was
reversible and not cumulative; the median day to nadir was 7 days and the median duration of severe
neutropenia (<500 cellsy/mm?) was 7 days), anaemia, alopecia, nausea, vomiting, stomatitis, diarrhoea
and asthenia. The severity of adverse events of docetaxel may be increased when docetaxel is given in
combination with other chemotherapeutic agents.
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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 Il study in breast cancer patients failing anthracycline treatment are presented (see
capecitabine summary of product characteristics).

For combination with ADT and with prednisone or prednisolone (STAMPEDE study), adverse events
occurring over the 6 cycles of treatment with docetaxel and having at least 2% higher incidence in the
docetaxel treatment arm by comparison to the control arm, are presented, using the CTCAE grading
scale.

The following adverse reactions are frequently observed with docetaxel: @6
L 2

Immune system disorders \%

Hypersensitivity reactions have generally occurred within a few minutes followi tart of the

infusion of docetaxel and were usually mild to moderate. The most frequently téd symptoms

were flushing, rash with or without pruritus, chest tightness, back pain, dysppoga and fever or chills.

Severe reactions were characterised by hypotension and/or bronchospas eralized

rash/erythema (see section 4.4). K
Nervous system disorders @

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

Skin and subcutaneous tissue disorders Q

Reversible cutaneous reactions have bee @rved and were generally considered as mild to
moderate. Reactions were characteri rash including localised eruptions mainly on the feet and
hands (including severe hand and fo drome), but also on the arms, face or thorax, and frequently

associated with pruritus. Eruptigng ggnerally occurred within one week after the docetaxel infusion.
Less frequently, severe symptams stich as eruptions followed by desquamation which rarely lead to
interruption or discontin atid Of docetaxel treatment were reported (see sections 4.2 and 4.4). Severe
nail disorders are charactenised by hypo- or hyperpigmentation and sometimes pain and onycholysis.

ministration site conditions

General dlsorderSK‘

*

fons were generally mild and consisted of hyper pigmentation, inflammation,
ss of the skin, phlebitis or extravasation and swelling of the vein.

Fluid n includes events such as peripheral oedema and less frequently pleural effusion,
pe@l effusion, ascites and weight gain. The peripheral oedema usually starts at the lower
extremities and may become generalised with a weight gain of 3 kg or more. Fluid retention is
cumulative in incidence and severity (see section 4.4).

Tabulated list of adverse reactions in breast cancer for Docetaxel 100 mg/m2 single agent

MedDRA system Very common adverse | Common adverse Uncommon adverse
organ classes reactions reactions reactions
Infections and Infections (G3/4: 5.7%; | Infection associated
infestations including sepsis and with G4 neutropenia
pneumonia, fatal in (G3/4: 4.6%)
1.7%)
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MedDRA system

Very common adverse

Common adverse

Uncommon adverse

organ classes reactions reactions reactions
Blood and lymphatic Neutropenia (G4: Thrombocytopenia
system disorders 76.4%); (G4: 0.2%)

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

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

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 4.1%);
Peripheral motor
neuropathy (G3/4: 4%);
Dysgeusia (severe:
0.07%)

%)
%)
N\
C§

Cardiac disorders

0.7%) N

Arrhythmia (G3/4: :;ba diac failure

Vascular disorders

U

Hypotension;

Respiratory, thoracic

Dyspnoea (severe:

Hypertensiop; K
Haemorr%/
oo

and mediastinal 2.7%)

disorders

Gastrointestinal Stomatitis (G3/4: 5.3%); | Cohstipation (severe Oesophagitis (severe:
disorders Diarrhoea (G3/4: 4%); .2%); 0.4%)

Nausea (G3/4: 4%);
Vomiting (G3/4: ?%)'

N

Abdominal pain
(severe 1%);
Gastrointestinal
haemorrhage (severe:
0.3%)

Skin and subcutaneous
tissue disorders

N

N

tion (G3/4:

Alop

aild isorders (severe:
.6%)

Musculoskeletal a&&\

connective tISS

Myalgia (severe: 1.4%)

Arthralgia

dlsorders
s and

General

mlg n site

Fluid retention (severe:
6.5%);

Asthenia (severe:
11.2%);

Pain

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

Investigations

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

G3/4 AST increased
(< 3%);

G3/4 ALT increased

(< 2%)
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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 reacéions

were reversible within 21 days.
% median

derate and

General disorders and administration site conditions
The median cumulative dose to treatment discontinuation was more than 1,000 mg/m?
time to fluid retention reversibility was 16.4 weeks (range 0 to 42 weeks). The onse

severe retention is delayed (median cumulative dose: 818.9 mg/m?) in patients
compared with patients without premedication (median cumulative dose: 489,
has been reported in some patients during the early courses of therapy.

Tabulated list of adverse reactions in non-small cell lung cancer fo

edication
m?); however, it

»

MedDRA system organ
classes

Very common adverse
reactions

r Dece 75 mg/m? single agent
émmon adverse reactions

Infections and infestations

Infections (G3/4: 5%) AN

Blood and lymphatic system
disorders

Neutropenia (G4: 54.2%)% N\
Anaemia (G3/4: 10.
Thrombocytopenia{(G4: 1.7%)

Febrile neutropenia

Immune system disorders PaN\ Hypersensitivity (no severe)
Metabolism and nutrition Anorexia,, N\

disorders Pad

Nervous system disorders Perip ensory neuropathy | Peripheral motor neuropathy

(@\%

(G3/4: 2.5%)

Cardiac disorders

Arrhythmia (no severe)

Vascular disorders

Hypotension

{

Q}Q

Gastrointestinal disorders

» Nausea (G3/4: 3.3%);
Stomatitis (G3/4: 1.7%);
Vomiting (G3/4: 0.8%);
Diarrhoea (G3/4: 1.7%)

Constipation

Skin and subcut&}\s tissue

disorders

Alopecia;
Skin reaction (G3/4: 0.8%)

Nail disorders (severe: 0.8%)

aMand connective

Myalgia

Asthenia (severe: 12.4%);
Fluid retention (severe: 0.8%);
Pain

Investigations

G3/4 Blood bilirubin increased
(< 2%)

Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m2 in combination with

doxorubicin

MedDRA system
organ classes

Very common
adverse reactions

reactions

Common adverse

Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4: 7.8%)

Blood and lymphatic

Neutropenia (G4:
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system disorders

91.7%);

Anaemia (G3/4: 9.4%);
Febrile neutropenia;
Thrombocytopenia

(G4: 0.8%)
Immune system Hypersensitivity (G3/4:
disorders 1.2%)
Metabolism and Anorexia

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 0.4%)

Peripheral motor
neuropathy (G3/4:
0.4%)

Cardiac disorders

Cardiac failure;
Arrhythmia (no severe)

O

Vascular disorders

‘bg

Hypotensio

Gastrointestinal
disorders

Nausea (G3/4: 5%);
Stomatitis (G3/4:
7.8%);

Diarrhoea (G3/4:
6.2%);

Vomiting (G3/4: 5%);
Constipation

\\
O
&

Skin and subcutaneous | Alopecia;

tissue disorders Nail disorders (severe: Q
0.4%); Q
Skin reaction (no
severe) \0

(\®

Musculoskeletal and
connective tissue
disorders

<

@alﬁia

N

General disorders and
administration site
conditions

Asthenia (severee)\

8.1%);
Fluid rete vere:
1.2%);

Pain KO

Infusion site reaction

Investigations

\\C)\

Q

G3/4 Blood bilirubin
increased (< 2.5%);
G3/4 Blood alkaline
phosphatase increased

(< 2.5%)

G3/4 AST increased
(< 1%);
G3/4 ALT increased
(< 1%)

Tabul tM’Qﬂ‘ adverse reactions in non-small cell lung cancer for Docetaxel 75 mg/mZin

with cisplatin

MedDRA system
organ classes

Very common adverse
reactions

Common adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4: 5.7%)

Blood and lymphatic
system disorders

Neutropenia (G4:
51.5%);

Anaemia (G3/4: 6.9%);
Thrombocytopenia (G4:
0.5%)

Febrile neutropenia

Immune system
disorders

Hypersensitivity (G3/4:

2.5%)
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Metabolism and Anorexia

nutrition disorders

Nervous system
disorders

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

Cardiac disorders

Arrhythmia (G3/4:
0.7%)

Cardiac failure

Vascular disorders

Hypotension (G3/4:
0.7%)

Gastrointestinal

Nausea (G3/4: 9.6%);

Constipation

O

disorders Vomiting (G3/4: 7.6%);
Diarrhoea (G3/4: 6.4%);
Stomatitis (G3/4: 2%)
Skin and Alopecia;
subcutaneous tissue | Nail disorders (severe: &
disorders 0.7%); O

0.2%)

Skin reaction (G3/4:

ool
o

RN

Musculoskeletal and
connective tissue
disorders

Myalgia (severe: 0.5%)

{

%

General disorders
and administration

site conditions 0.7%);

Asthenia (severe: 9.9%);
Fluid retention (severe:

Fever (G3/4: 1.2%)

Pain

O

Infusion site r@%;

Investigations

G3 od bilirubin
figreased (2.1%);

/4 ALT increased
}1.3%)

\

G3/4 AST increased
(0.5%);

G3/4 Blood alkaline
phosphatase increased
(0.3%)

Tabulated list of adverse reactions i

N
\J

trastuzumab

n@ cancer for Docetaxel 100 mg/m? in combination with

O

MedDRA system organ cl %
AN

Very common adverse reactions

Common adverse
reactions

Blood and lymphatic s@ -
disorders . Q

*

Neutropenia (G3/4: 32%);
Febrile neutropenia (includes
neutropenia associated with fever
and antibiotic use) or neutropenic

Q sepsis
Metabolj d nutrition Anorexia
dis rw

Ps ric disorders Insomnia

Nervous system disorders

Paraesthesia; Headache;
Dysgeusia; Hypoaesthesia

Eye disorders

Lacrimation increased;
Conjunctivitis

Cardiac disorders

Cardiac failure

Vascular disorders

Lymphoedema

Respiratory, thoracic and
mediastinal disorders

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

Gastrointestinal disorders

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

Skin and subcutaneous tissue
disorders

Alopecia; Erythema; Rash; Nail
disorders

Musculoskeletal and connective
tissue disorders

Myalgia; 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

Description of selected adverse reactions in breast cancer for Docetaxel 100 mg/m? in combinati
with trastuzumab 8

zumab arm,
ocetaxel arm

Cardiac disorders

Symptomatic cardiac failure was reported in 2.2% of the patients who received docet
trastuzumab compared to 0% of patients given docetaxel alone. In the docetaxel plu
64% had received a prior anthracycline as adjuvant therapy compared with 55‘{\"

alone. 0

Blood and lymphatic system disorders @

Very common: Haematological toxicity was increased in patients rece%ien rastuzumab and
docetaxel, compared with docetaxel alone (32% grade 3/4 neutrop rsus 22%, using NCI-CTC
criteria). Note that this is likely to be an underestimate since do&alone at a dose of 100 mg/m? is
known to result in neutropenia in 97% of patients, 76% grad d on nadir blood counts. The
reased in patients treated with

incidence of febrile neutropenia/neutropenic sepsis was a
Herceptin plus docetaxel (23% versus 17% for patients

with docetaxel alone).

Tabulated list of adverse reactions in breast canc@ocetaxel 75 mag/m?2 in combination with

capecitabine

XN

MedDRA system organ
classes

Ver‘&hﬂion adverse

Common adverse reactions

Infections and infestations

<3

Oral candidiasis (G3/4: <1%)

Blood and lymphatic system
disorders

\

utropenia (G3/4: 63%);
» Anaemia (G3/4: 10%)

Thrombocytopenia (G3/4: 3%)

N
Metabolism and nutritighy >
disorders . Pb

Anorexia (G3/4: 1%);
Decreased appetite

Dehydration (G3/4: 2%)

e
Nervous system &l;@ders
*

Dysgeusia (G3/4: <1%);
Paraesthesia (G3/4: <1%)

Dizziness;
Headache (G3/4: <1%);
Neuropathy peripheral

Eye dis Lacrimation increased
Respi , thoracic and Pharyngolaryngeal pain (G3/4: | Dyspnoea (G3/4: 1%);
me inal disorders 2%) Cough (G3/4: <1%);

Epistaxis (G3/4: <1%)

Gastrointestinal disorders

Stomatitis (G3/4: 18%);
Diarrhoea (G3/4: 14%);
Nausea (G3/4: 6%);
Vomiting (G3/4: 4%);
Constipation (G3/4: 1%);
Abdominal pain (G3/4: 2%);
Dyspepsia

Abdominal pain upper;
Dry mouth

Skin and subcutaneous tissue
disorders

Hand-foot syndrome (G3/4:
24%);

Alopecia (G3/4: 6%);

Dermatitis;
Rash erythematous (G3/4:
<1%);

18




Nail disorders (G3/4: 2%)

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
administration site conditions

Asthenia (G3/4: 3%);

Pyrexia (G3/4: 1%);

Fatigue/ weakness (G3/4: 5%);
Oedema peripheral (G3/4: 1%)

Lethargy;
Pain

Investigations

Weight decreased;
G3/4 Blood bilirubin increased
(9%)

Tabulated list of adverse reactions in metastatic castration-resistant prostate cancer for Docetaxb
75 mg/m2 in combination with prednisone or prednisolone

o
tions

*
MedDRA system organ Very common adverse Common adver‘\ga(
classes reactions &)
Infections and infestations Infection (G3/4: 3.3%) N
Blood and lymphatic system Neutropenia (G3/4: 32%); Throm enia (G3/4:
disorders Anaemia (G3/4: 4.9%) 0.6%);
Febridémeutropenia

Immune system disorders

Metabolism and nutrition
disorders

Anorexia (G3/4: 0.6%)

ﬂzpersensitivity (G3/4: 0.6%)

Nervous system disorders

Peripheral sensory neuro
(G3/4: 1.2%);

Dysgeusia (G3/4: 0070)\9

Peripheral motor neuropathy
(G3/4: 0%)

Eye disorders

O

Lacrimation increased (G3/4:
0.6%)

Cardiac disorders

£

Cardiac left ventricular function
decrease (G3/4: 0.3%)

Respiratory, thoracic and
mediastinal disorders

&

Epistaxis (G3/4: 0%);
Dyspnoea (G3/4: 0.6%);
Cough (G3/4: 0%)

Gastrointestinal disorders

Q}Q

\

usea (G3/4: 2.4%);
*Diarrhoea (G3/4: 1.2%);
Stomatitis/Pharyngitis (G3/4:
0.9%);
Vomiting (G3/4: 1.2%)

<
Skin and subcutcgg%issue

disorders 44

Alopecia;
Nail disorders (no severe)

Exfoliative rash (G3/4: 0.3%)

Musculoske‘ etal*and connective
tissuedi S

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

Gener orders and
ad ration site conditions

Fatigue (G3/4: 3.9%);
Fluid retention (severe 0.6%)

Tabulated list of adverse reactions in high-risk locally advanced or metastatic hormone-sensitive

prostate cancer for docetaxel 75 mg/m2 in combination with prednisone or prednisolone and ADT

(STAMPEDE study)

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Blood and lymphatic system
disorders

Neutropenia (G3-4: 12 %)
Anaemia
Febrile neutropenia (G3-4: 15%)

Immune system disorders

Hypersensitivity (G3-4: 1%)
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Endocrine disorders

Diabetes (G3-4: 1%)

Metabolism and nutrition Anorexia
disorders

Psychiatric disorders Insomnia (G3: 1%)

Nervous system disorders Peripheral sensory neuropathy Dizziness

(>G3: 2%)?
Headache

Eye disorders

Blurred vision

Cardiac disorders

Hypotension (G3: 0%)

Respiratory, thoracic and
mediastinal disorders

Dyspnea (G3: 1%)

Coughing (G3: 0%)

Upper respiratory tract infection
(G3: 1%)

o
%)
o

Pharyngitis (G3: 0%)

Gastrointestinal disorders

Diarrhea (G3: 3%)
Stomatitis (G3: 0%)
Constipation (G3: 0%)
Nausea (G3: 1%)
Dyspepsia

Abdominal pain (G3: 0%)
Flatulence

Vomiting (G3:®\

Skin and subcutaneous tissue
disorders

Alopecia (G3: 3%)?
Nail changes (G3: 1%) Ao

Musculoskeletal and
connective tissue disorders

Myalgia \U N

O
General disorders and Lethargy (G3-L@V Fever (G3: 1%)
administration site conditions | Flu-like symptoms (G3: 0%) Oral candidiasis
Asthenia %) Hypocalcaemia (G3: 0%)

Fluid r ion

Hypophosphataemia (G3-4: 1%)
Hypokalaemia (G3: 0%)

aFrom the GETUG AFU15 study

Tabulated list of adverse reagcti

for adjuvant therapy with Docetaxel 75 mg/m2 in combination with

doxorubicin and cyclophgsp

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

(GEICAM 9805) breas

er — pooled data

MedDRA system\ Very common Common adverse Uncommon adverse
organ classgs, adverse reactions reactions reactions
Infections 56\ Infection (G3/4: 2.4%);
mfestatl Neutropenic infection
(G3/4: 2.6%)
TI lymphatic | Anaemia (G3/4: 3%);
systern disorders Neutropenia (G3/4:
59.2%);
Thrombocytopenia
(G3/4: 1.6%);
Febrile neutropenia
(G3/4: NA)
Immune system Hypersensitivity (G3/4:
disorders 0.6%)
Metabolism and Anorexia (G3/4: 1.5%)
nutrition disorders
Nervous system Dysgeusia (G3/4: Peripheral motor Syncope (G3/4: 0%);
disorders 0.6%); neuropathy Neurotoxicity (G3/4:
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MedDRA system Very common Common adverse Uncommon adverse
organ classes adverse reactions reactions reactions
Peripheral sensory (G3/4: 0%) 0%);
neuropathy (G3/4: Somnolence (G3/4:
<0.1%) 0%)
Eye disorders Conjunctivitis (G3/4: Lacrimation increased
<0.1%) (G3/4: <0.1%)
Cardiac disorders Arrhythmia (G3/4:
0.2%)
Vascular disorders Hot flush (G3/4: 0.5%) | Hypotension (G3/4: Lymphoedema ((@
0%); 0%) @
Phlebitis (G3/4: 0%) « CAa
Respiratory, thoracic Cough (G3/4: 0%) &\"’
and mediastinal O
disorders
Gastrointestinal Nausea (G3/4: 5.0%); | Abdominal pain (G3/4: @
disorders Stomatitis (G3/4: 0.4%) \b
6.0%); @»
Vomiting (G3/4: &
4.2%); @
Diarrhoea (G3/4:
3.4%); QQ
Constipation (G3/4:
0.5%) O
Skin and subcutaneous | Alopecia (persisting: O
tissue disorders <3%); <\
Skin disorder (G3/4;
0.6%);
Nail dlsorders
0.4%)
Musculoskeletal and Myalglw 7%);
connective tissue Arth G3/4:
disorders
Reproductive system @orrhoea (G3/4:
and breast disorders Q§A
General disorder, 3@& Asthenia (G3/4:
administrati hs\é) 10.0%);
conditions 6 Pyrexia (G3/4: NA);
Oedema peripheral
(G3/4: 0.2%)
ma‘flons 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-neqgative (GEICAM 9805) breast cancer

Nervous system disorders
In study TAX316 peripheral sensory neuropathy started during the treatment period and persisted into
the follow-up period in 84 patients (11.3%) in TAC arm and 15 patients (2%) in FAC arm. At the end
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of the follow-up period (median follow-up time of 8 years), peripheral sensory neuropathy was
observed to be ongoing in 10 patients (1.3%) in TAC arm, and in 2 patients (0.3%) in FAC arm.

In GEICAM 9805 study peripheral sensory neuropathy that started during the treatment period
persisted into the follow-up period in 10 patients (1.9%) in TAC arm and 4 patients (0.8%) in FAC
arm. At the end of the follow-up period (median follow-up time of 10 years and 5 months), peripheral
sensory neuropathy was observed to be ongoing in 3 patients (0.6%) in TAC arm, and in 1 patient
(0.2%) in FAC arm.

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.

In GEICAM 9805 study, 3 patients (0.6%) in TAC arm and 3 patients (0.6%) in FAC arm de
congestive heart failure during the follow-up period. At the end of the follow-up period (a edian
follow-up time of 10 years and 5 months), no patients had CHF in TAC arm and 1 p@ AC arm

died because of dilated cardiomyopathy, and CHF was observed to be ongoing in 1 t (0.2%) in

FAC arm. Q
N

Skin and subcutaneous tissue disorders Q
In study TAX316 alopecia persisting into the follow-up period after the e@ hemotherapy was
reported in 687 of 744 TAC patients (92.3%) and 645 of 736 FAC patients¥87.6%).

At the end of the follow-up period (actual median follow-up time oﬁears), alopecia was observed to
be ongoing in 29 TAC patients (3.9%) and 16 FAC patients (2.2%):

In GEICAM 9805 study alopecia that started during the treat iod and persisted into the follow-
up period was observed to be ongoing in 49 patients (9.2% arm and 35 patients (6.7%) in
FAC arm. Alopecia related to study drug started or wo @during the follow-up period in

42 patients (7.9%) in TAC arm and 30 patients (5.8%)in FAC arm. At the end of the follow-up period
(median follow-up time of 10 years and 5 months ecia was observed to be ongoing in 3 patients
(0.6%) in TAC arm, and in 1 patient (0.2%) in F)@rm.

N

ing the treatment period and persisted into the follow-up
period after the end of chemotherapylwas reported in 202 of 744 TAC patients (27.2%) and 125 of 736
FAC patients (17.0%). Amenorrhéa Was observed to be ongoing at the end of the follow-up period
(median follow-up time of 8 n 121 of 744 TAC patients (16.3%) and 86 FAC patients (11.7%).
In GEICAM 9805 study am hoea that started during the treatment period and persisted into the
follow-up period was o edto be ongoing in 18 patients (3.4%) in TAC arm and 5 patients (1.0%)
in FAC arm. At the he follow-up period (median follow-up time of 10 years and 5 months),
amenorrhoea was ghisefved to be ongoing in 7 patients (1.3%) in TAC arm, and in 4 patients (0.8%) in

FAC arm. ,\0

General di rs and administration site conditions
In Stig 316 peripheral oedema that started during the treatment period and persisted into the

Reproductive system and breast disorder
In TAX316 amenorrhoea that started<

fo period after the end of chemotherapy was observed in 119 of 744 TAC patients (16.0%) and
23 0w 36 FAC patients (3.1%). At the end of the follow-up period (actual median follow-up time of 8
years), peripheral oedema was ongoing in 19 TAC patients (2.6%) and 4 FAC patients (0.5%).

In study TAX316 lymphoedema that started during the treatment period and persisted into the follow-
up period after the end of chemotherapy was reported in 11 of 744 TAC patients (1.5%) and 1 of 736
FAC patients (0.1%). At the end of the follow-up period (actual median follow-up time of 8 years),
lymphoedema was observed to be ongoing in 6 TAC patients (0.8%) and 1 FAC patient (0.1%).

In study TAX316 asthenia that started during the treatment period and persisted into the follow-up
period after the end of chemotherapy was reported in 236 of 744 TAC patients (31.7%) and 180 of 736
FAC patients (24.5%). At the end of the follow-up period (actual median follow-up time of 8 years),
asthenia was observed to be ongoing in 29 TAC patients (3.9%) and 16 FAC patients (2.2%).
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In study GEICAM 9805 peripheral oedema that started during the treatment period persisted into the
follow-up period in 4 patients (0.8%) in TAC arm and in 2 patients (0.4%) in FAC arm. At the end of
the follow-up period (median follow-up time of 10 years and 5 months), no patients (0%) in TAC arm
had peripheral oedema and it was observed to be ongoing in 1 patient (0.2%) in FAC arm.
Lymphoedema that started during the treatment period persisted into the follow-up period in 5 patients
(0.9%) in TAC arm and 2 patients (0.4%) in FAC arm. At the end of the follow-up period,
lymphoedema was observed to be ongoing in 4 patients (0.8%) in TAC arm, and in 1 patient (0.2%) in
FAC arm.

Asthenia that started during the treatment period and persisted into the follow-up period was observed
to be ongoing in 12 patients (2.3%) in TAC arm and 4 patients (0.8%) in FAC arm. At the end of the
follow-up period, asthenia was observed to be ongoing in 2 patients (0.4%) in TAC arm, and in 2
patients (0.4%) in FAC arm.

Acute leukaemia / Myelodysplastic syndrome.
After 10 years of follow up in study TAX316, acute leukaemia was reported in 3 of 744 T
(0.4%) and in 1 of 736 FAC patients (0.1%). One TAC patient (0.1%) and 1 FAC patie
due to AML during the follow-up period (median follow-up time of 8 years). Myelo
syndrome was reported in 2 of 744 TAC patients (0.3%) and in 1 of 736 FAC ;&{

1%).
532 (0.2%)
as diagnosed with

After 10 years of follow-up in GEICAM 9805 study, acute leukaemia occurre
patients in TAC arm. No cases were reported in patients in FAC arm. No patie
myelodysplastic syndrome in either treatment groups.

