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Module 1

Product Name

Paclitaxel 6mg/ml concentrate for solution for infusion

Type of Application

Decentralised (Article 10.1)

Active Substance (INN)

Paclitaxel

Pharmacotherapeutic
Classification (ATC)

LO1CDO1, plant alkaloids, taxane

Pharmaceuctical Form and
Strength

Concentrate for solution for infusion, 6mg/ml

Procedure Numbers UK/H/1335/01/DC

RMS UK

CMS AT, BE, BG, CY, CZ, DE, DK, EE, EL, ES, FI, FR, HU, IE,
IT, LT, LU, LV, NL, NO, PT, RO, SE, SI, SK

Start Date 31/01/2008

End Date 17/03/2009

MA Number PL 08828/0186

Name and address of
MA holder

Fresenius Kabi Lmited, Cestrian Court, Eastgate Way,
Manor Park, Runcorn, Cheshire WA7 1NT, United Kingdom
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Module 2

Summary of Product Characteristics

SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

Paclitaxel 6 mg/ml concentrate for solution for infusion

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains paclitaxel 6 mg per 1 ml of concentrate for solution for infusion.
A vial contains 5 ml of paclitaxel (corresponding to 30 mg paclitaxel).

A vial contains 16.7 ml of paclitaxel (corresponding to 100 mg paclitaxel).

A vial contains 50 ml of paclitaxel (corresponding to 300 mg paclitaxel).
Excipients:

Ethanol, anhydrous, 393 mg/ml (49.7 % (v/v))

Macrogolglycerol ricinoleate, 530 mg/ml

For a full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Concentrate for solution for infusion.

Clear, slightly yellowish solution.

4 CLINICAL PARTICULARS

4.1  Therapeutic indications
Ovarian carcinoma: in the first-line chemotherapy of ovarian cancer, Paclitaxel is indicated
for the treatment of patients with advanced carcinoma of the ovary or with residual disease (
> 1 c¢m) after initial laparotomy, in combination with cisplatin.

In the second-line chemotherapy of ovarian cancer, Paclitaxel is indicated for the treatment
of metastatic carcinoma of the ovary after failure of standard, platinum containing therapy.

Breast carcinoma: In the adjuvant setting, Paclitaxel is indicated for the treatment of
patients with node-positive breast carcinoma following anthracycline and cyclophosphamide
(AC) therapy. Adjuvant treatment with Paclitaxel should be regarded as an alternative to
extended AC therapy.

Paclitaxel is indicated for the initial treatment of locally advanced or metastatic breast cancer
either in combination with an anthracycline in patients for whom anthracycline therapy is
suitable, or in combination with trastuzumab, in patients who over-express human epidermal
growth factor receptor 2 (HER-2) at a 3+ level as determined by immunohistochemistry and
for whom an anthracycline is not suitable (see section 4.4 and 5.1).
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As a single agent, Paclitaxel is indicated for the treatment of metastatic carcinoma of the
breast in patients who have failed, or are not candidates for standard, anthracycline containing
therapy.

Advanced non-small cell lung carcinoma: Paclitaxel , in combination with cisplatin, is
indicated for the treatment of non-small cell lung carcinoma (NSCLC) in patients who are not
candidates for potentially curative surgery and/or radiation therapy.

AIDS-related Kaposi's sarcoma: Paclitaxel is indicated for the treatment of patients with
advanced AIDS-related Kaposi's sarcoma (KS) who have failed prior liposomal anthracycline
therapy.

Limited efficacy data supports this indication, a summary of the relevant studies is shown in
section 5.1.

Posology and method of administration
All patients must be premedicated with corticosteroids, antihistamines, and H, antagonists
prior to Paclitaxel , e.g.

Paclitaxel concentrate for solution for infusion must be diluted before use (see section 6.6)
and should only be administered intravenously.

Drug Dose Administration prior to Paclitaxel

Dexamethasone 20 mg oral* or IV For oral administration:

approximately 12 and 6 hours or for [V
administration: 30 to 60 min

Diphenhydramine** | 50 mg IV 30 to 60 min
Cimetidine or 300 mg IV 30 to 60 min
Ranitidine 50 mg IV

* 8 - 20 mg for KS patients
** or an equivalent antihistamine e.g. chlorpheniramine

Paclitaxel should be administered through an in-line filter with a microporous membrane <
0.22 um (see section 6.6).