Neutropenic complications @K

Table below shows that the incidence of Grade 4 neutropenia, f eutropenia and neutropenic
infection was decreased in patients who received primary G- %phylaxis after it was made
mandatory in the TAC arm - GEICAM study. 06

Neutropenic complications in patients receiving T, th or without primary G-CSF prophylaxis
(GEICéé &05)

ithout primary With primary
CQ—CSF prophylaxis G-CSF prophylaxis

0 (n=111) (n=421)
Ko n (%) n (%)

Neutropenia (Grade 4) .0) 104 (93.7) 135 (32.1)
Febrile neutropenia o 28 (25.2) 23 (5.5)
Neutropenic infection o 14 (12.6) 21 (5.0)
2(1.8) 5(1.2)

Neutropenic infection aﬁgte 3%)

v
Tabulated list of éi@ reactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/m? in
combination wi@%latin and 5-fluorouracil:

MedDR m organ Very common adverse Common adverse reactions
cIassQ\ reactions
Infectidns 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 neuropathy
(G3/4: 1.3%)
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Eye disorders Lacrimation increased (G3/4:
0%)
Ear and labyrinth disorders Hearing impaired (G3/4: 0%)
Cardiac disorders Arrhythmia (G3/4: 1.0%)
Gastrointestinal disorders Diarrhoea (G3/4: 19.7%); Constipation (G3/4: 1.0 %);
Nausea (G3/4: 16%); Gastrointestinal pain (G3/4:
Stomatitis (G3/4: 23.7%); 1.0%);
Vomiting (G3/4: 14.3%) Oesophagitis / dysphagia /
odynophagia (G3/4: 0.7%)
Skin and subcutaneous tissue Alopecia (G3/4: 4.0%). Rash pruritus (G3/4: 0.7%);
disorders Nail disorders (G3/4: 0.7%);
Skin exfoliation (G3/4: 0%
General disorders and Lethargy (G3/4: 19.0%); 6
administration site conditions Fever (G3/4: 2.3%); @
Fluid retention (severe/life . 6
threatening: 1%) (\\
Description of selected adverse reactions in gastric adenocarcinoma cancer for, el 75 mg/m? in
combination with cisplatin and 5-fluorouracil 0’\'
Blood and lymphatic system disorders @
Febrile neutropenia and neutropenic infection occurred in 17.2% and 43.5% of patients respectively,

regardless of G-CSF use. G-CSF was used for secondary prophyl
the cycles). Febrile neutropenia and neutropenic infection occur,
patients when patients received prophylactic G-CSF, in 15.6

prophylactic G-CSF, (see section 4.2). \O

Tabulated list of adverse reactions in head and neck@cer for Docetaxel 75 mg/m2 in combination
with cisplatin and 5-fluorouracil

19.3% of patients (10.7% of
pectively in 12.1% and 3.4% of
.9% of patients without

¢ Induction chemotherapy followed by r@erapy (TAX 323)

MedDRA system Very com Common adverse Uncommon adverse
organ classes adverse ns reactions reactions
Infections and Infecti 3/4: 6.3%);
infestations N genic infection
Neoplasms benign, QQ Cancer pain (G3/4:
malignant and (D 0.6%)
unspecified (incl gy, {
and polyps) N\
Blood and | ¢ | Neutropenia (G3/4: Febrile neutropenia
system diso@ 76.3%);
@ Anaemia (G3/4: 9.2%);
Thrombocytopenia
(G3/4: 5.2%)
Immuhe system Hypersensitivity (no
disorders severe)
Metabolism and Anorexia (G3/4: 0.6%)
nutrition disorders
Nervous system Dysgeusia/Parosmia; Dizziness
disorders Peripheral sensory
neuropathy
(G3/4: 0.6%)
Eye disorders Lacrimation increased;
Conjunctivitis
Ear and labyrinth Hearing impaired
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disorders

Cardiac disorders

Myocardial ischemia
(G3/4: 1.7%)

Arrhythmia (G3/4.
0.6%)

Vascular disorders

Venous disorder (G3/4:
0.6%)

Gastrointestinal
disorders

Nausea (G3/4: 0.6%);
Stomatitis (G3/4:
4.0%);

Diarrhoea (G3/4:
2.9%);

Vomiting (G3/4: 0.6%)

Constipation;
Esophagitis/dysphagia/
odynophagia (G3/4:
0.6%);

Abdominal pain;
Dyspepsia;
Gastrointestinal
haemorrhage (G3/4:

0.6%)
Skin and subcutaneous | Alopecia (G3/4: Rash pruritic; . %
tissue disorders 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

Lethargy (G3/4: 3.4%);
Pyrexia (G3/4: 0.6%);
Fluid retention;
Oedema

7N
&V

2
O

Investigations

g

Weightigsreased
N\J

e Induction chemotherapy followed by chemorad@erapy (TAX 324)

MedDRA system
organ classes

Very common advers&
reactions

ommon adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4; @7
O

Neutropenic infection

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

©

Cancer pain (G3/4:
1.2%)

Blood and lymphatic (

system disorders 04
*

QO
\@6

utropenia (G3/4:
.5%);
Anaemia (G3/4:
12.4%);
Thrombocytopenia
(G3/4: 4.0%);
Febrile neutropenia

[ oSy stem
disordlers

Hypersensitivity

Metabolism and
nutrition disorders

Anorexia (G3/4: 12.0%)

Nervous system
disorders

Dysgeusia/Parosmia
(G3/4: 0.4%);
Peripheral sensory
neuropathy
(G3/4:1.2%)

Dizziness (G3/4: 2.0%);
Peripheral motor
neuropathy (G3/4: 0.4%)

Eye disorders

Lacrimation increased

Conjunctivitis

Ear and labyrinth
disorders

Hearing impaired
(G3/4: 1.2%)

Cardiac disorders

Arrhythmia (G3/4:

Ischemia myocardial
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2.0%)

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

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

Vomiting (G3/4: 8.4%); | Gastrointestinal
Diarrhoea (G3/4: 6.8%); | haemorrhage (G3/4:
Esophagitis/dysphagia/ | 0.4%)
odynophagia (G3/4:
12.0%);
Constipation (G3/4:

0.4%)
Skin and subcutaneous | Alopecia (G3/4: 4.0%); | Dry skin; 6
tissue disorders Rash pruritic Desguamation @
Musculoskeletal and Myalgia (G3/4: 0.4%) . %
connective tissue &\
disorders N
General disorders and | Lethargy (G3/4: 4.0%); \QV
administration site Pyrexia (G3/4: 3.6%); :‘\’
conditions Fluid retention (G3/4: »

1.2%); Q\.‘

Oedema (G3/4: 1.2%) ¢
Investigations Weight decreased fo 2 Weight increased
\""4
Post-marketing experience Q@
Neoplasms benign, malignant and unspecified (incl cyst polyps)

Second primary malignancies (frequency not knownymincluding non-Hodgkin lymphoma have been
reported in association with docetaxel when usedg bination with other anticancer treatments
known to be associated with second primary. amncies. Acute myeloid leukemia and
myelodysplastic syndrome have been repor@ﬁequency uncommon) in pivotal clinical studies in
breast cancer with TAC regimen. 0

Blood and lymphatic system disor

Bone marrow suppression and aematologic adverse reactions have been reported. Disseminated
intravascular coagulation (D, ften in association with sepsis or multi-organ failure, has been
reported.

actic shock, sometimes fatal, have been reported.
tions (frequency not known) have been reported with docetaxel in patients who

ienced hypersensitivity reactions to paclitaxel.

Immune system diso
Some cases of an3

Hypersensitjvi
previously

Nerv @lem disorders
Ra s 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 lacrimal 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.
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Cardiac disorders

Rare cases of myocardial infarction have been reported.

Ventricular arrhythmia including ventricular tachycardia (frequency not known), sometimes fatal, has
been reported in patients treated with docetaxel in combination regimens including doxorubicin, 5-
fluorouracil and/ or cyclophosphamide.

Vascular disorders
Venous thromboembolic events have rarely been reported.

Respiratory, thoracic and mediastinal disorders

Acute respiratory distress syndrome and cases of interstitial pneumonia/pneumonitis, interstitial lung
disease, pulmonary fibrosis and respiratory failure sometimes fatal have rarely been reported. R
cases of radiation pneumonitis have been reported in patients receiving concomitant radiothe

N X%
Gastrointestinal disorders §\

Rare cases of enterocolitis, including colitis, ischemic colitis, and neutropenic enter is, have been
reported with a potential fatal outcome (frequency not known).

Rare occurrences of dehydration have been reported as a consequence of gastrb@nal events
including enterocolitis and gastrointestinal perforation. 0

Rare cases of ileus and intestinal obstruction have been reported. @

Hepatobiliary disorders
Very rare cases of hepatitis, sometimes fatal primarily in patien pre existing liver disorders,
have been reported.

Skin and subcutaneous tissue disorders \
Cases of cutaneous lupus erythematosus, bullous eryptions such as erythema multiforme and severe
cutaneous adverse reactions such as Stevens Joh @ndrome (SJS), Toxic Epidermal Necrolysis
(TEN) and Acute Generalized Exanthematous P sis (AGEP) have been reported with docetaxel.
Scleroderma-like changes usually preceded eripheral lymphoedema have been reported with
docetaxel. Cases of permanent anpeci% ency not known) have been reported.

Renal and urinary disorders

Renal insufficiency and renal faj ave been reported. In about 20% of these cases there were no
risk factors for acute renal fai S ch as concomitant nephrotoxic medicinal products and gastro-
intestinal disorders.

General disorders a inistration site conditions

Radiation recall e%ﬂena have rarely been reported.

Injection siteJe action (recurrence of skin reaction at a site of previous extravasation following
admmlstrat%s@%cetaxel at a different site) has been observed at the site of previous extravasation
(frequen nown)

Fluid n has not been accompanied by acute episodes of oliguria or hypotension. Dehydration
an@onary oedema have rarely been reported.

Metabolism and nutrition disorders

Cases of electrolyte imbalance have been reported. Cases of hyponatraemia have been reported,
mostly associated with dehydration, vomiting and pneumonia. Hypokalaemia, hypomagnesaemia, and

hypocalcaemia were observed, usually in association with gastrointestinal disorders and in particular
with diarrhoea. Tumour lysis syndrome, potentially fatal, has been reported (frequency not known).

Musculoskeletal disorder
Myositis has been reported with docetaxel (frequency not known).

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.

49 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 overgdose.
Other appropriate symptomatic measures should be taken, as needed. 6

L 4
5. PHARMACOLOGICAL PROPERTIES \%

5.1 Pharmacodynamic properties \QO

Pharmacotherapeutic group: Taxanes, ATC Code: LO1CD 02 0

Mechanism of action K @

Docetaxel is an antineoplastic agent which acts by promoting th bly 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 nu@% protofilaments.

Docetaxel has been shown in vitro to disrupt the mickgtubtlar network in cells which is essential for
vital mitotic and interphase cellular functions. Q

Pharmacodynamic effects \

Docetaxel was found to be cytotoxic 4 ﬂq& against various murine and human tumour cell lines and
against freshly excised human tumo s in clonogenic assays. Docetaxel achieves high intracellular
concentrations with a long cell r ce 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 js sC le independent and has a broad spectrum of experimental anti-tumour
activity against advanc%ri and human grafted tumours.

Clinical efficacy safety

T CD
Breast cancE\o

Doce @n combination with doxorubicin and cyclophosphamide: adjuvant therapy

Pa with operable node-positive breast cancer (TAX 316)

Data from a multi-centre open-label randomised study support the use of docetaxel for the adjuvant
treatment of patients with operable node-positive breast cancer and KPS > 80%, between 18 and

70 years of age. After stratification according to the number of positive lymph nodes (1-3, 4+),

1,491 patients were randomised to receive either docetaxel 75 mg/m? administered 1-hour after
doxorubicin 50 mg/m? and cyclophosphamide 500 mg/m? (TAC arm), or doxorubicin 50 mg/m?
followed by fluorouracil 500 mg/m?and cyclophosphamide 500 mg/m? (FAC arm). Both regimens
were administered once every 3 weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion;
all other medicinal products were given as intravenous bolus on day one. G-CSF was administered as
secondary prophylaxis to patients who experienced complicated neutropenia (febrile neutropenia,
prolonged neutropenia, or infection). Patients on the TAC arm received antibiotic prophylaxis with
ciprofloxacin 500 mg orally twice daily for 10 days starting on day 5 of each cycle, or equivalent. In
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both arms, after the last cycle of chemotherapy, patients with positive oestrogen and/or progesterone
receptors received tamoxifen 20 mg daily for up to 5 years. Adjuvant radiation therapy was prescribed
according to guidelines in place at participating institutions and was given to 69% of patients who
received TAC and 72% of patients who received FAC.

Two interim analyses and one final analysis were performed. The first interim analysis was planned 3
years after the date when half of study enrolment was done. The second interim analysis was done
after 400 DFS events had been recorded overall, which led to a median follow-up of 55 months. The
final analysis was performed when all patients had reached their 10-year follow-up visit (unless they
had a DFS event or were lost to follow-up before). Disease-free survival (DFS) was the primary
efficacy endpoint and Overall survival (OS) was the secondary efficacy endpoint.

A final analysis was performed with an actual median follow up of 96 months. Significantly longer
disease-free survival for the TAC arm compared to the FAC arm was demonstrated. Incidence
relapses at 10 years was reduced in patients receiving TAC compared to those who received
(39% versus 45%, respectively) i.e. an absolute risk reduction by 6% (p=0.0043). Overall
10 years was also significantly increased with TAC compared to FAC (76% versus 69%,
i.e. an absolute reduction of the risk of death by 7% (p=0.002). As the benefit ow

ctively)
patients

with 4+ nodes was not statistically significant on DFS and OS, the positive benefi atio for TAC

N

ared to FAC.

in patients with 4+ nodes was not fully demonstrated at the final analysis.
Overall, the study results demonstrate a positive benefit risk ratio for TA

TAC-treated patient subsets according to prospectively defined ma@wgnostic factors were
analysed:

A
Disease free survival=\, Overall survival
Patient subset | Number | Hazard | 95% CI \\p;’ Hazard | 95% CI p=
of ratio* ratio*
patients é}
No of positive
nodes \
Overall 745 0.80 -0.93 0.0043 0.74 0.61-0.90 0.0020
1-3 467 0.7 \)58-0.91 0.0047 0.62 0.46-0.82 0.0008
4+ 278 0. 0.70-1.09 0.2290 0.87 0.67-1.12 0.2746

*a hazard ratio of less than 1 indiéatds that TAC is associated with a longer disease-free survival and

overall survival compared to

Patients with operable ’ nedative breast cancer eligible to receive chemotherapy (GEICAM 9805)

treatment of patients*with operable node-negative breast cancer eligible to receive chemotherapy.
randomised to receive either Docetaxel 75 mg/m? administered 1-hour after
mg/m?and cyclophosphamide 500 mg/m? (539 patients in TAC arm), or doxorubicin
llowed by fluorouracil 500 mg/m? and cyclophosphamide 500 mg/m? (521 patients in
, as adjuvant treatment of operable node-negative breast cancer patients with high risk of
relapSe according to 1998 St. Gallen criteria (tumour size >2 cm and/or negative ER and PR and/or
high histological/nuclear grade (grade 2 to 3) and /or age <35 years). Both regimens were administered
once every 3 weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion, all other medicinal
products were given intraveinously on day 1 every three weeks. Primary prophylactic G-CSF was
made mandatory in TAC arm after 230 patients were randomised. The incidence of Grade 4
neutropenia, febrile neutropenia and neutropenic infection was decreased in patients who received
primary G-CSF prophylaxis (see section 4.8). In both arms, after the last cycle of chemotherapy,
patients with ER+ and/or PgR+ tumours received tamoxifen 20 mg once a day for up to 5 years.
Adjuvant radiation therapy was administered according to guidelines in place at participating
institutions and was given to 57.3% of patients who received TAC and 51.2% of patients who received
FAC.

Data from a muIth’@é open-label randomised trial support the use of Docetaxel for the adjuvant
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One primary analysis and one updated analysis were performed. The primary analysis was done when
all patients had a follow-up of greater than 5 years (median follow-up time of 77 months). The updated
analysis was performed when all patients had reached their 10-year (median follow up time of 10
years and 5 months) follow-up visit (unless they had a DFS event or were lost to follow-up
previously). Disease-free survival (DFS) was the primary efficacy endpoint and Overall survival (OS)
was the secondary efficacy endpoint.

At the median follow-up time of 77 months, significantly longer disease-free survival for the TAC arm
compared to the FAC arm was demonstrated. TAC-treated patients had a 32% reduction in the risk of
relapse compared to those treated with FAC (hazard ratio = 0.68, 95% CI (0.49-0.93), p = 0.01). At the
median follow up time of 10 years and 5 months, TAC-treated patients had a 16.5% reduction in the
risk of relapse compared to those treated with FAC (hazard ratio = 0.84, 95% CI (0.65-1.08),
p=0.1646). DFS data were not statistically significant but were still associated with a positive tr@n

favour of TAC.

| | | 4
At the median follow-up time of 77 months, overall survival (OS) was longer inthe T ra with
TAC-treated patients having a 24% reduction in the risk of death compared to FAC ratio =
0.76, 95% CI (0.46-1.26, p = 0.29). However, the distribution of OS was not signjfi y different

between the 2 groups.
At the median follow up time of 10 years and 5 months, TAC-treated patien a 9% reduction in
the risk of death compared to FAC-treated patients (hazard ratio = 0.91, (0.63-1.32)).

The survival rate was 93.7% in the TAC arm and 91.4% in the FAC , e 8-year follow-up time
point, and 91.3% in the TAC arm and 89% in the FAC arm, at the %r follow-up time point.

The positive benefit risk ratio for TAC compared to FAC remai nchanged.

TAC-treated patient subsets according to prospectively@d major prognostic factors were
analysed in the primary analysis (at the median follcy&Jp ime of 77 months) (see table below):

Subset Analyses-Adjuvant Therapy in Patient@ Node-negative Breast Cancer Study (Intent-to-

t Analysis

Patient subset Number tignts Disease Free Survival

in TA oup Hazard ratio* 95% CI
Overall (539 0.68 0.49-0.93
Age category 1 o
<50 years 4 Q 260 0.67 0.43-1.05
>50 years \ 279 0.67 0.43-1.05
Age category 2 Q}
<35 years ’\Q 42 0.31 0.11-0.89
>35years _+ (9 497 0.73 0.52-1.01
Hormonal pecéptor
status
Nega 195 0.7 0.45-1.1
PoSiti 344 0.62 0.4-0.97
Tumaour size
<2cm 285 0.69 0.43-1.1
>2 . cm 254 0.68 0.45-1.04
Histological grade
Gradel (includes grade 64 0.79 0.24-2.6
not assessed)
Grade 2 216 0.77 0.46-1.3
Grade 3 259 0.59 0.39-0.9
Menopausal status
Pre-Menopausal 285 0.64 0.40-1
Post-Menopausal 254 0.72 0.47-1.12
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*a hazard ratio (TAC/FAC) of less than 1 indicates that TAC is associated with a longer disease free survival
compared to FAC.

Exploratory subgroup analyses for disease-free survival for patients who meet the 2009 St. Gallen
chemotherapy criteria — (ITT population) were performed and presented here below:

Hazard ratio
TAC FAC (TAC/FAQC)
Subgroups (n=539) (n=521) (95% CI) p-value
Meeting relative indication
for chemotherapy?
No 18/214 26/227 0.796 0.4593
(8.4%) (11.5%) (0.434 - 1.459)
Yes 48/325 69/294 0.606 0
(14.8%) (23.5%) (0.42 - 0.877) R %
TAC = docetaxel, doxorubicin and cyclophosphamide \'
FAC = 5-fluorouracil, doxorubicin and cyclophosphamide K
CI = confidence interval; ER = oestrogen receptor O
PR = progesterone receptor 5&
2ER/PR-negative or Grade 3 or tumour size >5 cm 0

The estimated hazard ratio was using Cox proportional hazard model it@atment group as the
factor. {

Docetaxel as single agent

Two randomised phase Il comparative studies, involving 26 alkylating or
392 anthracycline failure metastatic breast cancer patie e been performed with docetaxel at the
recommended dose and regimen of 100 mg/m2 ever We Ks.

In alkylating-failure patients, docetaxel was om
Without affecting overall survival time (do

to doxorubicin (75 mg/m? every 3 weeks).
axel 15 months vs. doxorubicin 14 months, p=0.38) or
time to progression (docetaxel 27 weeks ysaddxorubicin 23 weeks, p=0.54), docetaxel increased
response rate (52% vs. 37%, p=0.01)arid shortened time to response (12 weeks vs. 23 weeks,
p=0.007). Three docetaxel patients (3%)Mdiscontinued the treatment due to fluid retention, whereas 15
doxorubicin patients (9%) disco @ due to cardiac toxicity (three cases of fatal congestive heart

failure)

In anthracycline-failur ntg docetaxel was compared to the combination of mitomycin C and
vinblastine (12 mg/ g 6 weeks and 6 mg/m2 every 3 weeks). Docetaxel increased response rate
(33% vs. 12%, p ), prolonged time to progression (19 weeks vs. 11 weeks, p=0.0004) and
prolonged over V|val (11 months vs. 9 months, p=0.01).

During t@o phase 111 studies, the safety profile of docetaxel was consistent with the safety
pr% ved in phase Il studies (see section 4.8).

An open-label, multi-centre, randomised phase 111 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 randomised 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%).

Docetaxel in combination with doxorubicin
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One large randomised phase 111 study, involving 429 previously untreated patients with metastatic
disease, has been performed with doxorubicin (50 mg/m?) in combination with docetaxel (75 mg/m?)
(AT arm) versus doxorubicin (60 mg/m2) in combination with cyclophosphamide (600 mg/m?) (AC
arm). Both regimens were administered on day 1 every 3 weeks.

) Time to progression (TTP) was significantly longer in the AT arm versus AC arm, p=0.0138.
The median TTP was 37.3 weeks (95% Cl1:33.4 - 42.1) in AT arm and 31.9 weeks (95% CI:
27.4 - 36.0) in AC arm.

o Overall response rate (ORR) was significantly higher in the AT arm versus AC arm, p=0.009.
The ORR was 59.3% (95% CI: 52.8 - 65.9) in AT arm versus 46.5% (95% CI: 39.8 - 53.2) in
AC arm.

In this study, AT arm showed a higher incidence of severe neutropenia (90% versus 68.6%), &
neutropenia (33.3% versus 10%), infection (8% versus 2.4%), diarrhoea (7.5% versus 1‘4fV enia
(8.5% versus 2.4%), and pain (2.8% versus 0%) than AC arm. On the other hand, AC a ed a
higher incidence of severe anemia (15.8% versus 8.5%) than AT arm, and, in additi@her
incidence of severe cardiac toxicity: congestive heart failure (3.8% versus 2.8%), te LVEF
decrease >20% (13.1 % versus 6.1%), absolute LVEF decrease > 30% (6.2% x%.l%). Toxic
deaths occurred in 1 patient in the AT arm (congestive heart failure) and in @ ts in the AC arm
(1 due to septic shock and 3 due to congestive heart failure).

In both arms, quality of life measured by the EORTC questionnaire w, c%
treatment and follow-up.

arable and stable during

Docetaxel in combination with trastuzumab g

Docetaxel in combination with trastuzumab was studie@e treatment of patients with metastatic
breast cancer whose tumours over express HER2, and wh® previously had not received chemotherapy
for metastatic disease. One hundred eighty six patie ere randomised to receive docetaxel

(100 mg/m?) with or without trastuzumab; 60% ?&tlents received prior anthracycline-based adjuvant
chemotherapy. Docetaxel plus trastuzumab efficacious in patients whether or not they had
received prior adjuvant anthracyclines. T @l test method used to determine HER2 positivity in
this pivotal study was immunohistoc %y (IHC). A minority of patients were tested using
fluorescence in-situ hybridization (Fé. n this study, 87% of patients had disease that was IHC 3+,
and 95% of patients entered had (@ that was IHC 3+ and/or FISH positive. Efficacy results are

summarized in the following Ei&
A 1 1

Parameter \ Docetaxel plu_s trastuzumab Doceitaxel

_ n=92 n=94
Response rate ¢ v 61% 34%
(95%Cl) . ‘\Q (50-71) (25-45)
I(\:Ine:r:?ﬁs)dur oref response 114 -
95%617) (9.2-15.0) (4.4-6.2)
Megiah ¥ TP (months) 10.6 5.7
(9590C)) (7.6-12.9) (5.0-6.5)
Median survival (months) 30.5% 22.12
(95% CI) (26.8-ne) (17.6-28.9)

TTP=time to progression; “ne” indicates that it could not be estimated or it was not yet reached.
1Full analysis set (intent-to-treat)
2Estimated median survival

Docetaxel in combination with capecitabine
Data from one multi-centre, randomised, controlled phase I11 clinical study support the use of
docetaxel in combination with capecitabine for treatment of patients with locally advanced or

metastatic breast cancer after failure of cytotoxic chemotherapy, including an anthracycline. In this
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study, 255 patients were randomised to treatment with docetaxel (75 mg/m? as a 1 hour intravenous
infusion every 3 weeks) and capecitabine (1,250 mg/m? twice daily for 2 weeks followed by 1-week
rest period). 256 patients were randomised to treatment with docetaxel alone (100 mg/ m? as a 1 hour
intravenous infusion every 3 weeks). Survival was superior in the docetaxel +capecitabine
combination arm (p=0.0126). Median survival was 442 days (docetaxel + capecitabine) vs. 352 days
(docetaxel alone).

The overall objective response rates in the all-randomised population (investigator assessment) were
41.6% (docetaxel + capecitabine) vs. 29.7% (docetaxel alone); p = 0.0058. Time to progressive
disease was superior in the docetaxel + capecitabine combination arm (p<0.0001). The median time to
progression was 186 days (docetaxel + capecitabine) vs. 128 days (docetaxel alone).

Non-small cell lung cancer E

Patients previously treated with chemotherapy with or without radiotherapy @

In a phase 11 study, in previously treated patients, time to progression (12.3 weeks ver. ’s@eeks)
and overall survival were significantly longer for docetaxel at 75 mg/m2 compared t upportive
Care. The 1-year survival rate was also significantly longer in docetaxel (40%) SC (16%).
There was less use of morphinic analgesic (p<0.01), non-morphinic analgesics .01), other disease
related medications (p=0.06) and radiotherapy (p<0.01) in patients treated witfi\ddcetaxel at 75 mg/m?
compared to those with BSC.

The overall response rate was 6.8% in the evaluable patients, and the @dl duration of response was

26.1 weeks. @

Docetaxel in combination with platinum agents in chemother, jve patients

In a phase 111 study, 1,218 patients with unresectable s(}%r B or IV NSCLC, with KPS of 70% or
greater, and who did not receive previous chemother, this condition, were randomised to either
docetaxel (T) 75 mg/m? as a 1 hour infusion imm y followed by cisplatin (Cis) 75 mg/m? over
30-60 minutes every 3 weeks (TCis), docetaxel /m? as a 1 hour infusion in combination with
carboplatin (AUC 6 mg/ml. min) over 30-6Qwinutes every 3 weeks, or vinorelbine (V) 25 mg/m?
administered over 6-10 minutes on days , 22 followed by cisplatin 100 mg/m? administered on
day 1 of cycles repeated every 4 wee Q(@is).

Survival data, median time to plon and response rates for two arms of the study are illustrated

in the following table: Q
«
TCis VCis Statistical analysis

>
n=408 n=404

*

«Q
Overall survivall™ &
(Primary en :

edian 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 (%): 31.6 245 Treatment difference: 7.1%

[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.
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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

Metastatic castration-resistant prostate cancer

The safety and efficacy of docetaxel in combination with prednisone or prednisolone in patients with
metastatic castration-resistant prostate cancer were evaluated in a randomised multi-centre phas
study (TAX 327). A total of 1,006 patients with KPS>60 were randomised to the following tr t

groups: . %
) Docetaxel 75 mg/m? every 3 weeks for 10 cycles. \

o Docetaxel 30 mg/m? administered weekly for the first 5 weeks in a 6 week cy@r 5 cycles.
o Mitoxantrone 12 mg/m? every 3 weeks for 10 cycles. \Q

All 3 regimens were administered in combination with prednisone or predni@ mg twice daily,

continuously.

compared to those treated with mitoxantrone. The increase in survi en in the docetaxel weekly
arm was not statistically significant compared to the mitoxantro rol arm. Efficacy endpoints for
the docetaxel arms versus the control arm are summarized i% wing table:

O

Patients who received docetaxel every three weeks demonstrated sig%‘ ica@y longer overall survival

Endpoint Docetaxel every | Dgeetaxel every week Mitoxantrone
3 weeks () every 3 weeks
O\
Number of patients 335 N 334 337
Median survival (months) 18.9 \ 17.4 16.5
95% CI (17.@ (15.7-19.0) (14.4-18.6)
Hazard ratio 0.912 --
95% CI 0.936) (0.747-1.113) -
p-value™* .0094 0.3624 --
Number of patients 291 282 300
PSA** response rate (%\ 45.4 47.9 31.7
95% CI @» (39.5-51.3) (41.9-53.9) (26.4-37.3)
p-value* N a\ 0.0005 <0.0001 -
Number of patiepfs\\ 153 154 157
Pain respon e\ 0) 34.6 31.2 21.7
95% ClI 6 (27.1-42.7) (24.0-39.1) (15.5-28.9)
p-value*r>. 0.0107 0.0798 -
N atients 141 134 137
Tu response rate (%) 12.1 8.2 6.6
95% (7.2-18.6) (4.2-14.2) (3.0-12.1)
p-value* 0.1112 0.5853 -

rStratified 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.

Metastatic hormone-sensitive prostate cancer
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STAMPEDE study

The safety and efficacy of docetaxel administered concomitantly with standard of care (ADT) in
patients with high-risk locally advanced or metastatic hormone-sensitive prostate cancer were
evaluated in a randomised multi-centre, multi-arm multi-stage (MAMS) study with a seamless phase
11/111 design (STAMPEDE — MRC PRO08). A total of 1776 male patients were allocated to the
treatment arms of interest:

¢ Standard of care + docetaxel 75 mg/m2, administered every 3 weeks for 6 cycles

e Standard of care alone

Docetaxel regimen was administered in combination with prednisone or prednisolone 5 mg twice daily
continuously.

Among the 1776 randomised patients 1086 (61%) had metastatic disease, 362 were randomis@
docetaxel in combination with standard of care, 724 received standard of care alone. . %

}nger in

=0.62-0.92,

In these metastatic prostate cancer patients, the median overall survival was signific
docetaxel treatment groups than in the standard of care alone group, with a media
months longer with the addition of docetaxel to standard of care (HR = 0.76, K
p=0.005).

Efficacy results in metastatic prostate cancer patients for docetaxel arw& control arm are

summarized in the following table: @
Efficacy of docetaxel in combination with prednisone or predai e and standard of care in the
treatment of patients with metastatic hormone-sensitive pr, ancer (STAMPEDE)

Endpoint Docetaxe taRdard of care Standard of care alone

O

Number of metastatic prostate \' T 362 724

cancer patients C)

Median overall survival (months) ﬂé 62 43

95% ClI b 51-73 40-48

Adjusted hazard ratio O 0.76

95% ClI K (0.62-0.92)

p-valued Q 0.005

Failure-Free surviv. \

Median (month 20.4 12

95% CI b 16.8-25.2 9.6-12

Adjusteﬁhrd ratio 0.66

95% (0.57-0.76)
<0.001

alue calculated from the likelihood ratio test and adjusted for all stratification factors

(except center and planned hormone therapy) and stratified by trial period
b Failure-free survival: time from randomization to first evidence of at least one of: biochemical

failure (defined as a rise in PSA of 50% above the within-24-week nadir and above 4 ng/mL
and confirmed by retest or treatment); progression either locally, in lymph nodes, or in distant
metastases; skeletal-related event; or death from prostate cancer.

CHAARTED study
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The safety and efficacy of docetaxel administered at the beginning of androgen-deprivation therapy
(ADT) in patients with metastatic hormone-sensitive prostate cancer were evaluated in a randomised
Phase 111 multi-centre study (CHAARTED). A total of 790 male patients were allocated to the 2
treatment groups.
e ADT + docetaxel 75 mg/m? given at the beginning of ADT, administered every 3 weeks
for 6 cycles

e ADT alone

The median overall survival was significantly longer in docetaxel treatment group than in the ADT
alone group, with a median overall survival 13.6 months longer with the addition of docetaxel to ADT
(hazard ratio (HR) = 0.61, 95% confidence interval (CI) = 0.47-0.80, p=0.0003).

Efficacy results or the docetaxel arm versus the control arm are summarized in the following b‘

Efficacy of docetaxel and ADT in the treatment of patients with metastatic hormone-sepsi prostate
cancer (CHAARTED) O

Endpoint Docetaxel +AI®\'Q‘ ADT alone
(2.

Number of patients 397 O 393
Median overall survival (months) i
All patients @6 44.0
95% Cl @-72.8 34.4-49.1
Adjusted hazard ratio Q 0.61 -
95% CI \O (0.47-0.80) -
p-value@ 0.0003 --
Progression Free Survival \_
Median (months) Q 19.8 11.6
95% CI \ 16.7-22.8 10.8-14.3
Adjusted hazard ratio C) 0.60 --
95% CI 60 0.51-0.72 --
p-value* P<0.0001 -
PSA response** at 6 months — K@@ 127 (32.0) 77 (19 6)
p-valued™ <0.0001
PSA response** at 12 NN(%) 110 (27.7) 66 (16 8)
p-valued™ m <0.0001
Time to castratiop- QQM prostate cancer?
Median (months \ 20.2 11.7
95% CI (17.2-23.6) (10.8-14.7)
Adjusted h@raﬂo 0.61 -
95% (0.51-0.72) -

I&\@ <0.0001 --

clinical progressionC

Medlan (months) 33.0 19.8
95% CI (27.3-41.2) (17.9-22.8)
Adjusted hazard ratio 0.61 -
95% CI (0.50-0.75) --
p-valued™ <0.0001 -
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Endpoint Docetaxel +ADT ADT alone

a Time to event variables: Stratified log-rank test.

Response rate variables: Fisher's Exact test
* p-value for descriptive purpose.
** PSA response: Prostate-Specific Antigen response: PSA level <0.2 ng/mL measured for two
consecutive measurements at least 4 weeks apart.
b Time to castration-resistant prostate cancer = time from randomization to PSA progression or
clinical progression (i.e., increasing symptomatic bone metastases, progression per Response
Evaluation Criteria in Solid Tumours (RECIST) criteria, or clinical deterioration due to cancer per the

Investigator’s opinion), whichever occurred first.
C The time to clinical progression = the time from randomization until clinical progression (i.e.,
increased symptoms of bone metastases; progression according to RECIST; or clinical deteri

due to cancer according to the investigator’s opinion). .\%

Gastric adenocarcinoma é

docetaxel for the treatment of patients with metastatic gastric adenocarcino cluding
adenocarcinoma of the gastroesophageal junction, who had not received grjok.chemotherapy for
metastatic disease. A total of 445 patients with KPS>70 were treated with €ither docetaxel (T)

(75 mg/m? on day 1) in combination with cisplatin (C) (75 mg/m? 1) and 5-fluorouracil (F)
(750 mg/m? per day for 5 days) or cisplatin (100 mg/m? on day -fluorouracil (1,000 mg/m? per
day for 5 days). The length of a treatment cycle was 3 week CF arm and 4 weeks for the CF
arm.
The median number of cycles administered per patient% (with a range of 1-16) for the TCF arm
compared to 4 (with a range of 1-12) for the CF ar to progression (TTP) was the primary
endpoint. The risk reduction of progression was &nd was associated with a significantly longer

TTP (p=0.0004) in favour of the TCF arm. E%ver survival was also significantly longer (p=0.0201)

A multi-centre, open-label, randomised study was conducted to evaluate the sz nd efficacy of

in favour of the TCF arm with a risk reductj mortality of 22.7%. Efficacy results are summarized

in the following table: 0

Efficacy of docetaxel m reatment of patients with gastric adenocarcinoma

Endpoint TCF CF
% n=221 n=224
Median TTP 5.6 3.7
(95%Cl) (4.86-5.91) (3.45-4.47)
Hazardr i 1.473
(93% (1.189-1.825)
*psVal 0.0004
n survival (months) 9.2 8.6
@ Cl) (8.38-10.58) (7.16-9.46)
@. -year estimate (%) 18.4 8.8
Hazard ratio 1.293
(95% ClI) (1.041-1.606)
*p-value 0.0201
Overall response rate (CR+PR) (%) 36.7 | 25.4
p-value 0.0106
Progressive disease as best overall 16.7 25.9
Response (%)

*Unstratified log rank test

Subgroup analyses across age, gender and race consistently favoured the TCF arm compared to the CF
arm.
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A survival update analysis conducted with a median follow-up time of 41.6 months no longer showed
a statistically significant difference although always in favour of the TCF regimen and showed that the
benefit of TCF over CF is clearly observed between 18 and 30 months of follow up.

Overall, quality of life (QoL) and clinical benefit results consistently indicated improvement in favour
of the TCF arm. Patients treated with TCF had a longer time to 5% definitive deterioration of global
health status on the QLQ-C30 questionnaire (p=0.0121) and a longer time to definitive worsening of
Karnofsky performance status (p=0.0088) compared to patients treated with CF.

Head and neck cancer

e Induction chemotherapy followed by radiotherapy (TAX323) E

The safety and efficacy of docetaxel in the induction treatment of patients with squamous cell
carcinoma of the head and neck (SCCHN) was evaluated in a phase 111, multi-centre, open-
randomised study (TAX323). In this study, 358 patients with inoperable locally advancé HN,
and WHO performance status 0 or 1, were randomised to one of two treatment arms. Patients on the
docetaxel arm received docetaxel (T) 75 mg/m? followed by cisplatin (P) 75 mg/m? @ ed by
5-fluorouracil (F) 750 mg/m? per day as a continuous infusion for 5 days. Thls@en was
administered every three weeks for 4 cycles in case at least a minor response % reduction in
bidimensionally measured tumour size) was observed after 2 cycles. At t \&f chemotherapy, with
a minimal interval of 4 weeks and a maximal interval of 7 weeks, patientmse disease did not
progress received radiotherapy (RT) according to institutional guidelifies for 7 weeks (TPF/RT).
Patients on the comparator arm received cisplatin (P) 100 mg/m? @/ d by 5-fluorouracil (F)

1000 mg/m? per day for 5 days. This regimen was administered%v three weeks for 4 cycles in case
at least a minor response (> 25% reduction in bidimensional red tumour size) was observed
after 2 cycles. At the end of chemotherapy, with a mini@ val of 4 weeks and a maximal interval
of 7 weeks, patients whose disease did not progress rece radiotherapy (RT) according to
institutional guidelines for 7 weeks (PF/RT). Locor al therapy with radiation was delivered either
with a conventional fraction (1.8 Gy - 2.0 Gy onﬁ , 5 days per week for a total dose of

66 to 70 Gy), or accelerated/hyperfractionateg regimens of radiation therapy (twice a day, with a
minimum interfraction interval of 6 hours, per week). A total of 70 Gy was recommended for
accelerated regimens and 74 Gy for ionated schemes. Surgical resection was allowed
following chemotherapy, before or a iotherapy. Patients on the TPF arm received antibiotic
prophylaxis with ciprofloxacin 5 rally twice daily for 10 days starting on day 5 of each cycle,
or equivalent. The primary end n this study, progression-free survival (PFS), was significantly
longer in the TPF arm comp red to the PF arm, p = 0.0042 (median PFS: 11.4 vs. 8.3 months
respectively) with an ov dlan follow up time of 33.7 months. Median overall survival was also
significantly longer in of the TPF arm compared to the PF arm (median OS: 18.6 vs.

14.5 months respgcti with a 28% risk reduction of mortality, p = 0.0128. Efficacy results are

presented in the C) elow:
*

Efficacy o@taxel in the induction treatment of patients with inoperable locally advanced SCCHN
(Intent-to-Treat Analysis)

| ]
E ol Docetaxel + Cis+5-FU
Cis+5-FU n=181
n=177
Median progression free survival (months) 114 8.3
(95%Cl) (10.1-14.0) (7.4-9.1)
Adjusted hazard ratio 0.70
(95% ClI) (0.55-0.89)
*p-value 0.0042
Median survival (months) 18.6 145
(95% ClI) (15.7-24.0) (11.6-18.7)
Hazard ratio 0.72
(95% ClI) (0.56-0.93)
**p-value 0.0128
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Best overall response to chemotherapy (%) 67.8 53.6
(95% ClI) (60.4-74.6) (46.0-61.0)
***p-value 0.006

Best overall response to study treatment

[chemotherapy +/- radiotherapy] (%) 72.3 58.6
(95% ClI) (65.1-78.8) (51.0-65.8)
***p-value 0.006

Median duration of response to n=128 n=106
chemotherapy + radiotherapy (months) 15.7 11.7
(95% ClI) (13.4-24.6) (10.2-17.4)
Hazard ratio 0.72

(95% ClI) (0.52-0.99)

**p-value 0.0457

A hazard ratio of less than 1 favours docetaxel + cisplatin + 5-FU @v
*Cox model (adjustment for Primary tumour site, T and N clinical stages and PSWHO)e %
**Log rank test K\
*** Chi-square test O

Patients treated with TPF experienced significantly less deterioration of th
compared to those treated with PF (p=0.01, using the EORTC QLQ-C30

Quality of life parameters ®
i\%bal health score

Clinical benefit parameters K
The performance status scale, for head and neck (PSS-HN) sub esigned to measure
understandability of speech, ability to eat in public, and nor diet, was significantly in favour

of TPF as compared to PF.
Median time to first deterioration of WHO performanc@s was significantly longer in the TPF arm
compared to PF. Pain intensity score improved duri@ea ment in both groups indicating adequate

pain management Q

¢ Induction chemotherapy followed by ¢ diotherapy (TAX324)

The safety and efficacy of docetaxel in t ction treatment of patients with locally advanced
squamous cell carcinoma of the hea ck (SCCHN) was evaluated in a randomised, multi-centre
open-label, phase 111 study (TAX this study, 501 patients, with locally advanced SCCHN, and
a WHO performance status of ere randomised to one of two arms. The study population
comprised patients with tec Qﬁy unresectable disease, patients with low probability of surgical cure
and patients aiming at o mervation. The efficacy and safety evaluation solely addressed survival
endpoints and the succ organ preservation was not formally addressed. Patients on the docetaxel
arm received docgt 75 mg/m2 by intravenous infusion on day 1 followed by cisplatin (P)

100 mg/m? adm@\ as a 30-minute to three-hour intravenous infusion, followed by the

continuous | efous infusion of 5-fluorouracil (F) 1,000 mg/m&/day from day 1 to day 4. The cycles
were repea ry 3 weeks for 3 cycles. All patients who did not have progressive disease were to
receive adiotherapy (CRT) as per protocol (TPF/CRT). Patients on the comparator arm

recei latin (P) 100 mg/m? as a 30-minute to three-hour intravenous infusion on day 1 followed
by ntinuous intravenous infusion of 5-fluorouracil (F) 1,000 mg/m2/day from day 1 to day 5. The
cycles were repeated every 3 weeks for 3 cycles. All patients who did not have progressive disease
were to receive CRT as per protocol (PF/CRT).

Patients in both treatment arms were to receive 7 weeks of CRT following induction chemotherapy
with a minimum interval of 3 weeks and no later than 8 weeks after start of the last cycle (day 22 to
day 56 of last cycle). During radiotherapy, carboplatin (AUC 1.5) was given weekly as a one-hour
intravenous infusion for a maximum of 7 doses. Radiation was delivered with megavoltage equipment
using once daily fractionation (2 Gy per day, 5 days per week for 7 weeks, for a total dose of

70-72 Gy). Surgery on the primary site of disease and/or neck could be considered at anytime
following completion of CRT. All patients on the docetaxel-containing arm of the study received
prophylactic antibiotics. The primary efficacy endpoint in this study, overall survival (OS) was
significantly longer (log-rank test, p = 0.0058) with the docetaxel-containing regimen compared to PF
(median OS: 70.6 versus 30.1 months respectively), with a 30% risk reduction in mortality compared
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to PF (hazard ratio (HR) = 0.70, 95% confidence interval (ClI) = 0.54-0.90) with an overall median
follow up time of 41.9 months. The secondary endpoint, PFS, demonstrated a 29% risk reduction of
progression or death and a 22 month improvement in median PFS (35.5 months for TPF and 13.1 for
PF). This was also statistically significant with an HR of 0.71; 95% CI 0.56-0.90; log-rank test

p = 0.004. Efficacy results are presented in the table below:

Efficacy of docetaxel in the induction treatment of patients with locally advanced SCCHN (Intent-to-

Treat Analysis)

Endpoint Docetaxel +Cis+5-FU Cis+5-FU
n=255 n=246

Median overall survival (months) 70.6 30.1

(95%Cl) (49.0-NA) (20.9-51.5)

Hazard ratio 0.70 @

(95% Cl) (0.54-0.90) . %

*p-value 0.0058 \

Median PFS (months) 35.5 \@.1

(95% ClI) (19.3-NA) .6-20.2)

Hazard ratio 0.71 X~

(95% CI) (0.56-0@.

**p-value 0.%

Best overall response (CR + PR) to 71.8 & i 64.2

chemotherapy (%) (65.8-77.2) @ (57.9-70.2)

(95%Cl)

***p-value ’Q‘ 0.070

Best overall response (CR + PR) to study

treatment [chemotherapy +/- \QS 71.5

chemoradiotherapy] (%) 070.8—81.5) (65.5-77.1)

(95%CI) N

***p-value N\ 0.209

A hazard ratio of less than 1 favours docet%&cisplatin + fluorouracil

* Un-adjusted log-rank test

** Un-adjusted log-rank test, not adj@r multiple comparisons
*** Chi-square test, not adjusted iple comparisons

NA-not applicable b

Paediatric Population \Q

The European Medj
reference medici

gency has waived the obligation to submit the results of studies with the
oduct containing docetaxel in all subsets of the paediatric population in breast

cancer, non I lung cancer, prostated cancer, gastric carcinoma and head and neck cancer, not
including t and 111 less differentiated nasopharyngeal carcinoma (see section 4.2 for information
on paedigtpicdse).

5.§armacokinetic properties

Absorption

The pharmacokinetics of docetaxel have been evaluated in cancer patients after administration of
20-115 mg/m? in phase | studies. The kinetic profile of docetaxel is dose independent and consistent
with a three-compartment pharmacokinetic model with half lives for the o, 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
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Following the administration of a 100 mg/m? dose given as a one hour infusion a mean peak plasma
level of 3.7 pg/ml was obtained with a corresponding AUC of 4.6 h.ug/ml. Mean values for total body
clearance and steady-state volume of distribution were 21 I/h/m? and 113 I, respectively. Inter
individual variation in total body clearance was approximately 50%. Docetaxel is more than 95%
bound to plasma proteins.

Elimination

A study of **C-docetaxel has been conducted in three cancer patients. Docetaxel 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 accounted for about 6% and 75% of
the administered radioactivity, respectively. About 80% of the radioactivity recovered in faeces i
excreted during the first 48 hours as one major inactive metabolite and 3 minor inactive metabo%

and very low amounts of unchanged medicinal product. @

Special populations ’\%

Age and gender

A population pharmacokinetic analysis has been performed with docetaxel in ﬁx\%ents.
Pharmacokinetic parameters estimated by the model were very close to those estifhated from phase |
studies. The pharmacokinetics of docetaxel were not altered by the age or(% the patient.

Hepatic impairment K
In a small number of patients (n=23) with clinical chemistry dat stive of mild to moderate liver
function impairment (ALT, AST >1.5 times the ULN associ alkaline phosphatase >2.5 times

the ULN), total clearance was lowered by 27% on averagfé section 4.2).

Fluid retention \

Docetaxel clearance was not modified in patients @nild to moderate fluid retention and there are
no data available in patients with severe fluid refét‘hn.

Combination therapy §)\'

Doxorubicin
When used in combination, doc;t oes not influence the clearance of doxorubicin and the plasma

levels of doxorubicinol (a do iCin metabolite). The pharmacokinetics of docetaxel, doxorubicin
and cyclophosphamide were influenced by their coadministration.

Capecitabine @

Phase | study eval @ the effect of capecitabine on the pharmacokinetics of docetaxel and vice
versa showed, n t by capecitabine on the pharmacokinetics of docetaxel (Cmax and AUC) and no
effect by doE on the pharmacokinetics of a relevant capecitabine metabolite 5’-DFUR.

Cisplati

CI@ 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
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No effect of prednisone on the pharmacokinetics of docetaxel was observed.

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 and chromosome aberration
test in CHO-K1 cells and in the in vivo micronucleus test in the mouse. However, it did not induce
mutagenicity in the Ames test or the CHO/HGPRT gene mutation assay. These results are consistent
with the pharmacological activity of docetaxel.

Undesirable effects on the testis observed in rodent toxicity studies suggest that docetaxel may i@pair

male fertility.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients \Q
Concentrate vial: Os\o

Polysorbate 80

Ethanol, anhydrous & @
Solvent vial: @

Water for injections QQ

6.2 Incompatibilities \
This medicinal product must not be mixed with o dicinal products except those mentioned in
section 6.6.

X
63 Shelf life O
6\3

o 18 months.

o Premix solution: Chemic @physical in-use stability has been demonstrated for 8 hours when
stored either between 22 °C or at room temperature (below 25°C). From a
microbiological paint ew, the product should be used immediately. If not used immediately,
in-use storage ti d conditions prior to use are the responsibility of the user and would
normally not r than 24 hours at 2 to 8°C, unless dilution has taken place in controlled
and valida eptic conditions.

n: Chemical and physical in-use stability has been demonstrated for 4 hours at

ature (below 25°C). From a microbiological point of view, the product should be

ediately. If not used immediately, in-use storage times and conditions prior to use are
ponsibility of the user and would normally not be longer than 24 hours at 2 to 8°C, unless
ilution has taken place in controlled and validated aseptic conditions.

6.4  Special precautions for storage

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,
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. One vial of solvent

. Docetaxel Teva 20 mg/0.72 ml concentrate for solution for infusion vial
6 ml clear glass Type I vial with a bromobutyl rubber stopper and a flip-off cap.

This vial contains 0.72 ml of a 27.73 mg/ml solution of docetaxel in polysorbate 80 (fill volume:
24.4 mg/0.88 ml). This fill volume has been established during the development 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 that after dilution with the entire
contents of the accompanying solvent for docetaxel vial, there is a minimal extractable premix
volume of 2 ml containing 10 mg/ml docetaxel which corresponds to the labelled amount of

20 mg/0.72 ml per vial. 6

Solvent vial
6 ml clear glass Type | vial with a bromobutyl rubber stopper and a flip-off cap. ’\%

Solvent vial contains 1.28 ml of water for injections (fill volume: .71 ml). T @ ition of the
entire contents of the solvent vial to the contents of the Docetaxel Teva 20Mng¥0.72 ml
concentrate for solution for infusion vial ensures a premix concentratio 0 mg/ml docetaxel.

6.6  Special precautions for disposal and other handling @

Docetaxel Teva is an antineoplastic agent and, as with other potent \oxic compounds, caution
should be exercised when handling it and preparing Docetaxel %ons. The use of gloves is
recommended.

If Docetaxel Teva concentrate, premix solution or infusslbq lution should come into contact with
skin, wash immediately and thoroughly with soap al ater. If Docetaxel concentrate, premix solution
or infusion solution should come into contact W&us membranes, wash immediately and
thoroughly with water.

Preparation for the intravenous administr g)

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

If the vials are stored under refri Qon, allow the required number of Docetaxel Teva boxes to stand
at room temperature (below for 5 minutes.

Using a syringe fitted \needle, aseptically withdraw the entire contents of the solvent for
Docetaxel Teva i rtially inverting the vial.

Inject the e T@tents of the syringe into the corresponding Docetaxel Teva vial.
r

Remayve
not sh

inge and needle and mix manually by repeated inversions for at least 45 seconds. Do

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. Based on the
required dose for the patient expressed in mg, aseptically withdraw the corresponding premix volume
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containing 10 mg/ml docetaxel from the appropriate number of premix vials using graduated syringes
fitted with a needle. For example, a dose of 140 mg docetaxel would require 14 ml docetaxel premix
solution.

Inject the required premix volume into a non-PVC 250 ml infusion bag or bottle 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.

Mix the infusion bag or bottle manually using a rocking motion.
The Docetaxel Teva 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.

9
As with all parenteral products, Docetaxel Teva premix solution and infusion soluti \ud be
visually inspected prior to use, solutions containing a precipitate should be disc

Any unused medicinal product or waste material should be disposed of in a@‘hce with local

requirements. @

7. MARKETING AUTHORISATION HOLDER Q@
TevaB.V. Q
Swensweg 5 \O

2031 GA Haarlem

The Netherlands O

<

8. MARKETING AUTHORISATI UMBER(S)

EU/1/09/611/001 06

9. DATE OF FIRS A@(ORISATION/RENEWAL OF THE AUTHORISATION

Date of first authoris @26 January 2010
Date of latest re 22 May 2014

’\C)
10. D@F REVISION OF THE TEXT

Detaﬁnformaﬁon on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva 80 mg/2.88 ml concentrate and solvent for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial of Docetaxel Teva 80 mg/2.88 ml concentrate contains 80 mg docetaxel. Each ml of
concentrate contains 27.73 mg docetaxel.

Excipients with known effect:
Each vial of concentrate contains 25.1% (w/w) anhydrous ethanol (723 mg of anhydrous ethano%.

For the full list of excipients, see section 6.1. @
3.  PHARMACEUTICAL FORM é
Concentrate and solvent for solution for infusion. Q

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

The solvent is a colourless solution. &

4, CLINICAL PARTICULARS
4.1 Therapeutic indications Qb
Breast cancer O

Docetaxel Teva in combination with doxorubiciQ@/clophosphamide is indicated for the adjuvant
treatment of patients with:

e operable node-positive breast can

e operable node-negative bre t

For patients with operable node- breast cancer, adjuvant treatment should be restricted to
patients eligible to receive che apy according to internationally established criteria for primary
therapy of early breast canc sectlon 5.1).

Docetaxel Teva in co \lon with doxorubicin is indicated for the treatment of patients with locally

advanced or metast I ast cancer who have not previously received cytotoxic therapy for this

condition.

Docetaxel % onotherapy is indicated for the treatment of patients with locally advanced or

meta t cancer after failure of cytotoxic therapy. Previous chemotherapy should have
anthracycline or an alkylating agent.

Docetaxel Teva in combination with trastuzumab is indicated for the treatment of patients with
metastatic breast cancer whose tumours over express HER2 and who previously have not received
chemotherapy for metastatic disease.

Docetaxel Teva in combination with capecitabine is indicated for the treatment of patients with locally
advanced or metastatic breast cancer after failure of cytotoxic chemotherapy. Previous therapy should
have included an anthracycline.

Non-small cell lung cancer
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Docetaxel Teva is indicated for the treatment of patients with locally advanced or metastatic non-small
cell lung cancer after failure of prior chemotherapy.

Docetaxel Teva in combination with cisplatin is indicated for the treatment of patients with
unresectable, locally advanced or metastatic non-small cell lung cancer, in patients who have not
previously received chemotherapy for this condition.

Prostate cancer

Docetaxel Teva in combination with prednisone or prednisolone is indicated for the treatment of
patients with metastatic castration-resistant prostate cancer.

Docetaxel Teva in combination with androgen-deprivation therapy (ADT), with or without predgisgne
or prednisolone, is indicated for the treatment of patients with metastatic hormone-sensitive

cancer. K\%

Gastric adenocarcinoma

Docetaxel Teva in combination with cisplatin and 5-fluorouracil is indicated @eatment of
patients with metastatic gastric adenocarcinoma, including adenocarcinoma gastroesophageal
junction, who have not received prior chemotherapy for metastatic dlseastb

Head and neck cancer @&

Docetaxel Teva in combination with cisplatin and 5-fluorouraei dicated for the induction
treatment of patients with locally advanced squamous cell inoma of the head and neck.

4.2 Posology and method of administration \

The use of docetaxel should be confined to units@eialised in the administration of cytotoxic
chemotherapy and it should only be admini d under the supervision of a physician qualified in the
use of anticancer chemotherapy (see se%ﬁ

Posology

For breast, non-small cell lun ¢, and head and neck cancers, premedication consisting of an oral
corticosteroid, such as d xa sone 16 mg per day (e.g. 8 mg BID) for 3 days starting 1 day prior to
docetaxel admmlstratlo Ies contraindicated, can be used (see section 4.4).
For metastatic castr istant prostate cancer, given the concurrent use of prednisone or
prednisolone the 1 %nended premedication regimen is oral dexamethasone 8 mg, 12 hours, 3 hours
and 1 hour befo docetaxel infusion (see section 4.4).

one-sensitive prostate cancer, irrespective of the concurrent use of prednisone or

e recommended premedication regimen is oral dexamethasone 8 mg 12 hours, 3 hours,
efore docetaxel infusion (see section 4.4).

Prophylactic G-CSF may be used to mitigate the risk of haematological toxicities.

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

Breast cancer

In the adjuvant treatment of operable node-positive and node-negative breast cancer, the
recommended dose of docetaxel is 75 mg/m? administered 1-hour after doxorubicin 50 mg/m? and
cyclophosphamide 500 mg/m? every 3 weeks for 6 cycles (TAC regimen) (see also Dose adjustments
during treatment).

For the treatment of patients with locally advanced or metastatic breast cancer, the recommended dose
of docetaxel is 100 mg/m? in monotherapy. In first-line treatment, docetaxel 75 mg/m? is given in
combination therapy with doxorubicin (50 mg/m?).
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In combination with trastuzumab the recommended dose of docetaxel is 100 mg/m? every three weeks,
with trastuzumab administered weekly. In the pivotal study the initial docetaxel infusion was started
the day following the first dose of trastuzumab. The subsequent docetaxel doses were administered
immediately after completion of the trastuzumab infusion, if the preceding dose of trastuzumab was
well tolerated. For trastuzumab dose and administration, see trastuzumab summary of product
characteristics.

In combination with capecitabine, the recommended dose of docetaxel is 75 mg/m?every three weeks,
combined with capecitabine at 1,250 mg/m?twice daily (within 30 minutes after a meal) for 2 weeks
followed by a 1-week rest period. For capecitabine dose calculation according to body surface area,
see capecitabine summary of product characteristics. 6

Non-small cell lung cancer

In chemotherapy naive patients treated for non-small cell lung cancer, the recommended d&imen
is docetaxel 75 mg/m? immediately followed by cisplatin 75 mg/m? over 30-60 minutess eatment
after failure of prior platinum-based chemotherapy, the recommended dose is 75 mg@w single

agent. \\'Q

Prostate cancer 0

Metastatic castration-resistant prostate cancer @

The recommended dose of docetaxel is 75 mg/m?. Prednisone or predpisolere 5 mg orally twice daily
is administered continuously (see section 5.1). Q{

Metastatic hormone-sensitive prostate cancer

The recommended dose of docetaxel is 75 mg/m? every 3 s*for 6 cycles. Prednisone or
prednisolone 5 mg orally twice daily may be administe tinuously.

Gastric adenocarcinoma
The recommended dose of docetaxel is 75 m /rr@ 1 hour infusion, followed by cisplatin 75 mg/m?,
Ié

as a 1 to 3 hour infusion (both on day 1 on ollowed by 5-fluorouracil 750 mg /m? per day given as
a 24-hour continuous infusion for 5 days, starting at the end of the cisplatin infusion.