First-line chemotherapy of ovarian carcinoma: although other dosage regimens are under
investigation, a combination regimen of Paclitaxel and cisplatin is recommended. According
to duration of infusion, two doses of Paclitaxel are recommended: Paclitaxel 175 mg/m’
administered intravenously over 3 hours, followed by cisplatin at a dose of 75 mg/m” every
three weeks or Paclitaxel 135 mg/m? in a 24-hour infusion, followed by cisplatin 75 mg/m?,
with a 3-week interval between courses (see section 5.1).

Second-line chemotherapy of ovarian carcinoma: the recommended dose of Paclitaxel is
175 mg/m? administered over a period of 3 hours, with a 3-week interval between courses.

Adjuvant chemotherapy in breast carcinoma: the recommended dose of Paclitaxel is 175
mg/m? administered over a period of 3 hours every 3 weeks for four courses, following AC
therapy.

First-line chemotherapy of breast carcinoma: when used in combination with doxorubicin
(50 mg/m?), Paclitaxel should be administered 24 hours after doxorubicin. The recommended
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dose of Paclitaxel is 220 mg/m? administered intravenously over a period of 3 hours, with a
3-week interval between courses (see section 4.5 and 5.1).

When used in combination with trastuzumab, the recommended dose of Paclitaxel is 175
mg/m? administered intravenously over a period of 3 hours, with a 3-week interval between
courses (see section 5.1). Paclitaxel infusion may be started the day following the first dose
of trastuzumab or immediately after the subsequent doses of trastuzumab if the preceding
dose of trastuzumab was well tolerated (for detailed trastuzumab posology see the Summary
of Product Characteristics of Herceptin®).

Second-line chemotherapy of breast carcinoma: the recommended dose of Paclitaxel is
175 mg/m? administered over a period of 3 hours, with a 3-week interval between courses.

Treatment of advanced NSCLC: the recommended dose of Paclitaxel is 175 mg/m?
administered over a period of 3 hours, followed by cisplatin 80 mg/m?, with a 3 week interval
between courses.

Treatment of AIDS-related KS: the recommended dose of Paclitaxel is 100 mg/m?
administered as a 3-hour intravenous infusion every two weeks.

Subsequent doses of Paclitaxel should be administered according to individual patient
tolerance.

Paclitaxel should not be readministered until the neutrophil count is > 1.5%10°/1 (> 1.0*10°%/1
for KS patients) and the platelet count is > 100*10%/1 (> 75*10°/1 for KS patients). Patients
who experience severe neutropenia (neutrophil count < 0.5%10%1 for > 7 days) or severe
peripheral neuropathy should receive a dose reduction of 20% for subsequent courses (25%
for KS patients) (see section 4.4).

Paediatric patients:

Safety and efficacy in children (under 18 years) has not been established. Therefore,
paclitaxel is not

recommended for paediatric use.
Hepatic impairment:

Inadequate data are available to recommend dosage alterations in patients with mild to
moderate hepatic impairments (see section 4.4 and 5.2). Patients with severe hepatic
impairment should not be treated with paclitaxel.

Renal impairment:

Studies in patients with impaired renal function have not been performed and there are
insufficient

data to permit dosage recommendations (see section 5.2).

Contraindications
Paclitaxel is contraindicated in patients with severe hypersensitivity to paclitaxel or to any
excipient, especially macrogolglycerol ricinoleate (see section 4.4).

Paclitaxel should not be used in patients with baseline neutrophils <1.5*10%1 (< 1.0*10%/1 for
KS patients).

Paclitaxel is contraindicated during lactation (see section 4.6).

In KS patients, Paclitaxel is also contraindicated in patients with concurrent, serious,
uncontrolled infections.
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Special warnings and precautions for use

Paclitaxel should be administered under the supervision of a physician experienced in the use
of cancer chemotherapeutic agents. Since significant hypersensitivity reactions may occur,
appropriate supportive equipment should be available.

Patients must be pretreated with corticosteroids, antihistamines and H, antagonists (see
section 4.2).