Treatment is repeated every three we ients must receive premedication with antiemetics and
appropriate hydration for cisplatin a stration. Prophylactic G-CSF should be used to mitigate the
risk of haematological toxicities so Dose adjustments during treatment).

Head and neck cancer Q
Patients must receive premedication with antiemetics and appropriate hydration (prior to and after
cisplatin admlnlstratig ophylactic G-CSF may be used to mitigate the risk of haematological

toxicities. All pat the docetaxel-containing arm of the TAX 323 and TAX 324 studies,
received pronh antibiotics.

chemotherapy followed by radiotherapy (TAX 323)

induction treatment of inoperable locally advanced squamous cell carcinoma of the head
neck (SCCHN), the recommended dose of docetaxel is 75 mg/m? as a 1 hour infusion
ollowed by cisplatin 75 mg/m? over 1 hour, on day one, followed by 5-fluorouracil as a
continuous infusion at 750 mg/m? per day for five days. This regimen is administered every

3 weeks for 4 cycles. Following chemotherapy, patients should receive radiotherapy.

o Induction chemotherapy followed by chemoradiotherapy (TAX 324)
For the induction treatment of patients with locally advanced (technically unresectable, low
probability of surgical cure, and aiming at organ preservation) squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m?as a 1 hour
intravenous infusion on day 1, followed by cisplatin 100 mg/m? administered as a 30-minute to
3 hour infusion, followed by 5-fluorouracil 1000 mg/m?/day as a continuous infusion from day
1 to day 4. This regimen is administered every 3 weeks for 3 cycles. Following chemotherapy,
patients should receive chemoradiotherapy.
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For cisplatin and 5-fluorouracil dose modifications, see the corresponding summary of product
characteristics.

Dose adjustments during treatment

General

Docetaxel should be administered when the neutrophil count is >1,500 cells/mm?®.

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

75 to 60 mg/mz2. If the patient continues to experience these reactions at 60 mg/mz, the treatment
should be discontinued. 6

Adjuvant therapy for breast cancer . %Q
Primary G-CSF prophylaxis should be considered in patients who receive docetaxel, d cin and
cyclophosphamide (TAC) adjuvant therapy for breast cancer. Patients who experien rile
neutropenia and/or neutropenic infection should have their docetaxel dose redu mg/m? in all

subsequent cycles (see sections 4.4 and 4.8). Patients who experience Grade 3\ tomatitis should
have their dose decreased to 60 mg/m2.

For patients who are dosed initially at docetaxel 75 mg/m? in combj n with cisplatin and whose
nadir of platelet count during the previous course of therapy is Q cellssmm?®, or in patients who

experience febrile neutropenia, or in patients with serious no tologic toxicities, the docetaxel
dose in subsequent cycles should be reduced to 65 mg/m?, cisplatin dose adjustments, see the

corresponding summary of product characteristics. \

In combination with cisplatin g @

In combination with capecitabine O

o For capecitabine dose modifications, sge c@bitabine summary of product characteristics.

o For patients developing the first appe e of Grade 2 toxicity, which persists at the time of the
next docetaxel/capecitabine treatm lay treatment until resolved to Grade 0-1, and resume
at 100% of the original dose.

. For patients developing the Q appearance of Grade 2 toxicity, or the first appearance of
Grade 3 toxicity, at any ti ring the treatment cycle, delay treatment until resolved to
Grade 0-1 and then res reatment with docetaxel 55 mg/m2,

o For any subsequent appearances of toxicities, or any Grade 4 toxicities, discontinue the

docetaxel dose. @

For trastuzumab B@odifications, see trastuzumab summary of product characteristics.

<
In combinatkq\vclfh cisplatin and 5-fluorouracil

If an epi febrile neutropenia, prolonged neutropenia or neutropenic infection occurs despite

he docetaxel dose should be reduced from 75 to 60 mg/m?. If subsequent episodes of
ated neutropenia occur the docetaxel dose should be reduced from 60 to 45 mg/m?. In case of
4 thrombocytopenia the docetaxel dose should be reduced from 75 to 60 mg/m?. Patients should
not be retreated with subsequent cycles of docetaxel until neutrophils recover to a level

> 1,500 cells/mm?® and platelets recover to a level > 100,000 cells/mm?. Discontinue treatment if these
toxicities persist (see section 4.4).

Recommended dose modifications for toxicities in patients treated with docetaxel in combination with
cisplatin and 5-fluorouracil (5-FU):

Toxicity Dose adjustment
Diarrhoea grade 3 First episode: reduce 5-FU dose by 20%.
Second episode: then reduce docetaxel dose by 20%.
Diarrhoea grade 4 First episode: reduce docetaxel and 5-FU doses by 20%.
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Second episode: discontinue treatment.
Stomatitis/mucositis grade 3 First episode: reduce 5-FU dose by 20%.

Second episode: stop 5-FU only, at all subsequent cycles.
Third episode: reduce docetaxel dose by 20%.
Stomatitis/mucositis grade 4 | First episode: stop 5-FU only, at all subsequent cycles.

Second episode: reduce docetaxel dose by 20%.

For cisplatin and 5-fluorouracil dose adjustments, see the corresponding summary of product
characteristics.

In the pivotal SCCHN studies patients who experienced complicated neutropenia (including prolonged

neutropenia, febrile neutropenia, or infection), it was recommended to use G-CSF to provide
prophylactic coverage (eg, day 6-15) in all subsequent cycles. @

Special populations o\%

Patients with hepatic impairment 91

Based on pharmacokinetic data with docetaxel at 100 mg/m? as single agent, pati 0 have both
elevations of transaminase (ALT and/or AST) greater than 1.5 times the uppe of the normal
range (ULN) and alkaline phosphatase greater than 2.5 times the ULN, th ommended dose of
docetaxel is 75 mg/m? (see sections 4.4 and 5.2). For those patients with 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 less strictly indicated.

In combination with cisplatin and 5-fluorouracil for the treatme atients with gastric
adenocarcinoma, the pivotal clinical study excluded patient T and/or AST > 1.5 x ULN
associated with alkaline phosphatase > 2.5 x ULN, and,bi > 1 x ULN; for these patients, no
dose-reductions can be recommended and docetaxel sho ot be used unless strictly indicated. No
data are available in patients with hepatic impairmegtigeated by docetaxel in combination in the other

indications. Q

Paediatric population \
The safety and efficacy of Docetaxel T@asopharyngeal carcinoma in children aged 1 month to
less than 18 years have not yet been ished.

There is no relevant use of Docet a in the paediatric population in the indications breast
cancer, non-small cell lung can§ state cancer, gastric carcinoma and head and neck cancer, not

including type Il and 111 less entiated nasopharyngeal carcinoma.

Elderly \
Based on a populati rmacokinetic analysis, there are no special instructions for use in the

elderly. In combir with capecitabine, for patients 60 years of age or more, a starting dose
reduction of éapecitabine to 75% is recommended (see capecitabine summary of product
characteristj

Meth dministration
Fo uctions on preparation and administration of the product, see section 6.6.

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.
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4.4 Special warnings and precautions for use

For breast and non-small cell lung cancers, 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 reduce the incidence and severity of fluid retention as well
as the severity of hypersensitivity reactions. For prostate cancer, the premedication is oral
dexamethasone 8 mg, 12 hours, 3 hours and 1 hour before the docetaxel infusion (see section 4.2).

Haematology

Neutropenia is the most frequent adverse reaction of docetaxel. Neutrophil nadirs occurred at a median
of 7 days but this interval may be shorter in heavily pre-treated patients. Frequent monitoring of
complete blood counts should be conducted on all patients receiving docetaxel. Patients should
retreated with docetaxel when neutrophils recover to a level >1,500 cells/mm? (see section 4.

In the case of severe neutropenia (<500 cells/mm? for seven days or more) during a co ’&%
docetaxel therapy, a reduction in dose for subsequent courses of therapy or the use oéwopriate
symptomatic measures are recommended (See section 4.2).

In patients treated with docetaxel in combination with cisplatin and 5-fluor r\'(TCF), febrile
neutropenia and neutropenic infection occurred at lower rates when patie eived prophylactic
G-CSF. Patients treated with TCF should receive prophylactic G-CSF.g¢o gate the risk of
complicated neutropenia (febrile neutropenia, prolonged neutropeni eutropenic infection).
Patients receiving TCF should be closely monitored, (see sectiopsd®-and 4.8).

In patients treated with docetaxel in combination with do icin and cyclophosphamide (TAC),
febrile neutropenia and/or neutropenic infection occurr wer rates when patients received
primary G-CSF prophylaxis. Primary G-CSF prophyJaxis $hould be considered in patients who receive
adjuvant therapy with TAC for breast cancer to @ the risk of complicated neutropenia (febrile
neutropenia, prolonged neutropenia or neutrope%fectlon). Patients receiving TAC should be
closely monitored (see sections 4.2 and 4.88}'

Gastrointestinal reactions

Caution is recommended for patj |th neutropenia, particularly at risk for developing
gastrointestinal compllcatlon ugh majority of cases occurred during the first or second cycle of
docetaxel containing re terocolltls could develop at any time, and could lead to death as early
as on the first day of on at nts should be closely monitored for early manifestations of serious
gastrointestinal toxici sections 4.2, 4.4 Haematology, and 4.8).
Hypersensitivitﬂéstlons

\4
Patients e observed closely for hypersensitivity reactions especially during the first and

of sion 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. Patients who have previously experienced a
hypersensitivity reaction to paclitaxel may be at risk to develop hypersensitivity reaction to docetaxel,
including more severe hypersensitivity reaction. These patients should be closely monitored during
initiation of docetaxel therapy.

seco%i ions. Hypersensitivity reactions may occur within a few minutes following the initiation
ilab

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).

Severe Cutaneous Adverse Reactions (SCARS) such as Stevens-Johnson Syndrome (SJS), Toxic
Epidermal Necrolysis (TEN) and Acute Generalized Exanthematous Pustulosis (AGEP) have been
reported with docetaxel treatment. Patients should be informed about the signs and symptoms of
serious skin manifestations and closely monitored. If signs and symptoms suggestive of these reactions
appear discontinuation of docetaxel should be considered.

Fluid retention

Patients with severe fluid retention such as pleural effusion, pericardial effusion and ascites s e

monitored closely. . %
Respiratory disorders é

Acute respiratory distress syndrome, interstitial pneumonia/pneumonitis, inter@mg disease,
pulmonary fibrosis and respiratory failure have been reported and may be asq#la d with fatal
outcome. Cases of radiation pneumonitis have been reported in patients r@L g concomitant
radiotherapy.

If new or worsening pulmonary symptoms develop, patients shoul ﬁosely monitored, promptly
investigated, and appropriately treated. Interruption of docetax y is recommended until
diagnosis is available. Early use of supportive care measure Ip improve the condition. The
benefit of resuming docetaxel treatment must be carefully@le

Patients with liver impairment \

In patients treated with docetaxel at 100 mg/m? a@gle agent who have serum transaminase levels
(ALT and/or AST) greater than 1.5 times th &N concurrent with serum alkaline phosphatase levels
greater than 2.5 times the ULN, there is r risk of developing severe adverse reactions such as
toxic deaths including sepsis and gas

intastinal haemorrhage which can be fatal, febrile neutropenia,
infections, thrombocytopenia, stoma

nd asthenia. Therefore, the recommended dose of docetaxel
in those patients with elevated li nction test (LFTs) is 75 mg/m? and LFTs should be measured at
baseline and before each cycl e Section 4.2).

For patients with serum bili levels >ULN and/or ALT and AST >3.5 times the ULN concurrent
with serum alkaline ph tase levels >6 times the ULN, no dose-reduction can be recommended
and docetaxel shoul used unless strictly indicated.

In combination wi atin and 5-fluorouracil for the treatment of patients with gastric
adenocarcingm ivotal clinical study excluded patients with ALT and/or AST > 1.5 x ULN
associated Wi line phosphatase > 2.5 x ULN, and bilirubin> 1 x ULN; for these patients, no

can be recommended and docetaxel should not be used unless strictly indicated. No
data lable in patients with hepatic impairment treated by docetaxel in combination in the other
m%}@ns

Patients with renal impairment

There are no 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
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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
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.

Ventricular arrhythmia including ventricular tachycardia (sometimes fatal) has been reported in
patients treated with docetaxel in combination regimens including doxorubicin, 5-fluorouracil and/or

cyclophosphamide (see section 4.8).
Baseline cardiac assessment is recommended. 6

Eye disorders . %Q

Cystoid macular oedema (CMO) has been reported in patients treated with docetaxe
impaired vision should undergo a prompt and complete ophthalmologic examingtiegakn case CMO is
diagnosed, docetaxel treatment should be discontinued and appropriate treatm& itiated (see section
4.8).

Second primary malignancies KQ

Second primary malignancies have been reported when docetax: given in combination with
anticancer treatments known to be associated with second pri alignancies. Second primary
malignancies (including acute myeloid leukemia, myelod tic syndrome and non-Hodgkin
lymphoma) may occur several months or years after do I-containing therapy. Patients should be
monitored for second primary malignancies (see sectien 4.8).

Tumour Lysis Syndrome \Q

Tumour lysis syndrome has been reporte \gﬂ docetaxel after the first or the second cycle (see section
4.8). Patients at risk of tumour lysis sy %b’ue (e.g. with renal impairment, hyperuricemia, bulky
tumour, rapid progression) should clg ely monitored. Correction of dehydration and treatment of
high uric acid levels are recom prior to initiation of treatment.

Others \Q

Contraceptive m‘%@ﬂ be taken by both men and women during treatment and for men at least

6 months after cessation of therapy (see section 4.6).

*
The conco \Sge of docetaxel with strong CYP3A4 inhibitors (e.g., ketoconazole, itraconazole,
, indinavir, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin and
voric ) should be avoided (see section 4.5).

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

Gastrointestinal reactions

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

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

Patients with 4+ nodes

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

Elderly

Cautions for use in adjuvant treatment of breast cancer
There are limited data available in patients > 70 years of age on docetaxel use in combination Wb

doxorubicin and cyclophosphamide. @
L 4
Cautions for use in castration-resistant prostate cancer %
Of the 333 patients treated with docetaxel every three weeks in a prostate cancer stu 327),
209 patients were 65 years of age or greater and 68 patients were older than 75 patients

treated with docetaxel every three weeks, the incidence of related nail changes& rfed at a rate

> 10% higher in patients who were 65 years of age or greater compared to yq% patients. The
incidence of related fever, diarrhoea, anorexia, and peripheral oedema oc at rates > 10% higher
in patients who were 75 years of age or greater versus less than 65 yeﬁ

Cautions for use in hormone-sensitive prostate cancer @
Of the 545 patients treated with docetaxel every 3 weeks in e-sensitive prostate cancer study
(STAMPEDE), 296 patients were 65 years of age or older patients were 75 years of age or

older. More patients aged >65 years in the docetaxel ar% rted hypersensitivity reaction,
neutropenia, anaemia, fluid retention, dyspnea, and pail clfanges when compared to the patients aged
less than 65 years. None of these increases in fre reached 10% difference with the control arm.
In patients who were 75 years of age or older, w ompared to younger patients, neutropenia,
anaemia, diarrhea, dyspnea and upper respi tract infection were reported with a greater incidence
(at least 10% higher).

Cautions for use in gastric adenocar€indma cancer

Among the 300 (221 patients in ase |11 part of the study and 79 patients in the phase Il part)
patients treated with docetax ombination with cisplatin and 5-fluorouracil in the gastric cancer
study, 74 were 65 years Qf a older and 4 patients were 75 years of age or older. The incidence of
serious adverse events g@ig r in older people compared to younger patients.

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

patients. .
Older peopl d with TCF should be closely monitored.

Thiswedicinal product contains 723 mg of alcohol (ethanol anhydrous) in each vial (25.1 % (w/w)).

A dose of 100 mg/m? of this medicine administered to an adult weighing 70 kg would result in
exposure to 23 mg/kg of ethanol which may cause a rise in blood alcohol concentration (BAC) of
about 4 mg/100 ml.

For comparison, for an adult drinking a glass of wine or 500 ml of beer, the BAC is likely to be about
50 mg/100 ml.

Because this medicine is usually given slowly over 1 hour, the effects of alcohol may be reduced.

Co-administration with medicines containing e.g. propylene glycol or ethanol may lead to

accumulation of ethanol and induce adverse effects, in particular in young children with low or
immature metabolic capacity.
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Harmful for those suffering from alcoholism.
To be taken into account in pregnant or breastfeeding women and children.

Consideration should be given to possible effects on the central nervous system.

4.5 Interaction with other medicinal products and other forms of interaction

The amount of alcohol in this medicinal product may alter the effects of other medicinal products.

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 ciclosporine, ketoconazole and erythromygimiyAs

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. . %

In case of combination with CYP3A4 inhibitors, the occurrence of docetaxel advers
increase, as a result of reduced metabolism. If the concomitant use of a strong GY;
ketoconazole, itraconazole, clarithromycin, indinavir, nefazodone, nelfinavir, r, saquinavir,
telithromycin and voriconazole) cannot be avoided, a close clinical surveillagc®iS warranted and a
dose-adjustment of docetaxel may be suitable during the treatment with t ng CYP3A4 inhibitor
(see section 4.4). In a pharmacokinetic study with 7 patients, the co-admintstration of docetaxel with
the strong CYP3A4 inhibitor ketoconazole leads to a significant deé; in docetaxel clearance by
49%.

Docetaxel pharmacokinetics in the presence of prednisone w
prostate cancer. Docetaxel is metabolised by CYP3A4 an
No statistically significant effect of prednisone on the

d in patients with metastatic
sone is known to induce CYP3A4.
cokinetics of docetaxel was observed.

Docetaxel is highly protein bound (>95%). Altho @e possible in vivo interaction of docetaxel with
concomitantly administered medicinal product h t been investigated formally, in vitro interactions
with tightly protein-bound agents such as erythromycin, diphenhydramine, propranolol, propafenone,
phenytoin, salicylate, sulfamethoxazole ium valproate did not affect protein binding of
docetaxel. In addition, dexamethasong, did hot affect protein binding of docetaxel. Docetaxel did not
influence the binding of digitoxin. Tb

The pharmacokinetics of doc Qoxorubicin and cyclophosphamide were not influenced by their
co-administration. Limited rom a single uncontrolled study were suggestive of an interaction
between docetaxel and [%hgpl in. When combined to docetaxel, the clearance of carboplatin was
about 50% higher tr@ es previously reported for carboplatin monotherapy.

*
4.6 Fertility,\QFanancy and lactation

Pregnanc

T@o information on the use of docetaxel in pregnant women. Docetaxel has been shown to be
both“embryotoxic and foetotoxic in rabbits and rats, and to reduce fertility in rats. As with other
cytotoxic medicinal products, docetaxel may cause foetal harm when administered to pregnant
women. Therefore, docetaxel must not be used during pregnancy unless clearly indicated.

Women of childbearing age receiving docetaxel should be advised to avoid becoming pregnant, and to
inform the treating 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.
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Contraception 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
b of

alcohol in this medicinal product and the side effects of the product may impair the ability, Ve or
use machines (see sections 4.4 and 4.8). Therefore, patients should be warned of the pg impact
of the amount of alcohol and the side effects of this medicinal product on the ablllty
machines, and be advised not to drive or use machines if they experience these
treatment.

4.8 Undesirable effects @0

No studies on the effects on the ability to drive and use machines have been performed. Tk@/

Summary of the safety profile for all indications é

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

have been obtained in:

o 1,312 and 121 patients who received 100 mg/m? 3\@ mg/m2 of docetaxel as a single agent
respectively.

258 patients who received docetaxel in co on with doxorubicin.

406 patients who received docetaxel i %atlon with cisplatin.

92 patients treated with docetaxel in c) jnation with trastuzumab.

255 patients who received docetax ombination with capecitabine.

332 patients (TAX327) who re %& docetaxel in combination with prednisone or prednisolone

(clinically important treatm ed adverse events are presented).

o 1,276 patients (744 and AX 316 and GEICAM 9805 respectively) who received
docetaxel in combinati ith doxorubicin and cyclophosphamide (clinically important
treatment related adyerSegevents are presented).

. 300 gastric aroE@ tnoma patients (221 patients in the phase Il part of the study and

79 patients, i ase Il part) who received docetaxel in combination with cisplatin and
5-fluorour linically important treatment related adverse events are presented).
o 174 and ead and neck cancer patients who received docetaxel in combination with cisplatin
and ouracil (clinically important treatment related adverse events are presented).
4@ nts (STAMPEDE study) who received docetaxel in combination with prednisone or
solone and ADT

These reactions were described using the NCI Common Toxicity Criteria (grade 3 = G3;

grade 3-4 = G3/4; grade 4 = G4), the COSTART and the MedDRA terms. Frequencies are defined as:
very common (>1/10), common (>1/100 to < 1/10); uncommon (>1/1,000 to < 1/100); rare (>1/10,000
to < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the available data).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.
The most commonly reported adverse reactions of docetaxel alone are: neutropenia (which was

reversible and not cumulative; the median day to nadir was 7 days and the median duration of severe
neutropenia (<500 cellsy/mm?®) was 7 days), anaemia, alopecia, nausea, vomiting, stomatitis, diarrhoea
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and asthenia. The 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 Il study in breast cancer patients failing anthracycline treatment are presented (see
capecitabine summary of product characteristics).

For combination with ADT and with prednisone or prednisolone (STAMPEDE study), adverse eyents
occurring over the 6 cycles of treatment with docetaxel and having at least 2% higher incidence §fmthe
docetaxel treatment arm by comparison to the control arm, are presented, using the CTCAE

scale. .
N

The following adverse reactions are frequently observed with docetaxel: é

Immune system disorders 5&

Hypersensitivity reactions have generally occurred within a few minutes @19 the start of the
infusion of docetaxel and were usually mild to moderate. The most fregguently reported symptoms
were flushing, rash with or without pruritus, chest tightness, back yspnoea and fever or chills.
Severe reactions were characterised by hypotension and/or bror% sm or generalized

rash/erythema (see section 4.4). Q

Nervous system disorders \

The development of severe peripheral neurotoxicj ires a reduction of dose (see sections 4.2
and 4.4). Mild to moderate neuro-sensory signs aracterised by paraesthesia, dysesthesia or pain
including burning. Neuro-motor events are é@y characterised by weakness.

Skin and subcutaneous tissue disord

Reversible cutaneous reactionseen observed and were generally considered as mild to
moderate. Reactions were chakatterised by a rash including localised eruptions mainly on the feet and
hands (including severe an@i foot syndrome), but also on the arms, face or thorax, and frequently
associated with pruritu ptions generally occurred within one week after the docetaxel infusion.
Less frequently, sev ptoms such as eruptions followed by desquamation which rarely lead to
interruption or diS¢dntifuation of docetaxel treatment were reported (see sections 4.2 and 4.4). Severe
nail disordersa@racterised by hypo- or hyperpigmentation and sometimes pain and onycholysis.

General rs and administration site conditions

In ite reactions were generally mild and consisted of hyper pigmentation, inflammation,
redness or dryness of the skin, phlebitis or extravasation and swelling of the vein.

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

Tabulated list of adverse reactions in breast cancer for Docetaxel 100 mg/m?2 single agent

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

Very common adverse
reactions

Common adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

Infections (G3/4: 5.7%);
including sepsis and
pneumonia, fatal in

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

1.7%)
Blood and lymphatic Neutropenia (G4: Thrombocytopenia
system disorders 76.4%); (G4: 0.2%)

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

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

nutrition disorders

Nervous system
disorders

Peripheral sensory
neuropathy (G3: 4.1%);
Peripheral motor
neuropathy (G3/4: 4%);
Dysgeusia (severe
0.07%)

Cardiac disorders

W‘ua'(esm:

Cardiac failure

Vascular disorders

&

j:yﬁotension;

ypertension;
Haemorrhage

Respiratory, thoracic

Dyspnoea (sev

C

and mediastinal 2.7%)

disorders

Gastrointestinal Stoma /4 5.3%); | Constipation (severe: | Oesophagitis (severe:
disorders Diar, (G3/4: 4%)); 0.2%); 0.4%)

.
AN

N

SQ (G3/4: 4%);
ting (G3/4: 3%)
N\

o

Abdominal pain
(severe: 1%);
Gastrointestinal
haemorrhage (severe:
0.3%)

Skin and subeutaneous
tissue disor%&(@

Alopecia;

Skin reaction (G3/4:
5.9%);

Nail disorders (severe:
2.6%)

Musctiloskeletal and
connective tissue
disorders

Myalgia (severe: 1.4%)

Arthralgia

General disorders and
administration site
conditions

Fluid retention (severe:
6.5%);

Asthenia (severe:
11.2%);

Pain

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

Investigations

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

phosphatase increased
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MedDRA system Very common adverse | Common adverse Uncommon adverse
organ classes reactions reactions reactions

(< 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. E

Nervous system disorders
Reversibility data are available among 35.3% of patients who developed neurotoxicity fol
docetaxel treatment at 100 mg/m?2 as single agent. The events were spontaneously reve( ithin

3 months. O
Skin and subcutaneous tissue disorders 5&

Very rare: one case of alopecia non-reversible at the end of the study. 73% a@ cutaneous reactions
were reversible within 21 days.

General disorders and administration site conditions z}

The median cumulative dose to treatment discontinuation was an 1,000 mg/m? and the median
time to fluid retention reversibility was 16.4 weeks (range 0 eks). The onset of moderate and
severe retention is delayed (median cumulative dose: 818 m?) in patients with premedication
compared with patients without premedication (median lative dose: 489.7 mg/m?); however, it

has been reported in some patients during the early ses of therapy.