Paclitaxel should be given before cisplatin when used in combination (see section 4.5).

Significant hypersensitivity reactions (characterised by dyspnoea and hypotension requiring
treatment, angioedema and generalised urticaria) have occurred in < 1% of patients receiving
paclitaxel after adequate premedication. These reactions are probably histamine-mediated. In
the case of severe hypersensitivity reactions, Paclitaxel infusion should be discontinued
immediately, symptomatic therapy should be initiated and the patient should not be
rechallenged with the drug.

Bone marrow suppression (primarily neutropenia) is the dose-limiting toxicity. Frequent
monitoring of blood counts should be instituted. Patients should not be retreated until
neutrophils recover to > 1.5%10%/1 (> 1.0*10°/1 for KS patients) and platelets recover to >
100*10%1 (> 75*10°/1 for KS patients). In the KS clinical study, the majority of patients were
receiving granulocyte colony stimulating factor (G-CSF).

Severe cardiac conduction abnormalities have been reported rarely with single agent
paclitaxel. If patients develop significant conduction abnormalities during Paclitaxel
administration, appropriate therapy should be administered and continuous cardiac
monitoring should be performed during subsequent therapy with Paclitaxel . Hypotension,
hypertension, and bradycardia have been observed during paclitaxel administration; patients
are usually asymptomatic and generally do not require treatment. Frequent vital sign
monitoring, particularly during the first hour of Paclitaxel infusion, is recommended. Severe
cardiovascular events were observed more frequently in patients with NSCLC than breast or
ovarian carcinoma. A single case of heart failure related to paclitaxel was seen in the AIDS-
KS clinical study.

When Paclitaxel is used in combination with doxorubucin or trastuzumab for initial treatment
of metastatic breast cancer, attention should be placed on the monitoring of cardiac function.
When patients are candidates for treatment with Paclitaxel in these combinations, they
should undergo baseline cardiac assessment including history, physical examination, ECG,
echocardiogram, and/or Multiple Gated Acquisition (MUGA) scan. Cardiac function should
be further monitored during treatment (e.g. every three months). Monitoring may help to
identify patients who develop cardiac dysfunction and treating physicians should carefully
assess the cumulative dose (mg/m?) of anthracycline administered when making decisions
regarding frequency of ventricular function assessment. When testing indicates deterioration
in cardiac function, even asymptomatic, treating physicians should carefully assess the
clinical benefits of further therapy against the potential for producing cardiac damage,
including potentially irreversible damage. If further treatment is administered, monitoring of
cardiac function should be more frequent (e.g. every 1-2 cycles). For more details see
Summary of Product Characteristics of Herceptin® or doxorubicin.

Although the occurrence of peripheral neuropathy is frequent, the development of severe
symptoms is rare. In severe cases, a dose reduction of 20% (25% for KS patients) for all
subsequent courses of Paclitaxel is recommended. In NSCLC patients and in ovarian cancer
patients treated in the first-line setting, the administration of paclitaxel as a three hour
infusion in combination with cisplatin, resulted in a greater incidence of severe neurotoxicity
than both single agent paclitaxel and cyclophosphamide followed by cisplatin.

Patients with hepatic impairment may be at increased risk of toxicity, particularly grade III-
IV myelosuppression. There is no evidence that the toxicity of Paclitaxel is increased when
given as a 3-hour infusion to patients with mildly abnormal liver function. When Paclitaxel is
given as a longer infusion, increased myelosuppression may be seen in patients with moderate
to severe hepatic impairment. Patients should be monitored closely for the development of
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profound myelosuppression (see section 4.2). Inadequate data are available to recommend
dosage alterations in patients with mild to moderate hepatic impairments (see section 5.2).

No data are available for patients with severe baseline cholestasis. Patients with severe
hepatic impairment should not be treated with paclitaxel.

Special care should be taken to avoid intra-arterial application of Paclitaxel , since in animal
studies testing for local tolerance severe tissue reactions were observed after intra-arterial
application.

Pseudomembranous colitis has been rarely reported including cases in patients who have not
been concomitantly treated with antibiotics. This reaction should be considered in the
differential diagnosis of cases of severe or persistent diarrhoea occurring during or shortly
after treatment with paclitaxel.

Paclitaxel in combination with radiation of the lung, irrespective of their chronological order,
may contribute to the development of interstitial pneumonitis.

Sexually active female and male patients of fertile age, and/or their partners, should use
contraceptives for at least 6 months after treatment with paclitaxel (see section 4.6).

In KS patients, severe mucositis is rare. If severe reactions occur, the paclitaxel dose should
be reduced by 25%.

This medicinal product contains 49.7 vol % ethanol (alcohol). Harmful for those suffering
from alcoholism. To be taken into account in children and high-risk groups such as patients
with liver disease, or epilepsy.

Since Paclitaxel contains ethanol (393 mg/ml), consideration should be given to possible
CNS and other effects.

This medicinal product contains macrogolglycerol ricinoleate which may cause severe
allergic reactions.

Interaction with other medicinal products and other forms of interaction
Paclitaxel clearance is not affected by cimetidine premedication.

The recommended regimen of Paclitaxel administration for the first-line chemotherapy of
ovarian carcinoma is for Paclitaxel to be given before cisplatin. When Paclitaxel is given
before cisplatin, the safety profile of Paclitaxel is consistent with that reported for single-
agent use. When paclitaxel was given after cisplatin, patients showed a more profound
myelosuppression and an approximately 20% decrease in paclitaxel clearance. Patients
treated with Paclitaxel and cisplatin may have an increased risk of renal failure as compared
to cisplatin alone in gynaecological cancers.

Since the elimination of doxorubicin and its active metabolites can be reduced when
paclitaxel and doxorubicin are given closer in time, Paclitaxel for initial treatment of
metastatic breast cancer should be administered 24 hours after doxorubicin (see section 5.2).

The metabolism of paclitaxel is catalysed, in part, by cytochrome P450 isoenzymes CYP2CS8
and 3A4 (see section 5.2). Clinical studies have demonstrated that CYP2C8-mediated
metabolism of paclitaxel, to 6a-hydroxypaclitaxel, is the major metabolic pathway in humans.
Concurrent administration of ketoconazole, a known potent inhibitor of CYP3A4, does not
inhibit the elimination of paclitaxel in patients; thus, both medicinal products may be
administered together without dosage adjustment. Further data on the potential of drug
interactions between paclitaxel and other CYP3A4 substrates/inhibitors are limited.
Therefore, caution should be exercised when administering paclitaxel concomitantly with
medicines known to inhibit (e.g. erythromycin, fluoxetine, gemfibrozil) or induce (e.g.
rifampicin, carbamazepine, phenytoin, phenobarbital, efavirenz, nevirapine) either

CYP2CS8 or 3A4.
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Studies in KS patients, who were taking multiple concomitant medications, suggest that the
systemic clearance of paclitaxel was significantly lower in the presence of nelfinavir and
ritonavir, but not with indinavir. Insufficient information is available on interactions with
other protease inhibitors. Consequently, paclitaxel should be administered with caution in
patients receiving protease inhibitors as concomitant therapy.

Pregnancy and lactation
Pregnancy

Paclitaxel has been shown to be teratogenic, embryotoxic and mutagenic in many
experimental systems. Paclitaxel has been shown to be embryotoxic and foetotoxic in rabbits,
and to decrease fertility in rats.

There is no information on the use of paclitaxel in pregnant women. As with other cytotoxic
drugs, Paclitaxel may cause foetal harm, and therefore should not be used during pregnancy
unless clearly necessary.. Women should be advised to avoid becoming pregnant during
therapy with Paclitaxel , and to inform the treating physician immediately should this occur.
Sexually active female and male patients of fertile age, and/or their partners, should use
contraceptives for at least 6 months after treatment with paclitaxel.

Male patients should seek advice regarding cryoconservation of sperm prior to treatment with
paclitaxel because of the possibility of infertility.

Lactation

It is not known whether paclitaxel is excreted in human milk. Paclitaxel is contraindicated
during lactation (see section 4.3). Breast-feeding should be discontinued for the duration of
therapy.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.
However, it should be noted that Paclitaxel does contain alcohol (see section 4.4 and 6.1).