Tabulated list of adverse reactions in non-small @unq cancer for Docetaxel 75 mg/m? single agent

MedDRA system organ Very co adverse Common adverse reactions
classes reacti
Infections and infestations Infections (G3/4: 5%)
Blood and lymphatic system penia (G4: 54.2%); Febrile neutropenia
disorders < aemia (G3/4: 10.8%);
» Thrombocytopenia (G4: 1.7%)
Immune system disordet\ Q Hypersensitivity (no severe)
Metabolism and nutriti " | Anorexia
disorders
Nervous system ers Peripheral sensory neuropathy | Peripheral motor neuropathy
(G3/4: 0.8%) (G3/4: 2.5%)
Cardiac dIS@ Arrhythmia (no severe)
Vascula ders Hypotension
Gastr inal disorders Nausea (G3/4: 3.3%); Constipation
Stomatitis (G3/4: 1.7%);
Vomiting (G3/4: 0.8%);
Diarrhoea (G3/4: 1.7%)
Skin and subcutaneous tissue Alopecia; Nail disorders (severe: 0.8%)
disorders Skin reaction (G3/4: 0.8%)
Musculoskeletal and connective Myalgia
tissue disorders
General disorders and Asthenia (severe: 12.4%);
administration site conditions Fluid retention (severe: 0.8%);
Pain
Investigations G3/4 Blood bilirubin increased
(< 2%)
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Tabulated list of adverse reactions in breast cancer for Docetaxel 75 mg/m2 in combination with

doxorubicin
MedDRA system Very common Common adverse Uncommon adverse
organ classes adverse reactions reactions reactions
Infections and Infection (G3/4: 7.8%)
infestations
Blood and lymphatic Neutropenia (G4:
system disorders 91.7%);
Anaemia (G3/4: 9.4%);
Febrile neutropenia; 6
Thrombocytopenia
(G4: 0.8%) P @
Immune system Hypersensitivity (G3/4: ’\‘O
disorders 1.2%) A(
Metabolism and Anorexia N

nutrition disorders

Nervous system

Peripheral sensory

Peripheral motor

N

&
\

disorders neuropathy (G3: 0.4%) | neuropathy (G3/4:
0.4%) @'
Cardiac disorders Cardiac failure,
Arrhythmia ere)

Vascular disorders

Hypotension

Gastrointestinal
disorders

Nausea (G3/4: 5%);
Stomatitis (G3/4:
7.8%);

Diarrhoea (G3/4:
6.2%);

Vomiting (G3/4:

Constipation C )}

«

¢

O
O

Skin and subcutaneous
tissue disorders

Alopecia;
Nail disor evere:
0.4%);

&Qon (no

Musculoskeletal and
connective tissue
disorders *

O

Ski

Myalgia

General disondeq?d'
administrati \
COﬂditiO@

Asthenia (severe:
8.1%);

Fluid retention (severe:
1.2%);

Pain

Infusion site reaction

Investigations

G3/4 Blood bilirubin
increased (< 2.5%);
G3/4 Blood alkaline
phosphatase increased
(< 2.5%)

G3/4 AST increased
(< 1%);
G3/4 ALT increased
(< 1%)
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Tabulated list of adverse reactions in non-small cell lung cancer for Docetaxel 75 mg/m2 in

combination with cisp

latin

MedDRA system
organ classes

Very common adverse
reactions

Common adverse
reactions

Uncommon adverse
reactions

Infections and
infestations

Infection (G3/4: 5.7%)

Blood and lymphatic
system disorders

Neutropenia (G4:
51.5%);
Anaemia (G3/4: 6.9%);

Thrombocytopenia (G4:

Febrile neutropenia

0.5%)
Immune system Hypersensitivity (G3/4: 6
disorders 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 (G3/4:
0.7%) L

. Cardiac failure

Vascular disorders

Hypotension ( :

0.7%)
Gastrointestinal Nausea (G3/4: 9.6%); Constip
disorders Vomiting (G3/4: 7.6%);
Diarrhoea (G3/4: 6.4%); \CD
Stomatitis (G3/4: 2%) O\
Skin and Alopecia; N\

subcutaneous tissue
disorders

0.7%);
Skin reaction (G&)
0.2%)

Nail disorders (severg'\'<

Musculoskeletal and Myalgia( 10.5%)
connective tissue
disorders
General disorders Q (severe: 9.9%); | Infusion site reaction;
and administration @L retention (severe: Pain
71%);

site conditions Q
n\

}:ever (G3/4: 1.2%)

Investigati §\U

@@

G3/4 Blood bilirubin
increased (2.1%);
G3/4 ALT increased
(1.3%)

G3/4 AST increased
(0.5%);

G3/4 Blood alkaline
phosphatase increased
(0.3%)

Tabulated list of adverse reactions in breast cancer for Docetaxel 100 mg/m2 in combination with

trastuzumab

MedDRA system organ classes

Very common adverse reactions

Common adverse
reactions

Blood and lymphatic s
disorders

ystem

Neutropenia (G3/4: 32%);
Febrile neutropenia (includes
neutropenia associated with fever
and antibiotic use) or neutropenic
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sepsis

Metabolism and nutrition Anorexia
disorders
Psychiatric disorders Insomnia

Nervous system disorders

Paraesthesia; Headache;
Dysgeusia; Hypoaesthesia

Eye disorders

Lacrimation increased;
Conjunctivitis

Cardiac disorders

Cardiac failure

Vascular disorders

Lymphoedema

Respiratory, thoracic and
mediastinal disorders

Nasopharyngitis; Dyspnoea;
Cough; Rhinorrhoea

Epistaxis; Pharyngolaryngeal pain;

Gastrointestinal disorders

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

Skin and subcutaneous tissue
disorders

Alopecia; Erythema; Rash; Nail
disorders

Musculoskeletal and connective
tissue disorders

Myalgia; Arthralgia; Pain in

extremity; Bone pain; Back pain

General disorders and
administration site conditions

Asthenia; Oedema peripheral;
Pyrexia; Fatigue; Mucosal
inflammation; Pain; Influen
illness; Chest pain; Chills &

4 bethargy

Investigations

Weight increased ~ { N«
N

Description of selected adverse reactions in breast cancb@ Docetaxel 100 mg/m? in combination

with trastuzumab

Cardiac disorders

QO

Symptomatic cardiac failure was reported i % of the patients who received docetaxel plus

trastuzumab compared to 0% of pati
64% had received a prior anthracycli

alone.

Blood and lymphatic system@ﬁers
c

oxicity was increased in patients receiving trastuzumab and

docetaxel alone. In the docetaxel plus trastuzumab arm,
djuvant therapy compared with 55% in the docetaxel arm

Very common: Haematolegi
docetaxel, compared cetaxel alone (32% grade 3/4 neutropenia versus 22%, using NCI-CTC
criteria). Note tha@ ikely to be an underestimate since docetaxel alone at a dose of 100 mg/m? is

known to result j
incidence of,fepki
Herceptin

Tabul

tropenia in 97% of patients, 76% grade 4, based on nadir blood counts. The
neutropenia/neutropenic sepsis was also increased in patients treated with
cetaxel (23% versus 17% for patients treated with docetaxel alone).

st of adverse reactions in breast cancer for Docetaxel 75 mg/m2 in combination with

ca bine

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Infections and infestations

Oral candidiasis (G3/4: < 1%)

Blood and lymphatic system
disorders

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

Thrombocytopenia (G3/4: 3%)

Metabolism and nutrition
disorders

Anorexia (G3/4: 1%);
Decreased appetite

Dehydration (G3/4: 2%)

Nervous system disorders

Dysgeusia (G3/4: <1%);
Paraesthesia (G3/4: <1%)

Dizziness;
Headache (G3/4: <1%);
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Neuropathy peripheral

Eye disorders

Lacrimation increased

Respiratory, thoracic and
mediastinal disorders

Pharyngolaryngeal pain (G3/4:
2%)

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

Gastrointestinal disorders

Stomatitis (G3/4: 18%);

Abdominal pain upper;

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

Nausea (G3/4: 6%);

Vomiting (G3/4: 4%);

Constipation (G3/4: 1%);

Abdominal pain (G3/4: 2%);

Dyspepsia
Skin and subcutaneous tissue Hand-foot syndrome (G3/4: Dermatitis; 6
disorders 24%); Rash erythematous (G

Alopecia (G3/4: 6%); <1%);

Nail disorders (G3/4: 2%) Nail discolou at|

Onycholysis ( 1%)

Musculoskeletal and connective | Myalgia (G3/4: 2%); Pain in eWGS/4 <1%);
tissue disorders Arthralgia (G3/4: 1%) Back p /14: 1%)

General disorders and
administration site conditions

Asthenia (G3/4: 3%);

Pyrexia (G3/4: 1%);

Fatigue/ weakness (G3/4: 5%);
Oedema peripheral (G3/4: 1%)

Leth &
2

Investigations

o
\4

eight decreased,;
G3/4 Blood bilirubin increased
(9%)

Tabulated list of adverse reactions in metastatic castration-resistant prostate cancer for Docetaxel

75 mg/m2 in combination with prednisone or pre ne
MedDRA system organ Veryc adverse Common adverse reactions
classes reacti

Infections and infestations

(G3/4: 3.3%)

Blood and lymphatic system
disorders

N

I 3.
@)penia (G3/4: 32%);
aemia (G3/4: 4.9%)

B

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

Immune system disordel\ Q

Hypersensitivity (G3/4: 0.6%)

Metabolism and nutriti
disorders

Anorexia (G3/4: 0.6%)

Nervous syste c}Q ers

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

Peripheral motor neuropathy
(G3/4: 0%)

Eye (&o@

Lacrimation increased (G3/4:
0.6%)

mmsorders

Cardiac left ventricular function
decrease (G3/4: 0.3%)

Respiratory, thoracic and
mediastinal disorders

Epistaxis (G3/4: 0%);
Dyspnoea (G3/4: 0.6%);
Cough (G3/4: 0%)

Gastrointestinal disorders

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

Vomiting (G3/4: 1.2%)

Skin and subcutaneous tissue
disorders

Alopecia;
Nail disorders (no severe)

Exfoliative rash (G3/4: 0.3%)
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Musculoskeletal and connective
tissue disorders

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

General disorders and
administration site conditions

Fatigue (G3/4: 3.9%);
Fluid retention (severe: 0.6%)

Tabulated list of adverse reactions in high-risk locally advanced or metastatic hormone-sensitive

prostate cancer for docetaxel 75 mg/m2 in combination with prednisone or prednisolone and ADT

(STAMPEDE study)

MedDRA system organ
classes

Very common adverse
reactions

Common adverse reactions

Blood and lymphatic system
disorders

Neutropenia (G3-4: 12 %)
Anaemia
Febrile neutropenia (G3-4: 15%)

"c@

Immune system disorders

AX
Hypersensitivi[(é—m 1%)

Endocrine disorders Diabetes ‘%\‘I%)
Metabolism and nutrition Anorexi6 ,
disorders Fo. N\
Psychiatric disorders Insomnia (G3: 1%) [ %4

Nervous system disorders Peripheral sensory neuropathy ziness

(>G3: 2%)°

Headache Q ol
O
Eye disorders N\ Blurred vision
Cardiac disorders O Hypotension (G3: 0%)
O\
Respiratory, thoracic and Dyspnea (G3: 1%) Pharyngitis (G3: 0%)

mediastinal disorders

Gastrointestinal disorders

*
+ Cy

(G%
ea (G3: 3%)
atitis (G3: 0%)
) Constipation (G3: 0%)
+ Nausea (G3: 1%)
Dyspepsia
Abdominal pain (G3: 0%)
Flatulence

Vomiting (G3: 1%)

Skin and s@@ﬂéous tissue

disorder;-,

Alopecia (G3: 3%)?
Nail changes (G3: 1%)

Rash

Mus letal and
co ive tissue disorders

Myalgia

General disorders and
administration site conditions

Lethargy (G3-4: 2%)
Flu-like symptoms (G3: 0%)
Asthenia (G3: 0%)

Fluid retention

Fever (G3: 1%)

Oral candidiasis

Hypocalcaemia (G3: 0%)
Hypophosphataemia (G3-4: 1%)
Hypokalaemia (G3: 0%)

aFrom the GETUG AFU15 study
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Tabulated list of adverse reactions in breast cancer for adjuvant therapy with Docetaxel 75 mg/m2.in

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

node-negative (GEICAM 9805) breast cancer — pooled data

MedDRA system Very common Common adverse Uncommon adverse
organ classes adverse reactions reactions reactions
Infections and 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 6
(G3/4: 1.6%); @
Febrile neutropenia . %
(G3/4: NA) \
Immune system Hypersensitivity (G3/4: O
disorders 0.6%) W\

Metabolism and

Anorexia (G3/4: 1.5%)

O

nutrition disorders R
Nervous system Dysgeusia (G3/4: Peripheral motor (0. yncope (G3/4: 0%);
disorders 0.6%); neuropathy & Neurotoxicity (G3/4:
Peripheral sensory (G3/4: 0%) @ 0%);
neuropathy (G3/4: Somnolence (G3/4:
<0.1%) QQ 0%)
O\
Eye disorders Conjunctivitis (G3/4: LaWon increased
<0.1%) £63/4. <0.1%)

Cardiac disorders

<

hythmia (G3/4:

.2%)
Vascular disorders Hot flush (GS/4:@"\@ Hypotension (G3/4: Lymphoedema (G3/4:
0%); 0%)

A

Phlebitis (G3/4: 0%)

Respiratory, thoracic
and mediastinal

\J
©

Cough (G3/4: 0%)

disorders
Gastrointestinal 1 &a (G3/4:5.0%); | Abdominal pain (G3/4:
disorders q§omatitis (G3/4: 0.4%)

.0%);

O
&

@@

VVomiting (G3/4:
4.2%);

Diarrhoea (G3/4:
3.4%);
Constipation (G3/4:
0.5%)

Skin and subcutaneous
tissue disorders

Alopecia (persisting

<3%);

Skin disorder (G3/4:

0.6%);

Nail disorders (G3/4:
0.4%)

Musculoskeletal and
connective tissue

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

disorders 0.2%)
Reproductive system Amenorrhoea (G3/4:
and breast disorders NA)
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MedDRA system Very common Common adverse Uncommon adverse

organ classes adverse reactions reactions reactions
General disorders and | Asthenia (G3/4:

administration site 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%)

combination with doxorubicin and cyclophosphamide in patients with node-positive (TAX 3
node-negative (GEICAM 9805) breast cancer . \%

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

Nervous system disorders

In study TAX316 peripheral sensory neuropathy started during the treatment pesi persisted into
the follow-up period in 84 patients (11.3%) in TAC arm and 15 patients (2%) arm. At the end
of the follow-up period (median follow-up time of 8 years), peripheral sens@europathy was
observed to be ongoing in 10 patients (1.3%) in TAC arm, and in 2 patie .3%) in FAC arm.

In GEICAM 9805 study peripheral sensory neuropathy that started duging the treatment period
persisted into the follow-up period in 10 patients (1.9%) in TAC ar, 4 patients (0.8%) in FAC
arm. At the end of the follow-up period (median follow-up time ears and 5 months), peripheral
sensory neuropathy was observed to be ongoing in 3 patient;@ in TAC arm, and in 1 patient

(0.2%) in FAC arm. O

Cardiac disorders \

In study TAX316, 26 patients (3.5%) in the TAC Q’ld 17 patients (2.3%) in the FAC arm
experienced congestive heart failure. All exceptape’patient in each arm were diagnosed with CHF
more than 30 days after the treatment periob 0 patients in the TAC arm and 4 patients in the FAC

arm died because of cardiac failure.
In GEICAM 9805 study, 3 patients (03%6%

TAC arm and 3 patients (0.6%) in FAC arm developed
congestive heart failure during the fo ) v-up period. At the end of the follow-up period (actual median
follow-up time of 10 years and 5 faodiths), no patients had CHF in TAC arm and 1 patient in TAC arm
died because of dilated cardi athy, and CHF was observed to be ongoing in 1 patient (0.2%) in

FAC arm. \

Skin and subcutane @Ue disorders

In study TAX316 ia persisting into the follow-up period after the end of chemotherapy was
:‘EI

reported in 687 4 TAC patients (92.3%) and 645 of 736 FAC patients (87.6%).

At the end low-up period (actual median follow-up time of 8 years), alopecia was observed to
be ongoi TAC patients (3.9%) and 16 FAC patients (2.2%).

InG 9805 study alopecia that started during the treatment period and persisted into the follow-
u was observed to be ongoing in 49 patients (9.2%) in TAC arm and 35 patients (6.7%) in
FAC"arm. Alopecia related to study drug started or worsened during the follow-up period in 42
patients (7.9%) in TAC arm and 30 patients (5.8%) in FAC arm. At the end of the follow-up period
(median follow-up time of 10 years and 5 months), alopecia was observed to be ongoing in 3 patients
(0.6%) in TAC arm, and in 1 patient (0.2%) in FAC arm.

Reproductive system and breast disorders

In TAX316 amenorrhoea that started during the treatment period and persisted into the follow-up
period after the end of chemotherapy was reported in 202 of 744 TAC patients (27.2%) and 125 of 736
FAC patients (17.0%). Amenorrhea was observed to be ongoing at the end of the follow-up period
(median follow-up time of 8 years) in 121 of 744 TAC patients (16.3%) and 86 FAC patients (11.7%).
In GEICAM 9805 study amenorrhoea that started during the treatment period and persisted into the
follow-up period was observed to be ongoing in 18 patients (3.4%) in TAC arm and 5 patients (1.0%)
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in FAC arm. At the end of the follow-up period (median follow-up time of 10 years and 5 months),
amenorrhoea was observed to be ongoing in 7 patients (1.3%) in TAC arm, and in 4 patients (0.8%) in
FAC arm.

General disorders and administration site conditions
In study TAX316 peripheral oedema that started during the treatment period and persisted into the
follow-up period after the end of chemotherapy was observed in 119 of 744 TAC patients (16.0%) and
23 of 736 FAC patients (3.1%). At the end of the follow-up period (actual median follow-up time of 8
years), peripheral oedema was ongoing in 19 TAC patients (2.6%) and 4 FAC patients (0.5%).

In study TAX316 lymphoedema that started during the treatment period and persisted into the follow-
up period after the end of chemotherapy was reported in 11 of 744 TAC patients (1.5%) and 1 of 736
FAC patients (0.1%). At the end of the follow-up period (actual median follow-up time of 8 yea
lymphoedema was observed to be ongoing in 6 TAC patients (0.8%) and 1 FAC patient (0.1%).
In study TAX316 asthenia that started during the treatment period and persisted into the foll
period after the end of chemotherapy was reported in 236 of 744 TAC patients (31.7%) a
FAC patients (24.5%). At the end of the follow-up period (actual median follow-up ti%f

asthenia was observed to be ongoing in 29 TAC patients (3.9%) and 16 FAC patients<Z'2%).

In study GEICAM 9805 peripheral oedema that started during the treatment p &rsisted into the
follow-up period in 4 patients (0.8%) in TAC arm and in 2 patients (0.4%) i arm. At the end of
the follow-up period (median follow-up time of 10 years and 5 months), ents (0%) in TAC arm
had peripheral oedema and it was observed to be ongoing in 1 patient (0.2%) in FAC arm.
Lymphoedema that started during the treatment period persisted in follow-up period in 5 patients
(0.9%) in TAC arm and 2 patients (0.4%) in FAC arm. At the e e follow-up period
lymphoedema was observed to be ongoing in 4 patients (0.8% C arm, and in 1 patient (0.2%) in

FAC arm.

Asthenia that started during the treatment period and p @I into the follow-up period was observed
to be ongoing in 12 patients (2.3%) in TAC arm and 4,patfents (0.8%) in FAC arm. At the end of the
follow-up period, asthenia was observed to be on @n 2 patients (0.4%) in TAC arm, and in 2
patients (0.4%) in FAC arm. 6

Acute leukaemia / Myelodysplastic syndrr@
After 10 years of follow up in study RAX3%6, acute leukaemia was reported in 3 of 744 TAC patients
(0.4%) and in 1 of 736 FAC patients{0-%%). One TAC patient (0.1%) and 1 FAC patient (0.1%) died
due to AML during the follow-up(pepiod (median follow-up time of 8 years). Myelodysplastic
syndrome was reported in 2 gfJ44 TAC patients (0.3%) and in 1 of 736 FAC patients (0.1%).

After 10 years of follow-up \GEICAM 9805 study, acute leukaemia occurred in 1 of 532 (0.2%)
patients. in TAC arm. %Ises were reported in patients in FAC arm. No patient was diagnosed with

myelodysplastic syr& in either treatment groups.
*

Neutropenic goniplisations

Table belo@ that the incidence of Grade 4 neutropenia, febrile neutropenia and neutropenic
i creased in patients who received primary G-CSF prophylaxis after it was made
man ih the TAC arm. — GEICAM study.

Neutrepenic complications in patients receiving TAC with or without primary G-CSF prophylaxis
(GEICAM 9805)

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)
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Tabulated list of adverse reactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/mZ2in

combination with cisplatin and 5-fluorouracil

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%)

Eye disorders

Lacrimati
0%

increased (G3/4:

Ear and labyrinth disorders

earing impaired (G3/4: 0%)

Cardiac disorders

Abrhythmia (G3/4: 1.0%)

Gastrointestinal disorders

Diarrhoea (G3/4: 19.7%);
Nausea (G3/4: 16%); Q

Stomatitis (G3/4: 23,7
Vomiting (G3/4: 14.
‘Y

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

Skin and subcutaneous tissue
disorders

Alopecia (G3®%)
A

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

General disorders and
administration site conditions

3/4: 19.0%);
3/4: 2.3%);
retention (severe/life
eatening: 1%)

Description of selecte ﬁrse eactions in gastric adenocarcinoma cancer for Docetaxel 75 mg/m? in

combination Wlth cispl

nd 5-fluorouracil

prop

system disorders
fa and neutropenic infection occurred in 17.2% and 13.5% of patients respectively,

the ¢ .
pati hen patients received prophylactic G-CSF, in 15.6% and 12.9% of patients without
actic G-CSF, (see section 4.2).

Tabulated list of adverse reactions in head and neck cancer for Docetaxel 75 mg/m2 in combination

with cisplatin and 5-fluorouracil

¢ Induction chemotherapy followed by radiotherapy (TAX 323)

MedDRA system
organ classes

Very common
adverse reactions

reactions

Common adverse

Uncommon adverse
reactions

Infections and
infestations

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

Neoplasms benign,

Cancer pain (G3/4:
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malignant and

unspecified (incl cysts

and polyps)

0.6%)

Blood and lymphatic
system disorders

Neutropenia (G3/4:
76.3%);

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

Febrile neutropenia

Immune system Hypersensitivity (no

disorders severe)

Metabolism and Anorexia (G3/4: 0.6%)

nutrition disorders

Nervous system Dysgeusia/Parosmia; Dizziness 6

disorders

Peripheral sensory
neuropathy
(G3/4: 0.6%)

QO
R

Eye disorders

Lacrimation increased;
Conjunctivitis

\Y

Ear and labyrinth
disorders

Hearing impaired

&

Cardiac disorders

Myocardial |schem|a(b
(G3/4: 1.7%)

Arrhythmia (G3/4.
0.6%)

Vascular disorders

Venous disord

/4:

0.6%) g
Gastrointestinal Nausea (G3/4: 0.6%); Constip
disorders Stomatitis (G3/4: Es itfs/dysphagia/
4.0%); ody gia (G3/4:

Diarrhoea (G3/4.
2.9%)

@)’
V.omit’ing (G3/4: 0 %)<> yspepsia,;

Gastrointestinal
haemorrhage (G3/4:
0.6%)

ominal pain;

Skin and subcutaneous

tissue disorders

S
Alopeci@:
10.9%

\Q

Dry

Rash pruritic;

Skin exfoliative (G3/4:
0.6%)

skin;

Musculoskeletal and
connective tissue,

O

Myalgia (G3/4: 0.6%)

disorders PR\
General dis k_a?d
administratj

cond &@

Lethargy (G3/4: 3.4%);
Pyrexia (G3/4: 0.6%);
Fluid retention;
Oedema

Weight increased

matlons

Induction chemotherapy followed by chemoradiotherapy (TAX 324)

MedDRA system | Very common adverse reactions | Common adverse | Uncommon
organ classes reactions adverse reactions
Infections and Infection (G3/4: 3.6%) Neutropenic

infestations infection

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

1.2%)

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

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

(G3/4: 4.0%);

Febrile neutropenia

Immune system
disorders

Hypersensitivity

Metabolism and
nutrition disorders

Anorexia (G3/4: 12.0%)

Nervous system

Dysgeusia/Parosmia

Dizziness (G3/4:

O

disorders (G3/4: 0.4%); 2.0%);
Peripheral sensory neuropathy Peripheral motor
(G3/4: 1.2%) neuropathy (G3/4:
0.4%)
Eye disorders Lacrimation
increased

Com’u&s—
<\

Ear and labyrinth
disorders

Hearing impaired (G3/4: 1.2%)

O\

Cardiac disorders Arrhythmla (G3/ %\Is'chemia
2.0%) 6 myocardial
Vascular disorders Venous disorder
Gastrointestinal Nausea (G3/4:13.9%); DyspepsiKG
disorders Stomatitis (G3/4: 20.7%); 0.8%
Vomiting (G3/4: 8.4%); Ga estinal
Diarrhoea (G3/4: 6.8%); 14: 1.2%);
Esophagitis/dysphagia/odynoph (%rointestinal
(G3/4: 12.0%); BK aemorrhage (G3/4:
Constipation (G3/4: 0.4%) {'\ 0.4%)
Skin and Alopecia (G3/4: 4.0%); Q Dry skin;
subcutaneous Rash pruritic Desquamation
tissue disorders Fad\
Musculoskeletal 0\} Myalgia (G3/4:
and connective 6 0.4%)
tissue
disorders
General disorders | Letha 3/4 4.0%);
and administration /4 3.6%);

site conditions
o JQ

etention (G3/4: 1.2%);

g ma (G3/4: 1.2%)

Investigations .

NWeight decreased

Weight increased

'\
Post—marke@xperience

Ne
Se

enign, malignant and unspecified (incl cysts and polyps)
rimary malignancies (frequency not known), including non-Hodgkin lymphoma have been

reported in association with docetaxel when used in combination with other anticancer treatments
known to be associated with second primary malignancies. Acute myeloid leukemia and
myelodysplastic syndrome have been reported (frequency uncommon) in pivotal clinical studies in
breast cancer with TAC regimen.

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 multi-organ failure, has been

reported.
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Immune system disorders

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

Hypersensitivity reactions (frequency not known) have been reported with docetaxel in patients who
previously experienced hypersensitivity reactions to paclitaxel.

Nervous system disorders
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 oc
during infusion of the medicinal product and in association with hypersensitivity reactions have
reported. These were reversible upon discontinuation of the infusion. Cases of lacrimation wi
without conjunctivitis, as cases of lacrimal duct obstruction resulting in excessive tearing
rarely reported. Cases of cystoid macular oedema (CMO) have been reported in patien\h@

docetaxel. O
Ear and labyrinth disorders 5%\0

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

Cardiac disorders @

Rare cases of myocardial infarction have been reported. K
Ventricular arrhythmia including ventricular tachycardia (frequ t known), sometimes fatal, has
been reported in patients treated with docetaxel in combinati ens including doxorubicin, 5-

fluorouracil and/or cyclophosphamide.

Vascular disorders \O

Venous thromboembolic events have rarely been d.

Respiratory, thoracic and mediastinal disor

Acute respiratory distress syndrome and sjof interstitial pneumonia/pneumonitis, interstitial lung
disease, pulmonary fibrosis and respi«g ailure sometimes fatal have rarely been reported. Rare
cases of radiation pneumonitis have reported in patients receiving concomitant radiotherapy.

Gastrointestinal disorders
Rare cases of enterocolitjs, i@ding colitis, ischemic colitis, and neutropenic enterocolitis, have been
reported with a potenti outcome (frequency not known).

Rare occurrences of ation have been reported as a consequence of gastrointestinal events

including entero is and gastrointestinal perforation.
Rare cases of;,il

intestinal obstruction have been reported.

Hepatobili isorders
Very es of hepatitis, sometimes fatal primarily in patients with pre-existing liver disorders,
ha@:& reported.

Skin and subcutaneous tissue disorders

Cases of cutaneous lupus erythematosus, bullous eruptions such as erythema multiforme and severe
cutaneous adverse reactions such as Stevens-Johnson Syndrome (SJS), Toxic Epidermal Necrolysis
(TEN) and Acute Generalized Exanthematous Pustulosis (AGEP) have been reported with docetaxel.
Scleroderma-like changes usually preceded by peripheral lymphoedema have been reported with
docetaxel. Cases of permanent alopecia (frequency not known) have been reported.

Renal and urinary disorders

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.
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General disorders and administration site conditions

Radiation recall phenomena have rarely been reported.

Injection site recall reaction (recurrence of skin reaction at a site of previous extravasation following
administration of docetaxel at a different site) has been observed at the site of previous extravasation
(frequency not known).

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 electrolyte imbalance have been reported. Cases of hyponatraemia have been reported,
mostly associated with dehydration, vomiting and pneumonia. Hypokalaemia, hypomagnesaemi
hypocalcaemia were observed, usually in association with gastrointestinal disorders and in partj
with diarrhoea. Tumour lysis syndrome, potentially fatal, has been reported (frequency po

Musculoskeletal disorder é\

Myositis has been reported with docetaxel (frequency not known). \Q
Reporting of suspected adverse reactions Qs\’
Reporting suspected adverse reactions after authorisation of the medicin ctis important. It

professionals are asked to report any suspected adverse reactions vij national reporting system

listed in Appendix V. Q

allows continued monitoring of the benefit/risk balance of the mediciﬁl preduct. Healthcare

4.9 Overdose

There were a few reports of overdose. There is no knov%&dote for docetaxel overdose. In case of
overdose, the patient should be kept in a specialisedglfit and vital functions closely monitored. In
cases of overdose, exacerbation of adverse evenﬂ@e expected. The primary anticipated
complications of overdose would consist of hene marrow suppression, peripheral neurotoxicity and
mucositis. Patients should receive therape SF as soon as possible after discovery of overdose.
Other appropriate symptomatic measg d be taken, as needed.

5. PHARMACOLOGICA{ PERTIES
5.1 Pharmacodynamig progerties

Pharmacotherapeuti @p: Taxanes, ATC Code: L01CD 02

@ antineoplastic agent which acts by promoting the assembly of tubulin into stable
micro s and inhibits their disassembly which leads to a marked decrease of free tubulin. The
bin of docetaxel to microtubules does not alter the number of protofilaments.