Undesirable effects

Unless otherwise noted, the following discussion refers to the overall safety database of 812
patients with solid tumours treated with single-agent paclitaxel in clinical studies. As the KS
population is very specific, a special chapter based on a clinical study with 107 patients, is
presented at the end of this section.

The frequency and severity of undesirable effects, unless otherwise mentioned, are generally
similar between patients receiving paclitaxel for the treatment of ovarian carcinoma, breast
carcinoma, or NSCLC. None of the observed toxicities were clearly influenced by age.

The most frequent significant undesirable effect was bone marrow suppression. Severe
neutropenia (< 0.5*10° cells/l) occurred in 28% of patients, but was not associated with
febrile episodes. Only 1% of patients experienced severe neutropenia for > 7 days.
Thrombocytopenia was reported in 11% of patients. Three percent of patients had a platelet
count nadir < 50%¥10°%/1 at least once while on study. Anaemia was observed in 64% of
patients, but was severe (Hb < 5 mmol/l) in only 6% of patients. Incidence and severity of
anaemia is related to baseline haemoglobin status.

Neurotoxicity, mainly peripheral neuropathy, appeared to be more frequent and severe
with a 175 mg/m” 3-hour infusion (85% neurotoxicity, 15% severe) than with a 135 mg/m”
24-hour infusion (25% peripheral neuropathy, 3% severe) when paclitaxel was combined
with cisplatin. In NSCLC patients and in ovarian cancer patients treated with paclitaxel over 3
hours followed by cisplatin, there is an apparent increase in the incidence of severe
neurotoxicity. Peripheral neuropathy can occur following the first course and can worsen with
increasing exposure to Paclitaxel . Peripheral neuropathy was the cause of paclitaxel
discontinuation in a few cases. Sensory symptoms have usually improved or resolved within
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several months of paclitaxel discontinuation. Pre-existing neuropathies resulting from prior
therapies are not a contraindication for Paclitaxel therapy.

Arthralgia or myalgia affected 60% of patients and was severe in 13% of patients.

A significant hypersensitivity reaction with possible fatal outcome (defined as hypotension
requiring therapy, angioedema, respiratory distress requiring bronchodilator therapy, or
generalised urticaria) occurred in two (< 1%) of patients. Thirty-four percent of patients (17%
of all courses) experienced mild hypersensitivity reactions. These mild reactions, mainly
flushing and rash, did not require therapeutic intervention nor did they prevent continuation
of paclitaxel therapy.

Injection site reactions during intravenous administration may lead to localised oedema, pain,
erythema, and induration; on occasion, extravasation can result in cellulitis. Skin sloughing
and/or peeling has been reported, sometimes related to extravasation. Skin discoloration may
also occur. Recurrence of skin reactions at a site of previous extravasation following
administration of paclitaxel at a different site, i.e. “recall”, has been reported rarely. A
specific treatment for extravasation reactions is unknown at this time.

The table below lists undesirable effects regardless of severity associated with the
administration of single agent paclitaxel administered as a three hour infusion in the
metastatic setting (812 patients treated in clinical studies) and as reported in the
postmarketing surveillance*.

The frequency of undesirable effects listed below is defined using the following convention:

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 (frequency cannot be estimated
from the available data).

Investigations:
Common : severe elevation in AST (SGOT), severe elevation in alkaline phosphatase
Uncommon:  severe elevation in bilirubin

Rare* : increase in blood creatinine
Cardiac disorders:
Common: bradycardia

Uncommon :  cardiomyopathy, asymptomatic ventricular tachycardia, tachycardia with
bigeminy, AV block and syncope, myocardial infarction

Very rare* :  atrial fibrillation, supraventricular tachycardia
Blood and the lymphatic system disorders:

Very common : myelosuppression, neutropenia, anaemia, thrombocytopenia, leucopenia,
bleeding

Rare* : febrile neutropenia

Very rare*: acute myeloid leukaemia, myelodysplastic syndrome
Nervous system disorders:

Very common : neurotoxicity (mainly: peripheral neuropathy)

Rare*: motor neuropathy (with resultant minor distal weakness)

Very rare* :  autonomic neuropathy (resulting in paralytic ileus and orthostatic
hypotension), grand mal seizures, convulsions, encephalopathy, dizziness, headache, ataxia
Eye disorders:

Very rare*: optic nerve and/or visual disturbances (scintillating scotomata), particularly

in patients who have received higher doses than recommended
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Ear and labyrinth disorders:
Very rare* :  ototoxicity, hearing loss, tinnitus, vertigo
Respiratory, thoracic and mediastinal disorders:

Rare*: dyspnoea, pleural effusion, interstitial pneumonia, lung fibrosis, pulmonary
embolism, respiratory failure

Very rare*:  cough

Gastrointestinal disorders:

Very common : nausea, vomiting, diarrhoea, mucosal inflammation

Rare*: bowel obstruction, bowel perforation, ischaemic colitis, pancreatitis

Very rare* :  mesenteric thrombosis, pseudomembranous colitis, oesophagitis,
constipation, ascites, neutropenic colitis

Skin and subcutaneous tissue disorders:

Very common : alopecia

Common: transient and mild nail and skin changes
Rare*: pruritus, rash, erythema

Very rare* : Stevens-Johnson syndrome, epidermal necrolysis, erythema multiforme,
exfoliative dermatitis, urticaria, onycholysis

Musculoskeletal and connective tissue disorders:
Very common: arthralgia, myalgia

Metabolism and nutrition disorders:

Very rare* :  anorexia

Infections and infestations:

Very common: infection (mainly urinary tract and upper respiratory tract infections), with
reported cases of fatal outcome

Uncommon:  septic shock

Rare*: pneumonia, peritonitis, sepsis

Vascular disorders:

Very common : hypotension

Uncommon:  hypertension, thrombosis, thrombophlebitis
Veryrare *:  shock

General disorders and administration site conditions:

Common : injection site reactions (including localised oedema, pain, erythema,
induration, on occasion extravasation can result in cellulitis, skin fibrosis and skin necrosis)

Rare*: asthenia, pyrexia, dehydration, oedema, malaise
Immune system disorders:
Very common : mild hypersensitivity reactions (mainly flushing and rash)

Uncommon :  significant hypersensitivity reactions requiring therapy (e.g., hypotension,
angioneurotic oedema, respiratory distress, generalised urticaria, chills, back pain, chest pain,
tachycardia, abdominal pain, pain in extremities, diaphoresis and hypertension)

Rare*: anaphylactic reactions

Very rare* :  anaphylatic shock

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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Hepatobiliary disorders:

Very rare*: hepatic necrosis, hepatic encephalopathy (both with reported cases of fatal
outcome)

Psychiatric disorders:
Very rare *:  confusional stage

Breast cancer patients who received paclitaxel in the adjuvant setting following AC
experienced more neurosensory toxicity, hypersensitivity reactions, arthralgia/myalgia,
anaemia, infection, fever, nausea/vomiting and diarrhoea than patients who received AC
alone. However, the frequency of these events was consistent with the use of single agent
paclitaxel, as reported above.

Combination treatment

The following discussion refers to two major trials for the first-line chemotherapy of ovarian
carcinoma (paclitaxel + cisplatin: over 1050 patients); two phase III trials in the first line
treatment of metastatic breast cancer: one investigating the combination with doxorubicin
(paclitaxel + doxorubicin: 267 patients), another one investigating the combination with
trastuzumab (planned subgroup analysis paclitaxel + trastuzumab: 188 patients) and two
phase III trials for the treatment of advanced NSCLC (paclitaxel + cisplatin: over 360
patients) (see section 5.1).

When administered as a three hour infusion for the first-line chemotherapy of ovarian cancer,
neurotoxicity, arthralgia/myalgia, and hypersensitivity were reported as more frequent and
severe by patients treated with paclitaxel followed by cisplatin than patients treated with
cyclophosphamide followed by cisplatin. Myelosuppression appeared to be less frequent and
severe with paclitaxel as a three hour infusion followed by cisplatin compared with
cyclophosphamide followed by cisplatin.