Docetaxel has been shown in vitro to disrupt the microtubular network in cells which is essential for
vital mitotic 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 anti-tumour
activity against advanced murine and human grafted tumours.
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Clinical efficacy and safety

Breast cancer

Docetaxel in combination with doxorubicin and cyclophosphamide: adjuvant therapy

Patients with operable node-positive breast cancer (TAX 316)

Data from a multi-centre open-label randomised study support the use of docetaxel for the adjuvant
treatment of patients with operable node-positive breast cancer and KPS > 80%, between 18 and

70 years of age. After stratification according to the number of positive lymph nodes (1-3, 4+),
1,491 patients were randomised to receive either docetaxel 75 mg/m? administered 1-hour after 6
doxorubicin 50 mg/m? and cyclophosphamide 500 mg/m? (TAC arm), or doxorubicin 50 mg/m?2
followed by fluorouracil 500 mg/m?and cyclophosphamide 500 mg/m? (FAC arm). Both r S
were administered once every 3 weeks for 6 cycles. Docetaxel was administered as a 1- fusion;
istered as

secondary prophylaxis to patients who experienced complicated neutropenia (febrile

2o

all other medicinal products were given as intravenous bolus on day one. G-CSF was

prolonged neutropenia, or infection). Patients on the TAC arm received antibi

both arms, after the last cycle of chemotherapy, patients with positive oes
receptors received tamoxifen 20 mg daily for up to 5 years. Adjuvant rad

ciprofloxacin 500 mg orally twice daily for 10 days starting on day 5 of each ;

according to guidelines in place at participating institutions and was
received TAC and 72% of patients who received FAC.

Two interim analyses and one final analysis were performed. T
years after the date when half of study enrolment was done.
after 400 DFS events had been recorded overall, whic
final analysis was performed when all patients had reach

had a DFS event or were lost to follow-up before).
efficacy endpoint and Overall survival (OS) wa

A final analysis was performed with an act

disease-free survival for the TAC ar
relapses at 10 years was reduced in
(39% versus 45%, respectively) i.

10 years was also significantly
i.e. an absolute reduction of
with 4+ nodes was no

in patients with 4+ no

Overall, the stu
>

TAC-treate@Pent subsets according to prospectively defined major prognostic factors were

analy&t@

o)

t statis

&

e

n

tropenia,
ylaxis with

, Or equivalent. In
and/or progesterone
therapy was prescribed

en to 69% of patients who

t interim analysis was planned 3

d interim analysis was done
edian follow-up of 55 months. The
eir 10-year follow-up visit (unless they
ase-free survival (DFS) was the primary
condary efficacy endpoint.

dian follow up of 96 months. Significantly longer

d to the FAC arm was demonstrated. Incidence of
receiving TAC compared to those who received FAC

*
% Its demonstrate a positive benefit risk ratio for TAC compared to FAC.

solute risk reduction by 6% (p=0.0043). Overall survival at
sed with TAC compared to FAC (76% versus 69%, respectively)
k of death by 7% (p=0.002). As the benefit observed in patients
tically significant on DFS and OS, the positive benefit/risk ratio for TAC
s not fully demonstrated at the final analysis.

Disease free survival Overall survival
Patient subset | Number | Hazard | 95% CI p= Hazard 95% CI p=
of ratio* ratio*
patients
No of positive
nodes
Overall 745 0.80 0.68-0.93 0.0043 0.74 0.61-0.90 0.0020
1-3 467 0.72 0.58-0.91 0.0047 0.62 0.46-0.82 0.0008
4+ 278 0.87 0.70-1.09 0.2290 0.87 0.67-1.12 0.2746

*a hazard ratio of less than 1 indicates that TAC is associated with a longer disease-free survival and
overall survival compared to FAC
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Patients with operable node-negative breast cancer eligible to receive chemotherapy (GEICAM 9805)

Data from a multi-centre open-label randomised trial support the use of Docetaxel for the adjuvant
treatment of patients with operable node-negative breast cancer eligible to receive chemotherapy.
1,060 patients were randomised to receive either Docetaxel 75 mg/m? administered 1-hour after
doxorubicin 50 mg/m? and cyclophosphamide 500 mg/m? (539 patients in TAC arm), or doxorubicin
50 mg/m? followed by fluorouracil 500 mg/m? and cyclophosphamide 500 mg/m? (521 patients in
FAC arm), as adjuvant treatment of operable node-negative breast cancer patients with high risk of
relapse according to 1998 St. Gallen criteria (tumour size >2 c¢m and/or negative ER and PR and/or
high histological/nuclear grade (grade 2 to 3) and /or age <35 years). Both regimens were administered
once every 3 weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion, all other medicinal
products were given as intraveinously on day 1 every three weeks. Primary prophylactic G-CSF was
made mandatory in TAC arm after 230 patients were randomised. The incidence of Grade 4 é
neutropenia, febrile neutropenia and neutropenic infection was decreased in patients who recef
primary G-CSF prophylaxis (see section 4.8). In both arms, after the last cycle of chemqth@
patients with ER+ and/or PgR+ tumours received tamoxifen 20 mg once a day for up tﬁ;‘ S
Adjuvant radiation therapy was administered according to guidelines in place at partieigating
institutions and was given to 57.3% of patients who received TAC and 51.2% o%@x who received
FAC.

One primary analysis and one updated analysis were performed. The pr| Qalysm was done when
all patients had a follow-up of greater than 5 years (median follow-up 77 months). The updated
analysis was performed when all patients had reached their 10- year ian follow up time of 10
years and 5 months) follow-up visit (unless they had a DFS eve re lost to follow-up
previously). Disease-free survival (DFS) was the primary effi %dpomt and Overall survival (OS)
was the secondary efficacy endpoint.

At the median follow-up time of 77 months, signific y\)nger disease-free survival for the TAC arm
compared to the FAC arm was demonstrated. TAC- ed patients had a 32% reduction in the risk of
relapse compared to those treated with FAC (haz@atio =0.68, 95% CI (0.49-0.93), p=0.01). At the
median follow up time of 10 years and 5 m AC-treated patients had a 16.5% reduction in the
risk of relapse compared to those treated with FAC (hazard ratio = 0.84, 95% CI (0.65-1.08),
p=0.1646). DFS data were not statisti ignificant but were still associated with a positive trend in
favour of TAC.

months overall survival (OS) was longer in the TAC arm with
% reduction in the risk of death compared to FAC (hazard ratio =
). However, the distribution of OS was not significantly different

At the median follow-up tim
TAC-treated patients ha |n
0.76, 95% CI (0.46-1.2
between the 2 group

At the median fo tlme of 10 years and 5 months, TAC-treated patients had a 9% reduction in
the risk of deat ared to FAC-treated patients (hazard ratio = 0.91, 95% CI (0.63-1.32)).
The surviva as 93.7% in the TAC arm and 91.4% in the FAC arm, at the 8-year follow-up time

point, an 6 in the TAC arm and 89% in the FAC arm, at the 10-year follow-up time point.
T)@ive benefit risk ratio for TAC compared to FAC remained unchanged.

TAC-treated patient subsets according to prospectively defined major prognostic factors were
analysed in the primary analysis (at the median follow-up time of 77 months) (see table below):

Subset Analyses-Adjuvant Therapy in Patients with Node-neqgative Breast Cancer Study (Intent-to-

Treat Analysis)

Patient subset Number of patients Disease free survival
in TAC group Hazard ratio* 95% CI
Overall 539 0.68 0.49-0.93
Age category 1
<50 years 260 0.67 0.43-1.05
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>50 years 279 0.67 0.43-1.05
Age category 2

<35 years 42 0.31 0.11-0.89
>35 years 497 0.73 0.52-1.01
Hormonal receptor

status

Negative 195 0.7 0.45-1.1
Positive 344 0.62 0.4-0.97
Tumour size

<2cm 285 0.69 0.43-1.1
>2 cm 254 0.68 0.45-1.04
Histological grade

Gradel (includes grade 64 0.79 0.24-2.6 6
not assessed)

Grade 2 216 0.77 0Q.46;
Grade 3 259 0.59 23909
Menopausal status \)
Pre-Menopausal 285 0.64 \Q 0.40-1
Post-Menopausal 254 0.72 R 0.47-1.12

*a hazard ratio (TAC/FAC) of less than 1 indicates that TAC is associated with a Io@dl'sease free survival
compared to FAC.

Exploratory subgroup analyses for disease-free survival for patiw&ho meet the 2009 St. Gallen
chemotherapy criteria — (ITT population) were perfor nd presented here below:

N
W\ | Hazard ratio
TAC H\O (TAC/FAC)
Subgroups (n=539) AR=521) (95% CI) p-value
Meeting relative indication \.J
for chemotherapy * Q
No 18/214 \., 26/227 0.796 0.4593
(8.4%)\0 (11.5%) (0.434 - 1.459)
Yes 48 69/294 0.606 0.0072
) (23.5%) (0.42 - 0.877)
TAC = docetaxel, doxorubicin and eyiclophosphamide
FAC = 5-fluorouracil, doxorubigimand cyclophosphamide

ClI = confidence interval

ER = oestrogen receptor

PR = progesterone rece Q

2ER/PR-negative or é& or tumour size >5 cm

. * . . . .
The estimat @d ratio was using Cox proportional hazard model with treatment group as the
factor. E }

Daget as single agent

Twi domised phase 111 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/m2 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).
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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?2 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).

During these two phase 111 studies, the safety profile of docetaxel was consistent with the safety
profile observed in phase Il studies (see section 4.8).

An open-label, multi-centre, randomised phase 111 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 randomised to receive
either docetaxel monotherapy 100 mg/m? as a 1 hour infusion or paclitaxel 175 mg/m2 as a 3 ho
infusion. Both regimens were administered every 3 weeks. 6
Without affecting the primary endpoint, overall response rate (32% vs 25%, p=0.10), doceta
prolonged median time to progression (24.6 weeks vs 15.6 weeks; p<0.01) and median §u@

(15.3 months vs 12.7 months; p=0.03). é\

More grade 3/4 adverse events were observed for docetaxel monotherapy (55.4%) ¢ ed to

paclitaxel (23.0%). \Q

Docetaxel in combination with doxorubicin 0

One large randomised phase 111 study, involving 429 previously untre ed%ents with metastatic
disease, has been performed with doxorubicin (50 mg/m?) in combij q‘m with docetaxel (75 mg/m?)
(AT arm) versus doxorubicin (60 mg/m2) in combination with ¢ sphamide (600 mg/m?2) (AC
arm). Both regimens were administered on day 1 every 3 we

o Time to progression (TTP) was significantly Iongg@he AT arm versus AC arm, p=0.0138.
The median TTP was 37.3 weeks (95% CI.:33 AT arm and 31.9 weeks (95% CI:
27.4 - 36.0) in AC arm.

o Overall response rate (ORR) was ﬂgﬂlflCﬂQﬁlgher in the AT arm versus AC arm, p=0.009.
The ORR was 59.3% (95% CI: 52.8 @&' ih AT arm versus 46.5% (95% CI : 39.8 - 53.2) in
AC arm.

In this study, AT arm showed a high@f?dence of severe neutropenia (90% versus 68.6%), febrile
neutropenia (33.3% versus 10% Q ion (8% versus 2.4%), diarrhoea (7.5% versus 1.4%), asthenia
(8.5% versus 2.4%), and pain ersus 0%) than AC arm. On the other hand, AC arm showed a
higher incidence of severe anaemia (15.8% versus 8.5%) than AT arm, and, in addition, a higher
incidence of severe cardidg toxieity: congestive heart failure (3.8% versus 2.8%), absolute LVEF
decrease > 20% (13.1 sus 6.1%), absolute LVEF decrease > 30% (6.2% versus 1.1%). Toxic
deaths occurred in@u nt in the AT arm (congestive heart failure) and in 4 patients in the AC arm
(1 due to sepyc nd 3 due to congestive heart failure).

In both ar % of life measured by the EORTC questionnaire was comparable and stable during
treatment a@ low-up.

Daggt In combination with trastuzumab

Docetaxel in combination with trastuzumab was studied for the treatment of patients with metastatic
breast cancer whose tumours over express HER2, and who previously had not received chemotherapy
for metastatic disease. One hundred eighty six patients were randomised to receive docetaxel

(100 mg/m?) with or without trastuzumab; 60% of patients received prior anthracycline-based adjuvant
chemotherapy. Docetaxel plus trastuzumab was efficacious in patients whether or not they had
received prior adjuvant anthracyclines. The main test method used to determine HER2 positivity in
this pivotal study was immunohistochemistry (IHC). A minority of patients were tested using
fluorescence in-situ hybridization (FISH). In this study, 87% of patients had disease that was IHC 3+,
and 95% of patients entered had disease that was IHC 3+ and/or FISH positive. Efficacy results are
summarized in the following table:
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Docetaxel plus trastuzumab? Docetaxel*

Parameter - _
n=92 n=94

Response rate 61% 34%
(95% CI) (50-71) (25-45)
I(\r/lne(;jr:?r?s;juratlon of response 9 ;1; 0 ) 2%; ,
(95% CI) (9.2-15.0) (4.4-6.2)
Median TTP (months) 10.6 5.7
(95% CI) (7.6-12.9) (5.0-6.5)
Median survival (months) 30.5° 22.1°
(95% CI) (26.8-ne) (17.6-28.9)

Full analysis set (intent-to-treat)
2 Estimated median survival @

P

Data from one multi-centre, randomised, controlled phase 11 clinical study su pg@lse of
docetaxel in combination with capecitabine for treatment of patients with Iocad vanced or

TTP=time to progression; “ne” indicates that it could not be estimated or it was not yet reached.e
Docetaxel in combination with capecitabine

metastatic breast cancer after failure of cytotoxic chemotherapy, including anafthracycline. In this
study, 255 patients were randomised to treatment with docetaxel (75 mg/@s a 1 hour intravenous
infusion every 3 weeks) and capecitabine (1,250 mg/m? twice daily faf 2 weks followed by 1-week
rest period). 256 patients were randomised to treatment with docet one (100 mg/ m? as a 1 hour
intravenous infusion every 3 weeks). Survival was superior in t?&mxel +capecitabine
combination arm (p=0.0126). Median survival was 442 days,eg el + capecitabine) vs. 352 days
(docetaxel alone).

The overall objective response rates in the all-randomis ulation (investigator assessment) were
41.6% (docetaxel + capecitabine) vs. 29.7% (doceta@ilone); p = 0.0058. Time to progressive
disease was superior in the docetaxel + capecitabj bination arm (p<0.0001). The median time to
progression was 186 days (docetaxel + capecitab vs. 128 days (docetaxel alone).

Non-small cell lung cancer 0()

Patients previously treated with ¢
In a phase 111 study, in previous

rapy with or without radiotherapy

ted patients, time to progression (12.3 weeks versus 7 weeks)
and overall survival were sigpifitantly longer for docetaxel at 75 mg/m2 compared to Best Supportive
Care. The 1-year surviv ragt%s also significantly longer in docetaxel (40%) versus BSC (16%).
There was less use of %ini analgesic (p<0.01), non-morphinic analgesics (p<0.01), other disease-
related medications @p=@.06) and radiotherapy (p<0.01) in patients treated with docetaxel at 75 mg/m?
compared to thoseii
The overall re
26.1 weeks

D(%Qﬂ combination with platinum agents in chemotherapy-naive patients

In a phase 111 study, 1,218 patients with unresectable stage 111B 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).

rate was 6.8% in the evaluable patients, and the median duration of response was

Survival data, median time to progression and response rates for two arms of the study are illustrated
in the following table:

| TCis | VCis | Statistical analysis
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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: 1.03
[95% CI: 0.876;
Overall response rate (%): 31.6 24.5

Treatment dih@: 7.1%
[95% CI:0.T3.5]

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

Secondary end-points included change of pain, global rating of quality o
Cancer Symptom Scale, and changes in Karnosfky performance status R

were supportive of the primary end-points results.

For docetaxel/carboplatin combination, neither equivalent nor n

compared to the reference treatment combination VCis.

Prostate cancer \

Metastatic castration-resistant prostate cancer QO

i EuroQoL-5D, Lung
s on these end-points

@%rlor efficacy could be proven

The safety and efficacy of docetaxel in corﬁ}f'on with prednisone or prednisolone in patients with
. . ; N

metastatic castration-resistant prostat re evaluated in a randomised multi-centre phase I11
study (TAX 327). A total of 1,006 p@witb KPS>60 were randomised to the following treatment
groups:

) Docetaxel 75 mg/m? eve eks for 10 cycles.

o Docetaxel 30 mg/m? aQ tered weekly for the first 5 weeks in a 6 week cycle for 5 cycles.
e

. Mitoxantrone 12

ry 3 weeks for 10 cycles.

All 3 regimens were a tered in combination with prednisone or prednisolone 5 mg twice daily,

continuously.  «

compared t
arm was

e treated with mitoxantrone. The increase in survival seen in the docetaxel weekly

Patients wh ’n§h’ed docetaxel every three weeks demonstrated significantly longer overall survival
i ;Pa t
atistically significant compared to the mitoxantrone control arm. Efficacy endpoints for

the,do el arms versus the control arm are summarized in the following table:

Endpoint 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-value™™ 0.0094 0.3624 -
Number of patients 291 282 300
PSA** response rate (%) 45.4 47.9 31.7
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95% ClI (39.5-51.3) (41.9-53.9) (26.4-37.3)
p-value* 0.0005 <0.0001 -
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 (%) 121 8.2 6.6
95% ClI (7.2-18.6) (4.2-14.2) (3.0-12.1)
p-value* 0.1112 0.5853 --
"Stratified log rank test

*Threshold for statistical significance=0.0175

**PSA: Prostate-Specific Antigen 6

Given the fact that docetaxel every week presented a slightly better safety profile than (ﬁ)t& every
3 weeks, it is possible that certain patients may benefit from docetaxel every week. K\

No statistical differences were observed between treatment groups for Global \ Life.
Metastatic hormone-sensitive prostate cancer 0
STAMPEDE study @.

The safety and efficacy of docetaxel administered concomitantly &alndard of care (ADT) in
patients with high-risk locally advanced or metastatic hormone- e prostate cancer were
evaluated in a randomised multi-centre, multi-arm multi-sta S) study with a seamless phase
11/111 design (STAMPEDE - MRC PRO08). A total of 1 7@ patients were allocated to the
treatment arms of interest: \

e Standard of care + docetaxel 75 mg/m?, adminis every 3 weeks for 6 cycles

e Standard of care alone

Docetaxel regimen was administered in comBipation with prednisone or prednisolone 5 mg twice daily
continuously.
Among the 1776 randomised patient@ 1%) had metastatic disease, 362 were randomised to

docetaxel in combination with stand care, 724 received standard of care alone.

In these metastatic prostate c tients, the median overall survival was significantly longer in
docetaxel treatment groups thanlin the standard of care alone group, with a median overall survival 19
months longer with the itiorrof docetaxel to standard of care (HR = 0.76, 95% CI = 0.62-0.92,
p=0.005).

*
Efficacy results@tastatic prostate cancer patients for docetaxel arm versus control arm are
summarize ollowing table:

@@
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Efficacy of docetaxel in combination with prednisone or prednisolone and standard of care in the
treatment of patients with metastatic hormone-sensitive prostate cancer (STAMPEDE)

Endpoint Docetaxel + standard of care

Standard of care alone

Number of metastatic prostate
cancer patients

Median overall survival (months)
95% ClI

Adjusted hazard ratio

95% ClI

p-value@

362

62
51-73

0.76
(0.62-0.92)
0.005

724

43
40-48

Failure-Free survival?
Median (months)
95% ClI

Adjusted hazard ratio
95% ClI

p-value@

20.4
16.8-25.2

0.66
(0.57-0.76)

For

BXZ
Q

4p-value calculated from the likelihood ratio test and adjusted for all

metastases; skeletal-related event; or death from pr@

CHAARTED study

Phase 11l multi-centre study (C
treatment groups.

The safety and efficacy of docetaxel m
(ADT) in patients with metastatic h@q

O

N
o

< 0.00 _
ication factors

(except center and planned hormone therapy) and stratified by tri
b Failure-free survival: time from randomization to first eviden

failure (defined as a rise in PSA of 50% above the within-2
and confirmed by retest or treatment); progression either@?
cer.

t least one of: biochemical
nadir and above 4 ng/mL
in lymph nodes, or in distant

tered at the beginning of androgen-deprivation therapy

e-sensitive prostate cancer were evaluated in a randomised

TED). A total of 790 male patients were allocated to the 2

e ADTH+ doce‘w& mg/m? given at the beginning of ADT, administered every 3 weeks

for 6 cycle{b

Efficéy results or the docetaxel arm versus the control arm are summarized in the following table:
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Efficacy of docetaxel and ADT in the treatment of patients with metastatic hormone-sensitive prostate
cancer (CHAARTED)

Endpoint Docetaxel +ADT ADT alone
Number of patients 397 393
Median overall survival (months)
All patients 57.6 44.0
95% ClI 49.1-72.8 34.4-49.1
Adjusted hazard ratio 0.61 -

95% CI (0.47-0.80) -
p-valued 0.0003 -- b;
Progression Free Survival

Median (months) 19.8 N \#
95% CI 16.7-22.8 & 8-14.3

Adjusted hazard ratio 0.60 ( --
95% CI 0.51-0.72 Q --
p-value* P<0.0001 2\, --
PSA response** at 6 months — N(%) 127 3200\ 77 (19.6)
p-valued <0.000 --
PSA response** at 12 months — N(%) 110 R7.7) 66 (16.8)
p-valued™ 0001 -
Time to castration-resistant prostate cancerP

Median (months) 0.2 11.7
95% ClI O (17.2-23.6) (10.8-14.7)
Adjusted hazard ratio \ 0.61 -
95% CI C> (0.51-0.72) -
p-value@ <0.0001 --
Time to clinical progression® 6\' ~

Median (months) 33.0 19.8
95% ClI 0 (27.3-41.2) (17.9-22.8)
Adjusted hazard ratio 6 0.61 -
95% Cl O (0.50-0.75) -
p-valued™ L <0.0001 -

P — N

a Time to event variableg: Swiéd log-rank test.

Response rate variabl %she 's Exact test
* p-value for descrip '\%rpose.
tate-Specific Antigen response: PSA level <0.2 ng/mL measured for two
consecutive megsugements at least 4 weeks apart.
i n-resistant prostate cancer = time from randomization to PSA progression or
ion (i.e., increasing symptomatic bone metastases, progression per Response
riteria in Solid Tumours (RECIST) criteria, or clinical deterioration due to cancer per the

Evaluati
In or’s opinion), whichever occurred first.
C TheMime to clinical progression = the time from randomization until clinical progression (i.e.,

increased symptoms of bone metastases; progression according to RECIST; or clinical deterioration
due to cancer according to the investigator’s opinion).

clinical

Gastric adenocarcinoma

A multi-centre, open-label, randomised study was conducted to evaluate the safety and efficacy of
docetaxel for the treatment of patients with metastatic gastric adenocarcinoma, including
adenocarcinoma of the gastroesophageal junction, who had not received prior chemotherapy for
metastatic disease. A total of 445 patients with KPS>70 were treated with either docetaxel (T)

(75 mg/m? on day 1) in combination with cisplatin (C) (75 mg/m? on day 1) and 5-fluorouracil (F)
(750 mg/m? per day for 5 days) or cisplatin (100 mg/m? on day 1) and 5-fluorouracil (1,000 mg/m? per
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day for 5 days). The length of a treatment cycle was 3 weeks for the TCF arm and 4 weeks for the CF

arm.

The median number of cycles administered per patient was 6 (with a range of 1-16) for the TCF arm
compared to 4 (with a range of 1-12) for the CF arm. Time to progression (TTP) was the primary
endpoint. The risk reduction of progression was 32.1% and was associated with a significantly longer
TTP (p=0.0004) in favour of the TCF arm. Overall survival was also significantly longer (p=0.0201)
in favour of the TCF arm with a risk reduction of mortality of 22.7%. Efficacy results are summarized

in the following table:

Efficacy of docetaxel in the treatment of patients with gastric adenocarcinoma

O

2-year estimate (%)
Hazard ratio

Endpoint TCF CF
n=221 n=224

Median TTP (months) 5.6 3.7
(95%Cl) (4.86-5.91) (3.45-4.47) _
Hazard ratio 1.473 ¢
(95% CI) (1.189-1.825) Q\
*p-value 00004 ()
Median survival (months) 9.2 Q'
(95% CI) (8.38-10.58) @e 46)

8.8

18.4 2@
s

Response (%)

\@.7

PN

(95% CI) (1,044-1.606)
*p-value &) 01

Overall response rate (CR+PR) (%) 36 | 254
p-value LN “0.0106
Progressive disease as best overall 25.9

*Unstratified log rank test

O

Subgroup analyses across age, gender and raﬁ\'o sistently favoured the TCF arm compared to the CF

arm.

A survival update analysis conducte Qa median follow-up time of 41.6 months no longer showed

a statistically significant differen
benefit of TCF over CF is cle

Overall, quality of life
of the TCF arm. Patie

health status on th
Karnofsky pqrf@o

Head and ancer

o @tlon chemotherapy followed by radiotherapy (TAX323)

The safety and efficacy of docetaxel in the induction treatment of patients with squamous cell

ugh always in favour of the TCF regimen and showed that the
erved between 18 and 30 months of follow up.

) and clinical benefit results consistently indicated improvement in favour
ated with TCF had a longer time to 5% definitive deterioration of global
-C30 questionnaire (p=0.0121) and a longer time to definitive worsening of
e status (p=0.0088) compared to patients treated with CF.

carcinoma of the head and neck (SCCHN) was evaluated in a phase 111, multi-centre, open-label,
randomised study (TAX323). In this study, 358 patients with inoperable locally advanced SCCHN,
and WHO performance status 0 or 1, were randomised to one of two treatment arms. Patients on the
docetaxel arm received docetaxel (T) 75 mg/m?followed by cisplatin (P) 75 mg/m? followed by
5-fluorouracil (F) 750 mg/m? per day as a continuous infusion for 5 days. This regimen was
administered every three weeks for 4 cycles in case at least a minor response (> 25% reduction in
bidimensionally measured tumour size) was observed after 2 cycles. At the end of chemotherapy, with
a minimal interval of 4 weeks and a maximal interval of 7 weeks, patients whose disease did not
progress received radiotherapy (RT) according to institutional guidelines for 7 weeks (TPF/RT).
Patients on the comparator arm received cisplatin (P) 100 mg/m?followed by 5-fluorouracil (F)

1000 mg/m? per day for 5 days. This regimen was administered every three weeks for 4 cycles in case
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at least a minor response (> 25% reduction in bidimensionally measured tumour size) was observed
after 2 cycles. At the end of chemotherapy, with a minimal interval of 4 weeks and a maximal interval
of 7 weeks, patients whose disease did not progress received radiotherapy (RT) according to
institutional guidelines for 7 weeks (PF/RT). Locoregional therapy with radiation was delivered either
with a conventional fraction (1.8 Gy - 2.0 Gy once a day, 5 days per week for a total dose of

66 to 70 Gy), or accelerated/hyperfractionated regimens of radiation therapy (twice a day, with a
minimum interfraction interval of 6 hours, 5 days per week). A total of 70 Gy was recommended for
accelerated regimens and 74 Gy for hyperfractionated schemes. Surgical resection was allowed
following chemotherapy, before or after radiotherapy. Patients on the TPF arm received antibiotic
prophylaxis with ciprofloxacin 500 mg orally twice daily for 10 days starting on day 5 of each cycle,
or equivalent. The primary endpoint in this study, progression-free survival (PFS), was significantly
longer in the TPF arm compared to the PF arm, p = 0.0042 (median PFS: 11.4 vs. 8.3 months
respectively) with an overall median follow up time of 33.7 months. Median overall survival Waégo
significantly longer in favour of the TPF arm compared to the PF arm (median OS: 18.6 vs.

14.5 months respectively) with a 28% risk reduction of mortality, p = 0.0128. Efficacy ;es&

presented in the table below: K\
Efficacy of docetaxel in the induction treatment of patients O

with inoperable locally advanced SCCHN (Intent-to-Treat Al is

AN
Endpoint Docetaxel + (.\) Cis+5-FU
Cis+5-FU } n=181
n=177
Median progression free survival (months) 14 ) 8.3
(95%Cl) (10.1-14.@ (7.4-9.1)
Adjusted hazard ratio v« 0.70
(95% CI) O (0.55-0.89)
*p-value \ 0.0042
Median survival (months) 18.6 145
(95% ClI) LN\15.7-24.0) (11.6-18.7)
Hazard ratio \\ 0.72
(95% CI) () (0.56-0.93)
**p-value 0.0128
Best overall response to chemothera@ 67.8 53.6
(95%Cl) (60.4-74.6) (46.0-61.0)
***p-value A(O 0.006
Best overall response to stu atment
[chemotherapy +/- radio\{ap (%) 72.3 58.6
(95%Cl) fb (65.1-78.8) (51.0-65.8)
sexpvalue o O\ 0.006
Median duratio esponse to n=128 n=106
chemothera& iotherapy (months) 15.7 11.7
(95% ClI) (13.4-24.6) (10.2-17.4)
Hazarg, fetlo 0.72
(9@? (0.52-0.99)
**pvalle 0.0457

A hazard ratio of less than 1 favours docetaxel + cisplatin + 5-FU

*Cox model (adjustment for Primary tumour site, T and N clinical stages and PSWHO)
**|_og rank test

*** Chi-square test

Quality of life parameters
Patients treated with TPF experienced significantly less deterioration of their Global health score
compared to those treated with PF (p=0.01, using the EORTC QLQ-C30 scale).

Clinical benefit parameters
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The performance status scale, for head and neck (PSS-HN) subscales designed to measure
understandability of speech, ability to eat in public, and normalcy of diet, was significantly in favour
of TPF as compared to PF.

Median time to first deterioration of WHO performance status was significantly longer in the TPF arm
compared to PF. Pain intensity score improved during treatment in both groups indicating adequate
pain management.

) Induction chemotherapy followed by chemoradiotherapy (TAX324)

The safety and efficacy of docetaxel in the induction treatment of patients with locally advanced
squamous cell carcinoma of the head and neck (SCCHN) was evaluated in a randomised, multi-centre
open-label, phase 111, study (TAX324). In this study, 501 patients, with locally advanced SCCHN, and
a WHO performance status of 0 or 1, were randomised to one of two arms. The study populatio
comprised patients with technically unresectable disease, patients with low probability of surgic
and patients aiming at organ preservation. The efficacy and safety evaluation solely addresse
endpoints and the success of organ preservation was not formally addressed. Patients on t
arm received docetaxel (T) 75 mg/mz2 by intravenous infusion on day 1 followed by cis{h'
100 mg/m2 administered as a 30-minute to three-hour intravenous infusion, foIIowe(Q
continuous intravenous infusion of 5-fluorouracil (F) 1,000 mg/m?#/day from da

were repeated every 3 weeks for 3 cycles. All patients who did not have progr,
receive chemoradiotherapy (CRT) as per protocol (TPF/CRT). Patients on t mparator arm
received cisplatin (P) 100 mg/m?2 as a 30-minute to three-hour intravenou sion on day 1 followed
by the continuous intravenous infusion of 5-fluorouracil (F) 1,000 %2/ from day 1 to day 5. The

e
y 4. The cycles
disease were to

cycles were repeated every 3 weeks for 3 cycles. All patients who t have progressive disease
were to receive CRT as per protocol (PF/CRT).

Patients in both treatment arms were to receive 7 weeks of C wing induction chemotherapy
with a minimum interval of 3 weeks and no later than 8 w@er start of the last cycle (day 22 to
day 56 of last cycle). During radiotherapy, carboplatin b\w 1.5) was given weekly as a one-hour
intravenous infusion for a maximum of 7 doses. Radiation"was delivered with megavoltage equipment
using once daily fractionation (2 Gy per day, 5d mweek for 7 weeks, for a total dose of

70-72 Gy). Surgery on the primary site of diseasexand/or neck could be considered at anytime
following completion of CRT. All patients docetaxel-containing arm of the study received
prophylactic antibiotics. The primary effi ndpoint in this study, overall survival (OS) was
significantly longer (log-rank test, p 30%058) with the docetaxel-containing regimen compared to PF
(median OS: 70. 6 versus 30 1 mon pectively), with a 30% risk reduction in mortality compared
@- confidence mterval (CI) 0.54-0.90) with an overaII medlan

follow up time of 41.9 mont S
progression or death andya 2
PF). This was also statigti

re presented in the table below:

ly significant with an HR of 0.71; 95% CI 0.56-0.90; log-rank test

p =0.004. Efflcacy §
Efficacy of do@ in the induction treatment of patients with locally advanced SCCHN (Intent-to-
Treat Analysis)

h

EW Docetaxel +Cis+5-FU Cis+5-FU
n=255 n=246

Median overall survival (months) 70.6 30.1

(95%Cl) (49.0-NA) (20.9-51.5)

Hazard ratio 0.70

(95% Cl) (0.54-0.90)

*p-value 0.0058

Median PFS (months) 35.5 13.1

(95% Cl) (19.3-NA) (10.6-20.2)

Hazard ratio 0.71

(95% ClI) (0.56-0.90)

**p-value 0.004

Best overall response (CR + PR) to 71.8 64.2

chemotherapy (%) (65.8-77.2) (57.9-70.2)
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(95%Cl) |

***n-value 0.070

Best overall response (CR + PR) to study
treatment [chemotherapy +/- 76.5 715

chemoradiotherapy] (%) (70.8-81.5) (65.5-77.1)
(95%Cl)

***p-value 0.209

A hazard ratio of less than 1 favours docetaxel + cisplatin + fluorouracil
* Un-adjusted log-rank test

** Un-adjusted log-rank test, not adjusted for multiple comparisons
*** Chi-square test, not adjusted for multiple comparisons

NA-not applicable 6

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of st %th the

reference medicinal product containing docetaxel in all subsets of the paedlatrlc po n in breast
cancer, non-small cell lung cancer, prostated cancer, gastric carcinoma and h ck cancer, not
including type Il and 111 less differentiated nasopharyngeal carcinoma (see se .2 for information
on paediatric use).

5.2  Pharmacokinetic properties

Absorption

q@

The pharmacokinetics of docetaxel have been evaluate i@r patients after administration of
20-115 mg/m? in phase I studies. The kinetic profile of el is dose independent and consistent

with a three-compartment pharmacokinetic model with half lives for the o, p and y phases of 4 min,
36 min and 11.1 h, respectively. The late phase i part, to a relatively slow efflux of docetaxel
from the peripheral compartment. \

Distribution

le 2 dose given as a one hour infusion a mean peak plasma
corresponding AUC of 4.6 h.ug/ml. Mean values for total body

of distribution were 21 1/h/m? and 113 I, respectively. Inter

clearance was approximately 50%. Docetaxel is more than 95%

Following the administration of a
level of 3.7 ug/ml was obtained
clearance and steady-state v
individual variation in total b

bound to plasma protei%

Elimination \Q

A study of &
both the i

%cetaxel has been conducted in three cancer patients. Docetaxel was eliminated in

nd faeces following cytochrome P450-mediated oxidative metabolism of the tert-butyl
ester ithin seven days, the urinary and faecal excretion accounted for about 6% and 75% of
th inistered radioactivity, respectively. About 80% of the radioactivity recovered in faeces is
excreted during the first 48 hours as one major inactive metabolite and 3 minor inactive metabolites
and very low amounts of unchanged medicinal product.

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
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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).

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, doxoru%
and cyclophosphamide were not influenced by their coadministration. @

Capecitabine ’\%

Phase | study evaluating the effect of capecitabine on the pharmacokinetics of docet
versa showed no effect by capecitabine on the pharmacokinetics of docetaxel (
effect by docetaxel on the pharmacokinetics of a relevant capecitabine metabo%

Cisplatin %

Clearance of docetaxel in combination therapy with cisplatin was simjfar te*that observed following
monotherapy. The pharmacokinetic profile of cisplatin administere, tly after docetaxel infusion is
similar to that observed with cisplatin alone. Q

Cisplatin and 5-fluorouracil
The combined administration of docetaxel, cisplatin an@orouraeil in 12 patients with solid
tumours had no influence on the pharmacokinetics 0610 individual medicinal product.

Prednisone and dexamethasone
The effect of prednisone on the pharmacokingtics of docetaxel administered with standard
dexamethasone premedication has been 6i In 42 patients.

Prednisone
No effect of prednisone on the p cokinetics of docetaxel was observed.

5.3 Preclinical safetyd\alQ

The carcinogenic p@of docetaxel has not been studied.

*

Docetaxel has \hown to be mutagenic in the in vitro micronucleus and chromosome aberration

testin CHO&S and in the in vivo micronucleus test in the mouse. However, it did not induce

mutagenigi the Ames test or the CHO/HGPRT gene mutation assay. These results are consistent
éarmacological activity of docetaxel.

with

Urﬁ)le effects on the testis observed in rodent toxicity studies suggest that docetaxel may impair
male fertility.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Concentrate vial:

Polysorbate 80
Ethanol, anhydrous
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Solvent vial:
Water for injections

6.2

Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3

6.4

6.5

6.6

Shelf-life

18 months.
Premix solution: Chemical and physical in-use stability has been demonstrated for 8 hoursgwhen
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 imr@
in-use storage times and conditions prior to use are the responsibility of the user an
normally not be longer than 24 hours at 2 to 8°C, unless dilution has taken placed rolled
and validated aseptic conditions.

Infusion solution: Chemical and physical in-use stability has been demo
room temperature (below 25°C). From a microbiological point of view,
used immediately. If not used immediately, in-use storage times and
the responsibility of the user and would normally not be longer tha
dilution has taken place in controlled and validated aseptic cononn .

ely,

oduct should be
jtions prior to use are
ours at 2 to 8°C, unless
Special precautions for storage and other handling QQ

Do not store above 25°C. O

Do not freeze. ¥
Store in the original package in order to protegt<fon light.
For storage conditions of the diluted medicj oduct, see section 6.3.

Nature and contents of container 6\,

Each carton contains: 0
One vial of concentrate andO

One vial of solvent K

Docetaxel Teva 80ung g8 ml concentrate for solution for infusion vial
15 ml clear glas I vial with a bromobutyl rubber stopper and a flip-off cap.

This vial coptains 2.88 ml of a 27.73 mg/ml solution of docetaxel in polysorbate 80 (fill volume:
94.4 ml). This fill volume has been established during the development of docetaxel to
com for liquid loss during preparation of the premix due to foaming, adhesion to the

he vial and "dead-volume". This overfill ensures that after dilution with the entire

ts of the accompanying solvent for docetaxel vial, there is a minimal extractable premix
ume of 8 ml containing 10 mg/ml docetaxel which corresponds to the labelled amount of

0 mg/2.88 ml per vial.

Solvent vial
15 ml clear glass Type | 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 80 mg/2.88 ml
concentrate for solution for infusion vial ensures a premix concentration of 10 mg/ml docetaxel.

Special precautions for disposal and other handling
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Docetaxel Teva 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.

If Docetaxel Teva 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 premix solution (10 mg docetaxel/ml)

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

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

Inject the entire contents of the syringe into the corresponding Docetaxel Teva’@

Remove the syringe and needle and mix manually by repeated inversions east 45 seconds. Do
not shake. &

Allow the premix vial to stand for 5 minutes at room temperatu w 25°C) and then check that
the solution is homogenous and clear (foaming is normal eve minutes due to the presence of

polysorbate 80 in the formulation).

The premix solution contains 10 mg/ml docetaxel a ho Id be used immediately after preparation.
However the chemical and physical stability of t ix solution has been demonstrated for 8 hours
when stored either between 2°C and 8°C or %t<o' emperature (below 25°C).

b)  Preparation of the infusion solution,

More than one premix vial may be n % to obtain the required dose for the patient. Based on the

required dose for the patient expr mg, aseptically withdraw the corresponding premix volume
containing 10 mg/ml docetaxel he appropriate number of premix vials using graduated syringes
fitted with a needle. For exa , a dose of 140 mg docetaxel would require 14 ml docetaxel premix
solution.

Inject the requireg pfemIX volume into a non-PVC 250 ml infusion bag or bottle containing either 5%
glucose solutio ium chloride 9 mg/ml (0.9%) solution for infusion.

If a dose gr’s han 200 mg of docetaxel is required, use a larger volume of the infusion vehicle so
ation of 0.74 mg/ml docetaxel is not exceeded.

that
M&fusion bag or bottle manually using a rocking motion.

The Docetaxel Teva 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 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.
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7.  MARKETING AUTHORISATION HOLDER

Teva B.V.
Swensweg 5

2031 GA Haarlem
The Netherlands

8. MARKETING AUTHORISATION NUMBER

EU/1/09/611/002

O

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATI%Q’
*

Date of first authorisation: 26 January 2010 é\

Date of latest renewal: 22 May 2014 Q

10. DATE OF REVISION OF THE TEXT @Q

Y

Detailed information on this medicinal product is available on th \@tite of the European Medicines
Agency http://www.ema.europa.eu Q
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MANUFACTURER(S) RESPONSIBL ATCH
RELEASE

CONDITIONS OR RESTRIC@ REGARDING SUPPLY

AND USE Q

OTHER CONDITION \go REQUIREMENTS OF THE
MARKETING AUT. ISATION

CONDITIONS STRICTIONS WITH REGARD TO
THE SAFE FFECTIVE USE OF THE MEDICINAL
PRODU

>

)
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Pharmachemie BV.
Swensweg 5, Postbus 552, 2003 RN Haarlem
The Netherlands

TEVA Pharmaceutical Works Private Limited Company
H-2100 G6doll6, Tancsics Mihaly ut 82

Hungary 6

The printed package leaflet of the medicinal product must state the name and address of*\k@
manufacturer responsible for the release of the concerned batch. O

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY@SE

Medicinal product subject to restricted medical prescription (see A I: Summary of Product
Characteristics, section 4.2). :

C. OTHER CONDITIONS AND REQUIREME %HE MARKETING
AUTHORISATION O

o Periodic Safety Update Reports Q

The marketing authorisation holder shall t periodic safety update reports for this product in
accordance with the requirements se he list of Union reference dates (EURD list) provided for
under Article 107c(7) of Directive 3/EC and published on the European Medicines web-portal.

D. CONDITIONS !%TRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF EDICINAL PRODUCT

. Risk M@ent Plan (RMP)
Not apphca@

igation to conduct post-authorisation measures

Not applicable
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 20 mg/0.72 ml

1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva 20 mg/0.72 ml concentrate and solvent for solution for infusion
docetaxel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of Docetaxel Teva 20 mg/0.72 ml concentrate contains 20 mg docetaxel. Each
concentrate contains 27.73 mg docetaxel. S

‘ 3. LIST OF EXCIPIENTS X‘\A\
N\

Docetaxel concentrate vial: @
polysorbate 80, anhydrous ethanol (see leaflet for further informationK

Solvent vial: @
water for injections. QQ
O

4. PHARMACEUTICAL FORM AND CONW%

\J
Concentrate and solvent for solution for infugion:
Each carton contains:
) one vial of 0.72 ml concentrate (2 f docetaxel),
o one vial of 1.28 ml solvent (w injections).

5. METHOD AND RO@S) OF ADMINISTRATION
Intravenous use. @

CAUTION: Diluti ncentrate required using the entire contents of the solvent vial.
Reconstituted soldtigh must be further diluted in the infusion diluent before administration.
Read the paEk aflet before use.

)
6. IAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
F 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.

8. EXPIRY DATE
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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.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODU
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

-~
Single-use vials. &\%

sl

Discard unused contents appropriately. O
&
11. NAME AND ADDRESS OF THE MARKETING AUTHORIS&?N HOLDER
v
Teva B.V. &
Swensweg 5 @

2031 GA Haarlem

The Netherlands OQ b

12.  MARKETING AUTHORISATION NUI@(S)

EU/1/09/611/001 \
O

)
| 13.  BATCH NUMBER .6

Lot KU

N
| 14. GENERAL CLASSIFICATION FOR SUPPLY

U
Medicinal produ’ Qjct to medical prescription.
0

&MCTIONS ON USE

INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PC: {number}
SN: {number}
NN: {number]



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - CONCENTRATE 20 mg/0.72 ml

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

Docetaxel Teva 20 mg/0.72 ml concentrate for solution for infusion
docetaxel
Intravenous use.

2. METHOD OF ADMINISTRATION PN
e~
*
&2
3. EXPIRY DATE e
N
EXP §.Q
4. BATCH NUMBER R

Lot

O(\Q

\
(5. CONTENTS BY WEIGHT, BY VOLUME QR BY UNIT
0.72 ml (Fill: 0.88 ml) \(\
L
6. OTHER e\)
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - SOLVENT FOR 20 mg/0.72 ml

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

Solvent for Docetaxel Teva 20 mg/0.72 ml

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE Qb
EXP O&\

4. BATCH NUMBER 0’&‘
Lot 0

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY

§ o
water for injections \O

1.28 ml (Fill: 1.71 ml)

| 6. OTHER N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 80 mg/2.88 ml

1. NAME OF THE MEDICINAL PRODUCT

Docetaxel Teva 80 mg/2.88 ml concentrate and solvent for solution for infusion
docetaxel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of Docetaxel Teva 80 mg/2.88 ml concentrate contains 80 mg docetaxel. Each
concentrate contains 27.73 mg docetaxel. S

‘ 3. LIST OF EXCIPIENTS X‘\A\
N\

Docetaxel concentrate vial: @
polysorbate 80, anhydrous ethanol (see leaflet for further informationK

Solvent vial: @
water for injections. Q

4. PHARMACEUTICAL FORM AND CONW%

Q7
Concentrate and solvent for solution for infu$ion.

Each carton contains:
o one vial (2.88 ml) of concentrate {80y07g of docetaxel),
o one vial (5.12 ml) of solvent ( faterfor injections).

5. METHOD AND BOJQ?S) OF ADMINISTRATION

Intravenous use.
CAUTION: Diluti@concentrate required using the entire contents of the solvent vial.
Reconstituted sdlution must be further diluted in the infusion diluent before administration.

Read theé,ége leaflet before use.

6. NSPECIAL 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. e

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PF@CTS
S

OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRO & , IF
APPROPRIATE R

Single-use vials. Qﬁi’\

Discard unused contents appropriately. @

A

| 11. NAME AND ADDRESS OF THE MARKETING AUTHARISATION HOLDER

TevaB.V. N\ 2
Swensweg 5 \O

2031 GA Haarlem

The Netherlands O

« &

12.  MARKETING AUTHORISATIQN NUMBER(S)

EU/1/09/611/002 <>6
A

13. BATCHNUMBER N/

\ hd
Lot .\Q

Q)

14, GEN@L CLASSIFICATION FOR SUPPLY
Medi roduct subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE
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2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC: {number}
SN: {number}
NN: {number]

100



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - CONCENTRATE 80 mg/2.88 ml

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

Docetaxel Teva 80 mg/2.88 ml concentrate for solution for infusion
docetaxel
Intravenous use.

2.  METHOD OF ADMINISTRATION

’K\
3. EXPIRY DATE

N
EXP 0\,
4. BATCHNUMBER L

Lot

A N
(5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
2.88 ml (Fill: 3.40 ml) (\
NG
|6. OTHER e\}
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL — SOLVENT FOR 80 mg/2.88 ml

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

Solvent for Docetaxel Teva 80 mg/2.88 ml

| 2. METHOD OF ADMINISTRATION |

N4
| 3. EXPIRY DATE : @
EXP &\
O
4. BATCH NUMBER S‘\.‘

Lot &®
\ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY@
e 4
water for injections \O

5.12 ml (Fill: 6.29 ml)

| 6. OTHER X
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Package leaflet: Information for the patient

Docetaxel Teva 20 mg/0.72 ml 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: 6
1. What Docetaxel Teva is and what it is used for @

2. What you need to know before you use Docetaxel Teva . %

3. How to use Docetaxel Teva \

4, Possible side effects OK

5. How to store Docetaxel Teva

6.  Contents of the pack and other information 05&

1. What Docetaxel Teva is and what it is used for &Q

The name of this medicine is Docetaxel Teva. Docetaxel is a su derived from the needles of
yew trees.

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

Docetaxel Teva has been prescribed by your doctor far thetreatment of breast cancer, special forms of

lung cancer (non-small cell lung cancer), prostate r, gastric cancer or head and neck cancer:

- For the treatment of advanced breast cancé@ocetaxel Teva could be administered either alone
or in combination with doxorubicin, stuzumab, or capecitabine.

- For the treatment of early breast ¢ r yvith or without lymph node involvement, Docetaxel
Teva could be administered in bimation with doxorubicin and cyclophosphamide.

- For the treatment of lung cancéocetaxel Teva could be administered either alone or in
combination with cisplati

- For the treatment of pr ancer, Docetaxel Teva is administered in combination with
prednisone or prednis

- For the treatment etaStatic gastric cancer, Docetaxel Teva is administered in combination
with cisplatin luorouracil.

- For the tre nthof head and neck cancer, Docetaxel Teva is administered in combination with
cisplatin luorouracil.

2. you need to know before you use Docetaxel Teva

You'wmust NOT be given Docetaxel Teva:

o if you are allergic (hypersensitive) to docetaxel or any of the other ingredients of Docetaxel
Teva (listed in section 6).

o if the number of white blood cells is too low.

o if you have a severe liver disease.

Warnings and precautions
Before each treatment with Docetaxel Teva, you will have blood tests to check that you have enough

blood cells and sufficient liver function to receive Docetaxel Teva. In case of white blood cells
disturbances, you may experience associated fever or infections.
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Tell your doctor, hospital pharmacist, or nurse immediately if you have abdominal pain or tenderness,
diarrhoea, rectal haemorrhage, blood in stool or fever. These symptoms may be the first signs of a
serious gastrointestinal toxicity, which could be fatal. Your doctor should address them immediately.

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.

Tell your doctor, hospital pharmacist or nurse if you have experienced an allergic reaction to previous
paclitaxel therapy.

Tell your doctor, hospital pharmacist or nurse if you have heart problems.

If you develop acute or worsening problems with your lungs (fever, shortness of breath or coug
please tell your doctor, hospital pharmacist or nurse immediately. Your doctor may stop you@
treatment immediately. . %

You will be asked to take premedication consisting of an oral corticosteroid such as Smethasone,
one day prior to Docetaxel Teva administration and to continue for one or two %@r it in order to
minimise certain undesirable effects which may occur after the infusion of Do el Tevain
particular allergic reactions and fluid retention (swelling of the hands, feet, l@o weight gain).

During treatment, you may be given other medicines to maintain the r{m@)f your blood cells.

Severe skin problems such as Stevens-Johnson Syndrome (SJS)
Acute Generalized Exanthematous Pustulosis (AGEP) have
- SJS/TEN symptoms may include blistering, peeli bleeding on any part of your skin
(including your lips, eyes, mouth, nose, genitab} s or feet) with or without a rash. You
may also have flu-like symptoms at the same<time? such as fever, chills or aching muscles.
- AGEP symptoms may include a red, scal spread rash with bumps under the swollen skin
(including your skin folds, trunk, and upperextremities) and blisters accompanied by fever.
If you develop severe skin reactions or any e reactions listed above, immediately contact your
doctor or healthcare professional.

Epidermal Necrolysis (TEN),
rted with Docetaxel Teva:

Tell your doctor, hospital pharmacis urse if you have kidney problems or high levels of uric acid
in your blood before initiating DoCetaxel Teva.

Docetaxel Teva contain alc@.‘ Discuss with your doctor if you suffer from alcohol dependency. See
also section "Docetaxel a contains ethanol (alcohol)” below.

Other medicines®ocetaxel Teva
<

Please tell tor or hospital pharmacist if you are taking or have recently taken any other
medicine,. ing medicines obtained without a prescription. This is because Docetaxel Teva or the
other ne may not work as well as expected and you may be more likely to get a side effect.
T)@qnt of alcohol in this medicinal product may alter the effects of other medicines.

Pregnancy, breast-feeding and fertility
Ask your doctor for advice before being given any medicine.

Docetaxel Teva must NOT be administered if you are pregnant unless clearly indicated by your
doctor.

You must not become pregnant during treatment with this medicine and must use an effective method

of contraception during therapy because Docetaxel Teva may be harmful for the unborn baby. If
pregnancy occurs during your treatment, you must immediately inform your doctor.
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You must not breast-feed while you are treated with Docetaxel Teva.

If you are a man being treated with Docetaxel Teva you 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 because
docetaxel may alter male fertility.

Driving and using machines

The amount of alcohol in this medicinal product may impair your ability to drive or use machines.
You may experience side effects of this medicine that may impair your ability to drive, use tools or
operate machines (see section 4 Possible side effects). If this happens, do not drive or use any tools or
machines before discussing with your doctor, nurse or hospital pharmacist. 6

Docetaxel Teva contains ethanol (alcohol)

This medicinal product contains 181 mg of alcohol (ethanol anhydrous) in each vial (Zi@/w)).
The amount in one vial of this medicine is equivalent to 4.6 ml beer or 1.9 ml wine.

The amount of alcohol in this medicine is not likely to have an effect in adults
effects in children are not likely to be noticeable. It may have some effects in
example feeling sleepy.
The alcohol in this medicine may alter the effects of other medicines. Tal ur doctor or
pharmacist if you are taking other medicines.

If you are pregnant or breast-feeding, talk to your doctor or pharm
If you are addicted to alcohol, talk to your doctor or pharmacist
The amount of alcohol in this medicinal product may have e
part of the nervous system that includes the brain and spi

scents, and its
er children, for

efore taking this medicine.
taking this medicine.
the central nervous system (the

3. How to use Docetaxel Teva O
Docetaxel Teva will be administered to ym@@healthcare professional.

Usual dose 60

The dose will depend on your w, and your general condition. Your doctor will calculate your body
surface area in square meters and will determine the dose you should receive.

Method and route of inistration

Docetaxel Teva w'l®g|ven by infusion into one of your veins (intravenous use). The infusion will
last approximat@ue hour during which you will be in the hospital.

Frequen dministration

Y@ld 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. 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.
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Your doctor will discuss these with you and will explain the potential risks and benefits of your
treatment.

The most commonly reported adverse reactions of Docetaxel Teva alone are: decrease in the number
of red blood cells or white blood cells, alopecia, nausea, vomiting, sores in the mouth, diarrhoea and
tiredness.

The severity of adverse events of Docetaxel Teva may be increased when Docetaxel Teva is given in

combination with other chemotherapeutic agents.

During the infusion at the hospital the following allergic reactions may occur (may affect more than
1in 10 people):

o flushing, skin reactions, itching @
chest tightness; difficulty in breathing . %
fever or chills \

back pain O&

low blood pressure. \Q

More severe reactions may occur. \

If you had an allergic reaction to paclitaxel, you may also experience an allekgigheaction to docetaxel,
which may be more severe.

The hospital staff will monitor your condition closely during treatl'@fell them immediately if you
notice any of these effects.

combinations of medicines that are received:

Very common (may affect more than 1 in 10 @
o infections, decrease in the number of rg{('a emia), or white blood cells (which are important in

fighting infection) and platelets
fever: if this happens you must te&doctor immediately

Between infusions of Docetaxel Teva the following mq@nd the frequency may vary with the

[}

o allergic reactions as described

o loss of appetite (anoreX|a)

o insomnia

o feeling of numbness o@ and needles or pain in the joints or muscles

o headache \

o alteration in sens@» aste

o inflammatie, e eye or increased tearing of the eyes

o swelling by faulty lymphatic drainage

. short&&{zreath

o na age; inflammation of the throat and nose; cough

o g from the nose

. @és in the mouth

o tomach upsets including nausea, vomiting and diarrhoea, constipation

o abdominal pain

o indigestion

o hair loss: in most cases normal hair growth should return. In some cases (frequency not known)
permanent hair loss has been observed

o 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)

o change in the colour of your nails, which may detach

o muscle aches and pains; back pain or bone pain

o change or absence of menstrual period

) swelling of the hands, feet, legs
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tiredness; or flu-like symptoms
weight gain or loss
infection of the upper respiratory tract.

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

o oral candidiasis

o dehydration

o dizziness

o hearing impaired

o decrease in blood pressure; irregular or rapid heart beat

o heart failure

e  oesophagitis 6
o dry mouth

o difficulty or painful swallowing @
o haemorrhage ’\%

o raised liver enzymes (hence the need for regular blood tests) K

o rises in blood sugar levels (diabetes) O

o decrease of the potassium, calcium and/or phosphate in your blood. 5\’\0
Uncommon (may affect up to 1 in 100 people): 0

e fainting

e at the injection site, skin reactions, phlebitis (inflammation of l@&in or swelling

e blood clots

e acute myeloid leukemia and myelodysplastic syndrome @ blood cancer) may occur in

patients who are treated with docetaxel together with 6 in other anticancer treatments.

Rare (may affect up to 1 in 1,000 people):

inflammation of the colon, small intestine@could be fatal (frequency not known);
intestinal perforation.