For the first line chemotherapy of metastatic breast cancer, neutropenia, anaemia, peripheral
neuropathy, arthralgia/myalgia, asthenia, fever, and diarrhoea were reported more frequently
and with greater severity when paclitaxel (220 mg/m?) was administered as a 3-hour infusion
24 hours following doxorubicin (50 mg/m?) when compared to standard FAC therapy (5-FU
500 mg/m?, doxorubicin 50 mg/m?, cyclophosphamide 500 mg/m?). Nausea and vomiting
appeared to be less frequent and severe with the paclitaxel (220 mg/m?) / doxorubicin (50
mg/m?) regimen as compared to the standard FAC regimen. The use of corticosteroids may
have contributed to the lower frequency and severity of nausea and vomiting in the
paclitaxel/doxorubicin arm

When paclitaxel was administered as a 3-hour infusion in combination with trastuzumab for
the first line treatment of patients with metastatic breast cancer, the following events
(regardless of relationship to paclitaxel or trastuzumab) were reported more frequently than
with single agent paclitaxel: heart failure (8% vs 1%), infection (46% vs 27%), chills (42% vs
4%, fever (47% vs 23%), cough (42% vs 22%), rash (39% vs 18%), arthralgia (37% vs
21%), tachycardia (12% vs 4%), diarrhoea (45% vs 30%), hypertension (11% vs 3%),
epistaxis (18% vs 4%), acne (11% vs 3%), herpes simplex (12% vs 3%), accidental injury
(13% vs 3%), insomnia (25% vs 13%), rhinitis (22% vs 5%), sinusitis (21% vs 7%), and
injection site reaction (7% vs 1%). Some of these frequency differences may be due to the
increased number and duration of treatments with paclitaxel/trastuzumab combination vs
single agent paclitaxel. Severe events were reported at similar rates for paclitaxel/trastuzumab
and single agent paclitaxel

When doxorubicin was administered in combination with paclitaxel in metastatic breast
cancer, cardiac contraction abnormalities (> 20% reduction of left ventricular ejection
fraction) were observed in 15% of patients vs. 10% with standard FAC regimen. Congestive
heart failure was observed in < 1% in both paclitaxel/doxorubicin and standard FAC arms.
Administration of trastuzumab in combination with paclitaxel in patients previously treated
with anthracyclines resulted in an increased frequency and severity of cardiac dysfunction in
comparison with patients treated with paclitaxel single agent (NYHA Class I/I 10% vs. 0%;
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NYHA Class III/IV 2% vs. 1%) and rarely has been associated with death (see trastuzumab
Summary of Product Characteristics). In all but these rare cases, patients responded to
appropriate medical treatment.

Radiation pneumonitis has been reported in patients receiving concurrent radiotherapy.
AIDS-related Kaposi's sarcoma

Except for haematological and hepatic undesirable effects (see below), the frequency and
severity of undesirable effects are generally similar between KS patients and patients treated
with paclitaxel monotherapy for other solid tumours, based on a clinical study including 107
patients.

Blood and the lymphatic system disorders : bone marrow suppression was the major dose-
limiting toxicity. Neutropenia is the most important haematological toxicity. During the first
course of treatment, severe neutropenia (< 0.5%10° cells/l) occurred in 20% of patients.
During the entire treatment period, severe neutropenia was observed in 39% of patients.
Neutropenia was present for > 7 days in 41% and for 30-35 days in 8% of patients. It resolved
within 35 days in all patients who were followed. The incidence of Grade 4 neutropenia
lasting > 7 days was 22%.

Neutropenic fever related to paclitaxel was reported in 14% of patients and in 1.3% of
treatment cycles. There were 3 septic episodes (2.8%) during paclitaxel administration related
to the medicinal product that proved fatal.

Thrombocytopenia was observed in 50% of patients, and was severe (< 50%10° cells/1) in 9%.
Only 14% experienced a drop in their platelet count <75%*10° cells/l, at least once while on
treatment. Bleeding episodes related to paclitaxel were reported in < 3% of patients, but the
haemorrhagic episodes were localised.

Anaemia (Hb < 11 g/dl) was observed in 61% of patients and was severe (Hb < 8 g/dl) in
10%. Red cell transfusions were required in 21% of patients.

Hepatobiliary disorders : Among patients (> 50% on protease inhibitors) with normal
baseline liver function, 28%, 43% and 44% had elevations in bilirubin, alkaline phosphatase
and AST (SGOT), respectively. For each of these parameters, the increases were severe in 1%
of cases.