Frequency not known (cannot be esti rom the available data):

interstitial lung disease (inflanm; of the lungs causing coughing and difficulty breathing.
Inflammation of the lungs ¢ develop when docetaxel therapy is used with radiotherapy)
pneumonia (infection of @gs)

pulmonary fibrosis (s and thickening in the lungs with shortness of breath)
blurred vision duetg swelling of the retina within the eye (cystoid macular oedema)
, and/or magnesium in your blood (electrolyte balance disorders)

ventricular.ar. ia or ventricular tachycardia (manifested as irregular and/or rapid heartbeat,

injectionsite reactions at the site of a previous reaction

ents who are treated with docetaxel together with certain other anticancer treatments.
vens-Johnson Syndrome (SJS) and Toxic Epidermal Necrolysis (TEN) (blistering, peeling or
bleeding on any part of your skin (including your lips, eyes, mouth, nose, genitals, hands or feet)
with or without a rash. You may also have flu-like symptoms at the same time, such as fever,
chills or aching muscles.)
Acute Generalized Exanthematous Pustulosis (AGEP) (red, scaly widespread rash with bumps
under the swollen skin (including your skin folds, trunk, and upper extremities) and blisters
accompanied by fever.)
Tumour lysis syndrome is a serious condition revealed by changes in blood test such as
increased level of uric acid, potassium, phosphorus and decreased level of calcium; and results
in symptoms such as seizures, kidney failure (reduced amount or darkening of urine) and heart
rhythm disturbance. If this happens, you must tell your doctor immediately.

§o@odgkin lymphoma (a cancer affecting the immune system) and other cancers may occur in
e
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o Myositis (inflammation of the muscles -hot, red and swollen- which produces muscle pain and
weakness)

Reporting of side effects

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. 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
Keep this medicine out of the sight and reach of children. 6

This medicine should not be used after the expiry date which is stated on the carton and,vi&r
“EXP”. The expiry date refers to the last day of that month. K\

Do not store above 25°C.
Do not freeze. 0’&

Store in the original package in order to protect from light. @
The premix solution should be used immediately after preparation. ver the chemical and physical
stability of the premix solution has been demonstrated for 8 ho 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?s@emperature (below 25°C).
Do not throw away any medicines via wastewate our pharmacist how to throw away medicines
no longer used. These measures will help to protect the environment.
6.  Contents of the pack and otheri& ation
What Docetaxel Teva concentrate {iapcontains:
- The active substance is d @e . Each vial of Docetaxel Teva 20 mg/0.72 ml concentrate
a

contains 20 mg of doc ch ml of concentrate contains 27.73 mg docetaxel.

- The other ingred%\are olysorbate 80 and 25.1% (w/w) anhydrous ethanol (see section 2).

What the solvem@ontains:
Water for inje@.

What D | Teva looks like and contents of the pack:
Doceg va concentrate for solution for infusion is a clear viscous, yellow to brown-yellow
solgtion.

Each carton contains:
. one 6 ml clear glass vial with a flip-off cap containing 0.72 ml concentrate and,
. one 6 ml clear glass vial with a flip-off cap containing 1.28 ml of solvent.

Marketing Authorisation Holder
TevaB.V.

Swensweg 5

2031 GA Haarlem

The Netherlands
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Manufacturer:
Pharmachemie B.V.
Swensweg 5

PO Box 552

2003 RN Haarlem
The Netherlands

TEVA Pharmaceutical Works Private Limited Company

Téncsics Mihaly ut 82
H-2100 Go6dollo,
Hungary

For any information about this medicinal product, please contact the local representative of tf@6

Marketing Authorisation Holder:

Belgié/Belgique/Belgien

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

Tel/Tél: +32 3820 73 73

Bbuarapus
AkraBuc EAJT
Ten.: +359 2 489 95 85

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 O
Tel: +49 731 402 08 QK
Eesti

UAB Teva Baltic%@‘iliaal

Tel: +372 661 0

*

E\Gdo \0
Specif ‘E.E.
m% 11 880 5000
Espana

Teva Pharma, S.L.U.
Tel: +34 91 387 32 80

France
Teva Santé
Tél: +33 15591 78 00

Hrvatska
Pliva Hrvatska d.o.o
Tel: + 3851 37 20 000

O

N
O

N

Luxembourg/Luxembur 0

Teva Pharma Belgium N.V.1S.A/AG
Tél: +32 382073 7@

Lietuva
UAB Teva Baltics
Tel: +370 5 266 02 03

Magyarorsza
Teva Gydg
Tel.: +3

Y e
T harmaceuticals Ireland

rlanda

-
QC)TeI: +353 19127700

yar Zrt.
64 00

Nederland
Teva Nederland B.V.
Tel: +31 800 0228 400

Norge
Teva Norway AS
TIf: +47 66 77 55 90

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 197007 0

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 22 345 93 00

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

Romania

Teva Pharmaceuticals S.R.L
Tel: +40 21 230 65 24
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Ireland
Teva Pharmaceuticals Ireland
Tel: +353 19127700

island
Teva Finland Oy
Simi: +358 20 180 5900

Italia
Teva ltalia S.r.1.
Tel: +39 0289 17981

Kvnpog

Specifar A.B.E.E.

EAMGSo

TnA: +30 211 880 5000

Latvija

UAB Teva Baltics filiale Latvija
Tel: +371 67 323 666

This leaflet was last revised in {MM/YYYY}.

Other sources of information

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

Slovenska republika
Teva Pharmaceuticals Slovakia s.r.o.
Tel: +421 2 5726 7911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 20 180 5900

Sverige 6
Teva Sweden AB @
Tel: +46 42 12 11 00 . 6

\
©
,00
<

%,
S

United Kingdom
Teva UK Limited
Tel: +44 1977 628 500

Detailed information on this medicine is available on tlk@pean Medicines Agency web site

http://www.ema.europa.eu/.

O
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The following information is intended for healthcare professionals only:

PREPARATION GUIDE FOR USE WITH DOCETAXEL TEVA 20 mg/0.72 ml
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 premix solution or the Docetaxel Teva infusion solution

1.  FORMULATION

Docetaxel Teva 20 mg/0.72 ml concentrate for solution for infusion is a clear viscous, yellow to
brown-yellow solution containing 27.73 mg/ml docetaxel in polysorbate 80. The solvent for Do@gel
Teva is water for injections. @

o\%
2. PRESENTATION O
Docetaxel Teva is supplied as single-dose vials. 5&

Each box contains one Docetaxel Teva vial (20 mg/0.72 ml) and one corr ng solvent for
Docetaxel Teva vial in a carton.

Docetaxel Teva vials should not be stored above 25°C and shoul Stected from light.
Docetaxel Teva should not be used after the expiry date shown e carton and vials.

2.1 Docetaxel Teva 20 mg/0.72 ml vial: \io
cl

o The Docetaxel Teva 20 mg/0.72 ml vial isa 6 r glass vial with a bromobutyl rubber

stopper and a flip-off cap.

. The Docetaxel Teva 20 mg/0.72 ml vij ntains a solution of docetaxel in polysorbate 80 at a
concentration of 27.73 mg/ml.

o Each vial contains 20 mg/0. fa 27.73 mg/ml solution of docetaxel in polysorbate 80 (fill
volume: 24.4 mg/0.88 ml @ volume has been established during the development of
docetaxel to compensa liquid loss during preparation of the premix (see section 4) due to
foaming, adhesionyo t alls of the vial and "dead-volume™. This overfill ensures that after
dilution with the %e contents of the accompanying solvent for docetaxel vial, there is a

minimal extra remix volume of 2 ml containing 10 mg/ml docetaxel which corresponds
to the labell unt of 20 mg/0.72 ml per vial.

>
2.2 Solve&%ocetaxel Teva 20 mg/0.72 ml vial:
v

ent for Docetaxel Teva 20 mg/0.72 ml vial is a 6 ml clear glass vial with a bromobutyl
r stopper and a flip-off cap.

° The solvent for Docetaxel Teva 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 20 mg/0.72 ml
concentrate for solution for infusion vial ensures a premix concentration of 10 mg/ml docetaxel.

3.  RECOMMENDATIONS FOR THE SAFE HANDLING

112



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

If Docetaxel Teva concentrate, premix solution or infusion solution should come into contact with
skin, wash immediately and thoroughly with soap and water. If Docetaxel Teva 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 premix solution (10 mg docetaxel/ml)

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

4.1.2 Using a syringe fitted with a needle, aseptically withdraw the entire contents @solvent for
Docetaxel Teva vial by partially inverting the vial. 5&

4.1.3 Inject the entire contents of the syringe into the corresponding Doc eva vial.

4.1.4 Remove the syringe and needle and mix manually by repeated ifyversions for at least 45
seconds. Do not shake. @

%re (below 25°C) and then

4.1.5 Allow the premix vial to stand for 5 minutes at room t
i1y is normal even after 5 minutes due

check that the solution is homogenous and clear
to the presence of polysorbate 80 in the formulatio

The premix solution contains 10 mg/ml dqﬁ@ and should be used immediately after
preparation. However the chemical andghysical stability of the premix solution has been
demonstrated for 8 hours when store

(below 25°C). 60

4.2 Preparation of the ir@w solution

4.2.1 More than one p vial may be necessary to obtain the required dose for the patient. Based
on the requir for the patient expressed in mg, aseptically withdraw the corresponding
premix vot ontaining 10 mg/ml docetaxel from the appropriate number of premix vials

using g d syringes fitted with a needle. For example, a dose of 140 mg docetaxel would
requi&‘ml docetaxel premix solution.

r between +2°C and +8°C or at room temperature

4. ject the required premix volume into a 250 ml non-PVC infusion bag or bottle containing
her 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 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 premix solution and infusion solution should
be visually inspected prior to use, solutions containing a precipitate should be discarded.
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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.

114



Package leaflet: Information for the patient

Docetaxel Teva 80 mg/2.88 ml 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 is and what it is used for ¢ %

2. What you need to know before you use Docetaxel Teva &\

3. How to use Docetaxel Teva O

4, Possible side effects \Q

5. How to store Docetaxel Teva \

6.  Contents of the pack and other information ®0

o

1. What Docetaxel Teva is and what it is used for
The name of this medicine is Docetaxel Teva. Docetaxel is a@&éce derived from the needles of

yew trees.
Docetaxel belongs to the group of anti-cancer medicines‘egtted taxoids.

Docetaxel Teva has been prescribed by your doq@ the treatment of breast cancer, special forms of

lung cancer (non-small cell lung cancer), progﬁtee ncer, gastric cancer or head and neck cancer:

- For the treatment of advanced breast r, Docetaxel Teva could be administered either alone
or in combination with doxorubici astuzumab, or capecitabine.

- For the treatment of early brea; er with or without lymph node involvement, Docetaxel
Teva could be administeredg bination with doxorubicin and cyclophosphamide.

- For the treatment of lung , Docetaxel Teva could be administered either alone or in

prednisone or prgdhiSelone.

- For the treat metastatic gastric cancer, Docetaxel Teva is administered in combination
with cispl d 5-fluorouracil.

- Fort ’%ﬁuent of head and neck cancer, Docetaxel Teva is administered in combination with
cispl%a d 5-fluorouracil.

)

2. hat you need to know before you use Docetaxel Teva

combination with cis )
- For the treatmen';ggo te cancer, Docetaxel Teva is administered in combination with

You must NOT be given Docetaxel Teva:

o if you are allergic (hypersensitive) to docetaxel or any of the other ingredients of Docetaxel
Teva (listed in section 6).

o if the number of white blood cells is too low.

o if you have a severe liver disease.

Warnings and precautions
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Before each treatment with Docetaxel Teva, you will have blood tests to check that you have enough
blood cells and sufficient liver function to receive Docetaxel Teva. In case of white blood cells
disturbances, you may experience associated fever or infections.

Tell your doctor, hospital pharmacist, or nurse immediately if you have abdominal pain or tenderness,
diarrhoea, rectal haemorrhage, blood in stool or fever. These symptoms may be the first signs of a
serious gastrointestinal toxicity, which could be fatal. Your doctor should address them immediately.

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.

Tell your doctor, hospital pharmacist or nurse if you have experienced an allergic reaction to preyious
paclitaxel therapy. B

o

L 4
If you develop acute or worsening problems with your lungs (fever, shortness of bre & cough),
please tell your doctor, hospital pharmacist or nurse immediately. Your doctor your
treatment immediately. \Q '

Tell your doctor, hospital pharmacist or nurse if you have heart problems.

You will be asked to take premedication consisting of an oral corticoster@ as dexamethasone,
one day prior to Docetaxel Teva administration and to continue for one or two days after it in order to

minimise certain undesirable effects which may occur after the inft@ f Docetaxel Teva in
particular allergic reactions and fluid retention (swelling of the eet, legs or weight gain).

During treatment, you may be given other medicines to m@%t e number of your blood cells.

Severe skin problems such as Stevens-Johnson Syn \e(SJS), Toxic Epidermal Necrolysis (TEN),
Acute Generalized Exanthematous Pustulosis (A ave been reported with Docetaxel Teva:

- SJS/TEN symptoms may include blistering, peeling or bleeding on any part of your skin
(including your lips, eyes, mouth, n enitals, hands or feet) with or without a rash. You
may also have flu-like symptom same time, such as fever, chills or aching muscles.

- AGEP symptoms may inclu , scaly widespread rash with bumps under the swollen skin
(including your skin folds, t and upper extremities) and blisters accompanied by fever.

If you develop severe skin reacti r any of the reactions listed above, immediately contact your
doctor or healthcare professi

Tell your doctor, hospi
in your blood before i

armacist or nurse if you have kidney problems or high levels of uric acid
ing Docetaxel Teva.

Docetaxel Tey ins alcohol. Discuss with your doctor if you suffer from alcohol dependency. See
also section axel Teva contains ethanol (alcohol)” below.

Othe ines and Docetaxel Teva

PleasSe tell your doctor or hospital pharmacist if you are taking or have recently taken any other
medicine, including medicines obtained without a prescription. This is because Docetaxel Teva or the
other medicine may not work as well as expected and you may be more likely to get a side effect.
The amount of alcohol in this medicinal product may alter the effects of other medicines.

Pregnancy, breast-feeding and fertility

Ask your doctor for advice before being given any medicine.

Docetaxel Teva must NOT be administered if you are pregnant unless clearly indicated by your
doctor.
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You must not become pregnant during treatment with this medicine and must use an effective method
of contraception during therapy, because Docetaxel Teva may be harmful for the unborn baby. If
pregnancy occurs during your treatment, you must immediately inform your doctor.

You must not breast-feed while you are treated with Docetaxel Teva.

If you are a man being treated with Docetaxel Teva you 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 because
docetaxel may alter male fertility.

Driving and using machines

The amount of alcohol in this medicinal product may impair your ability to drive or use machin%
You may experience side effects of this medicine that may impair your ability to drive, use t
operate machines (see section 4 Possible side effects). If this happens, do not drive or uge Is or

machines before discussing with your doctor, nurse or hospital pharmacist. K\
Docetaxel Teva contains ethanol (alcohol) O

This medicinal product contains 723 mg of alcohol (ethanol anhydrous) in e@%l (25.1 % (wiw)).
The amount in one vial of this medicine is equivalent to 18.3 ml beer or 7@ ine.

The amount of alcohol in this medicine is not likely to have an effect jn adtits and adolescents, and its
effects in children are not likely to be noticeable. It may have someécts in younger children, for
example feeling sleepy.

The alcohol in this medicine may alter the effects of other meei Talk to your doctor or
pharmacist if you are taking other medicines.

If you are pregnant or breast-feeding, talk to your doct (@mrmacist before taking this medicine.
If you are addicted to alcohol, talk to your doctor or pharmacist before taking this medicine.

The amount of alcohol in this medicinal product ﬁve effects on the central nervous system (the
part of the nervous system that includes the tgnii' nd spinal cord).

3. How to use Docetaxel Teva 0

Docetaxel Teva will be adminis{@o you by a healthcare professional.

Usual dose \Q

The dose will depen (@ur weight and your general condition. Your doctor will calculate your body
surface area in s ters (m2) and will determine the dose you should receive.

<
Method an&&gof administration

Doce @)eva will be given by infusion into one of your veins (intravenous use). The infusion will
la ximately one hour during which you will be in the hospital.

Frequency of administration
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. 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.
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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 of your
treatment.

The most commonly reported adverse reactions of Docetaxel Teva alone are: decrease in the number
of red blood cells or white blood cells, alopecia, nausea, vomiting, sores in the mouth, diarrhoea and
tiredness.

The severity of adverse events of Docetaxel Teva may be increased when Docetaxel Teva is giv@
combination with other chemotherapeutic agents.

During the infusion at the hospital the following allergic reactions may occur (may aff ’@re than
1in 10 people): &

flushing, skin reactions, itching
chest tightness; difficulty in breathing 5&

[ ]

o fever or chills 0

. back pain @

. low blood pressure. &

More severe reactions may occur. @

If you had an allergic reaction to paclitaxel, you may also experi n allergic reaction to docetaxel
which may be more severe. Q

The hospital staff will monitor your condition closely d reatment. Tell them immediately if you
notice any of these effects. O

Between infusions of Docetaxel Teva the fow may occur, and the frequency may vary with the
combinations of medicines that are receiveb

Very common (may affect more th N 10 people):

o infections, decrease in the n of red (anaemia), or white blood cells (which are important in
fighting infection) and pl
fever: if this happens

allergic reactions &%
loss of appetite (% ia)

insomnia
feeling of ess or pins and needles or pain in the joints or muscles
headaehe

alterafiolp In sense of taste

i @mation of the eye or increased tearing of the eyes

@a ing caused by faulty lymphatic drainage
ortness 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

abdominal pain

indigestion

hair loss: in most cases normal hair growth should return. In some cases (frequency not known)

permanent hair loss has been observed

o 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)

o change in the colour of your nails, which may detach

st tell your doctor immediately
bed above
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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

infection of the upper respiratory tract.

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

o oral candidiasis

o dehydration

o dizziness

o hearing impaired 6
o decrease in blood pressure; irregular or rapid heart beat

. heart failure @
o oesophagitis ’\%

. dry mouth K

o difficulty or painful swallowing O

. haemorrhage 5\’\0

o raised liver enzymes (hence the need for regular blood tests) 0

o rises in blood sugar levels (diabetes)

o decrease of the potassium, calcium and/or phosphate in your blgbd.

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

e fainting

e at the injection site, skin reactions, phlebitis (infla i@ of the vein) or swelling

e blood clots

e acute myeloid leukemia and myelodysplastic sy, me (types of blood cancer) may occur in
patients who are treated with docetaxel toge% h certain other anticancer treatments.

Rare (may affect up to 1 in 1,000 peopleg\

) inflammation of the colon, small jnteStine, which could be fatal (frequency not known);
intestinal perforation. 6

Frequency not known (canno tlmated from the available data):

) interstitial lung dlseas mmatlon of the lungs causing coughing and difficulty
breathing.Inflam the lungs can also develop when docetaxel therapy is used with
radlotherapy)

n of the lungs)

sis (scarring and thickening in the lungs with shortness of breath)

due to swelling of the retina within the eye (cystoid macular oedema)

decr the sodium, and/or magnesium in your blood (electrolyte balance disorders)
e@ular arrhythmia or ventricular tachycardia (manifested as irregular and/or rapid heartbeat,

%‘ﬁ

e o o o o
=
c
=
=

re shortness of breath, dizziness, and/or fainting). Some of these symptoms can be serious.
this happens, you must tell your doctor immediately

) injection site reactions at the site of a previous reaction

) non-Hodgkin lymphoma (a cancer affecting the immune system) and other cancers may occur in
patients who are treated with docetaxel together with certain other anticancer treatments.

o Stevens-Johnson Syndrome (SJS) and Toxic Epidermal Necrolysis (TEN) (blistering, peeling or
bleeding on any part of your skin (including your lips, eyes, mouth, nose, genitals, hands or feet)
with or without a rash. You may also have flu-like symptoms at the same time, such as fever,
chills or aching muscles.)

o Acute Generalized Exanthematous Pustulosis (AGEP) (red, scaly widespread rash with bumps
under the swollen skin (including your skin folds, trunk, and upper extremities) and blisters
accompanied by fever.)
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o Tumour lysis syndrome is a serious condition revealed by changes in blood test such as
increased level of uric acid, potassium, phosphorus and decreased level of calcium; and results
in symptoms such as seizures, kidney failure (reduced amount or darkening of urine) and heart
rhythm disturbance. If this happens, you must tell your doctor immediately.

o Myositis (inflammation of the muscles -hot, red and swollen- which produces muscle pain and
weakness)

Reporting of side effects

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. 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. E

5. How to store Docetaxel Teva . @
&

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

This medicine should not be used after the expiry date which is stated on the Qnd vials after
“EXP”. The expiry date refers to the last day of that month. 6

Do not store above 25°C. Z

Do not freeze. Q@&

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

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

The infusion solution should be used withi@gurs at room temperature (below 25°C).

Do not throw away any medicines vidytastewater. Ask your pharmacist how to throw away medicines
no longer used. These measures wi!! help to protect the environment.

6. Contents of the p&k@ other information

What Docetaxel Te %centrate vial contains:
- The active tahce is docetaxel. Each vial of Docetaxel Teva 80 mg/2.88 ml concentrate
contains @ of docetaxel. Each ml of concentrate contains 27.73 mg docetaxel.

- Th ingredients are polysorbate 80 and 25.1% (w/w) anhydrous ethanol (see section 2).

W@ solvent vial contains:
Watenfor injections.

What Docetaxel Teva looks like and contents of the pack:
Docetaxel Teva concentrate for solution for infusion is a clear viscous, yellow to brown-yellow
solution.

Each carton contains:
. one 15 ml clear glass vial with a flip-off cap containing 2.88 ml concentrate and,
. one 15 ml clear glass vial with a flip-off cap containing 5.12 ml of solvent.

Marketing Authorisation Holder
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Teva B.V.
Swensweg 5

2031 GA Haarlem
The Netherlands

Manufacturer:
Pharmachemie B.V.
Swensweg 5

PO Box 552

2003 RN Haarlem
The Netherlands

TEVA Pharmaceutical Works Private Limited Company 6
Téncsics Mihaly ut 82 @
H-2100 Godollo, . %
Hungary \

o)

For any information about this medicinal product, please contact the local re@ﬂtative of the

Marketing Authorisation Holder: @
Belgié/Belgique/Belgien Lietuva é
Teva Pharma Belgium N.V./S.A./AG UAB Teva Balti
Tel/Tél: +32 3820 73 73 Tel: +3705 2
Bbovarapus Luxemb\@&xemburg
Axrasuc EAJ] Teva@r Belgium N.V./S.A./AG
Teun.: +359 2 489 95 85 T% 38207373
Ceska republika wagyarorszég
Teva Pharmaceuticals CR, s.r.o. eva Gyogyszergyar Zrt.
Tel: +420 251 007 111 eQ Tel.: +36 1 288 64 00
Danmark O Malta
Teva Denmark A/S K Teva Pharmaceuticals Ireland
TIf: +45 44 98 55 11 Q L-Irlanda
®\ Tel: +353 19127700
Deutschland ‘\Q Nederland
Teva Gmbkl Teva Nederland B.V.
Tel: +49 08 Tel: +31 800 0228 400
Eesti @ Norge
va Baltics Eesti filiaal Teva Norway AS
TeMd+372 661 0801 TIf: +47 66 77 55 90
EAado Osterreich
Specifar A.B.E.E. ratiopharm Arzneimittel Vertriebs-GmbH
TnA: +30 211 880 5000 Tel: +43 1 97007 0
Espafia Polska
Teva Pharma, S.L.U. Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +34 91 387 32 80 Tel.: +48 22 345 93 00
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France
Teva Santé
Tél: +33 15591 78 00

Hrvatska
Pliva Hrvatska d.0.0
Tel: + 3851 37 20 000

Ireland
Teva Pharmaceuticals Ireland
Tel: +353 19127700

island
Teva Finland Oy
Simi: +358 20 180 5900

Italia
Teva ltalia S.r.1.
Tel: +39 0289 17981

Kvmpog

Specifar A.B.E.E.
EAMGSo

TnA: +30 211 880 5000
Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67 323 666

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

Romania
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 6
Teva Pharmaceuticals Slovakia s.r.o. @

Tel: +421 2 5726 7911 . %
Suomi/Finland é\
Teva Finland Oy

Puh/Tel: +358 20 180 5900 &Q

Sverige
Teva Sweden AB 0
Tel: +46 4212110 &

United Kingd
Teva UK Lj

Tel: +44\ 28 500
O

This leaflet was last revised in {MM/YYYY} Q

Other sources of information

Detailed information on this medici

http://www.ema.europa.eu/.

AN
>
O\Q

QS
\
D

Q

O

@'ﬂvailable on the European Medicines Agency web site

Q\
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The following information is intended for healthcare professionals only:

PREPARATION GUIDE FOR USE WITH DOCETAXEL TEVA 80 mg/2.88 ml
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 premix solution or the Docetaxel Teva infusion solution

1. FORMULATION

Docetaxel Teva 80 mg/2.88 ml concentrate for solution for infusion is a clear viscous, yellow to
brown-yellow solution containing 27.73 mg/ml docetaxel in polysorbate 80. The solvent for Do@el
Teva is water for injections. @

o\%
2. PRESENTATION O
Docetaxel Teva is supplied as single-dose vials. 5&

Each box contains one Docetaxel Teva vial (80 mg/2.88 ml) and one corr ng solvent for
Docetaxel Teva vial in a carton.

Docetaxel Teva vials should not be stored above 25°C and shoul Stected from light.
Docetaxel Teva should not be used after the expiry date shown e carton and vials.

2.1 Docetaxel Teva 80 mg/2.88 ml vial: \O

) The Docetaxel Teva 80 mg/2.88 ml vial is I clear glass vial with a bromobutyl rubber
stopper and a flip-off cap.

o The Docetaxel Teva 80 mg/2.88 m \ﬁl)contains a solution of docetaxel in polysorbate 80 at a
concentration of 27.73 mg/ml.

Each vial contains 80 mg/,

I of a 27.73 mg/ml solution of docetaxel in polysorbate 80 (fill
volume: 94.4 mg/3.40 pal)NJ his volume has been established during the development of
docetaxel to compensa r liquid loss during preparation of the premix (see section 4) due to
foaming, adhesio he Walls of the vial and "dead-volume". This overfill ensures that after
dilution with t %’re contents of the accompanying solvent for docetaxel vial, there is a
minimal extidetable premix volume of 8 ml containing 10 mg/ml docetaxel which corresponds
to the lab mount of 80 mg/2.88 ml per vial.

22 So r Docetaxel Teva 80 mg/2.88 ml vial:

° olvent for Docetaxel Teva 80 mg/2.88 ml vial is a 15 ml clear glass vial with a bromobutyl
bber stopper and a flip-off cap.

. The solvent for Docetaxel Teva 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 Teva 80 mg/2.88 ml
concentrate for solution for infusion vial ensures a premix concentration of 10 mg/ml docetaxel.

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

If Docetaxel Teva concentrate, premix solution or infusion solution should come into contact with
skin, wash immediately and thoroughly with soap and water. If Docetaxel Teva 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 premix solution (10 mg docetaxel/ml)

4.1.1 If the vials are stored under refrigeration, allow the required number of Docetaxel Te es
to stand at room temperature (below 25°C) for 5 minutes. *\

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

4.1.3 Inject the entire contents of the syringe into the corresponding Doc \bfeva vial.

4.1.4 Remove the syringe and needle and mix manually by repeated iyersions for at least 45

seconds. Do not shake.
%re (below 25°C) and then

4.1.5 Allow the premix vial to stand for 5 minutes at room t
iy is normal even after 5 minutes due

check that the solution is homogenous and clear
to the presence of polysorbate 80 in the formulatio

The premix solution contains 10 mg/ml dqﬁ@ and should be used immediately after
preparation. However the chemical andghysical stability of the premix solution has been
demonstrated for 8 hours when store

(below 25°C). 60

4.2 Preparation of the ir@w solution

4.2.1 More than one p vial may be necessary to obtain the required dose for the patient. Based
on the requir for the patient expressed in mg, aseptically withdraw the corresponding
premix vot ontaining 10 mg/ml docetaxel from the appropriate number of premix vials

using g d syringes fitted with a needle. For example, a dose of 140 mg docetaxel would
requi&‘ml docetaxel premix solution.

r between +2°C and +8°C or at room temperature

4. ject the required premix volume into a 250 ml non-PVC infusion bag or bottle containing
her 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 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 premix solution and infusion solution should
be visually inspected prior to use, solutions containing a precipitate should be discarded.
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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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