Overdose

There is no known antidote for Paclitaxel overdosage. The primary anticipated complications
of overdosage would consist of bone marrow suppression, peripheral neurotoxicity and
mucositis. In case of overdose, the patient should be closely monitored. Treatment should be
directed to the major anticipated toxicities.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
Pharmacotherapeutic group: Plant alkaloids and other natural products, taxanes.

ATC code: LO1C D01

Paclitaxel is a novel antimicrotubule agent that promotes the assembly of microtubules from
tubulin dimers and stabilises microtubules by preventing depolymerisation. This stability
results in the inhibition of the normal dynamic reorganisation of the microtubule network that
is essential for vital interphase and mitotic cellular functions. In addition, paclitaxel induces
abnormal arrays or bundles of microtubules throughout the cell cycle and multiple asters of
microtubules during mitosis.

In the first-line chemotherapy of ovarian carcinoma, the safety and efficacy of paclitaxel were
evaluated in two major, randomised, controlled (vs. cyclophosphamide 750 mg/m?/cisplatin
75 mg/m?) trials. In the Intergroup trial (BMS CA139-209), over 650 patients with stage Il
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III or IV primary ovarian cancer received a maximum of 9 treatment courses of paclitaxel
(175 mg/m® over 3 hr) followed by cisplatin (75 mg/m?) or control. The second major trial
(GOG-111/BMS CA139-022) evaluated a maximum of 6 courses of either paclitaxel (135
mg/m? over 24 hrs) followed by cisplatin (75 mg/m?) or control in over 400 patients with
stage III/IV primary ovarian cancer, with a > 1 cm residual disease after staging laparotomy,
or with distant metastases. While the two different paclitaxel posologies were not compared
with each other directly, in both trials patients treated with paclitaxel in combination with
cisplatin had a significantly higher response rate, longer time to progression, and longer
survival time when compared with standard therapy. Increased neurotoxicity,
arthralgia/myalgia but reduced myelosuppression were observed in advanced ovarian cancer
patients administered 3-hour infusion paclitaxel/cisplatin as compared to patients who
received cyclophosphamide/cisplatin.

In the adjuvant treatment of breast carcinoma, 3121 patients with node positive breast
carcinoma were treated with adjuvant paclitaxel therapy or no chemotherapy following four
courses of doxorubicin and cyclophosphamide (CALGB 9344, BMS CA 139-223). Median
follow-up was 69 months. Overall, paclitaxel patients had a significant reduction of 18% in
the risk of disease recurrence relative to patients receiving AC alone (p = 0.0014), and a
significant reduction of 19% in the risk of death (p = 0.0044) relative to patients receiving AC
alone. Retrospective analyses show benefit in all patient subsets. In patients with hormone
receptor negative/unknown tumours, reduction in risk of disease recurrence was 28%
(95%CI: 0.59-0.86). In the patient subgroup with hormone receptor positive tumours, the risk
reduction of disease recurrence was 9% (95%CI: 0.78-1.07). However, the design of the study
did not investigate the effect of extended AC therapy beyond 4 cycles. It cannot be excluded
on the basis of this study alone that the observed effects could be partly due to the difference
in duration of chemotherapy between the two arms (AC 4 cycles; AC + paclitaxel 8 cycles).
Therefore, adjuvant treatment with Paclitaxel should be regarded as an alternative to
extended AC therapy.

In a second large clinical study in adjuvant node positive breast cancer with a similar design,
3060 patients were randomised to receive or not four courses of paclitaxel at a higher dose of
225 mg/m? following four courses of AC (NSABP B-28, BMS CA139-270). At a median
follow-up of 64 months, paclitaxel patients had a significant reduction of 17% in the risk of
disease recurrence relative to patients who received AC alone (p = 0.006); paclitaxel
treatment was associated with a reduction in the risk of death of 7% (95%CI: 0.78-1.12). All
subset analyses favored the paclitaxel arm. In this study patients with hormone receptor
positive tumour had a reduction in the risk of disease recurrence of 23% (95%CI: 0.6-0.92);
in the patient subgroup with hormone receptor negative tumour the risk reduction of disease
recurrence was 10% (95%CI: 0.7-1.11).

In the first-line treatment of metastatic breast cancer, the efficacy and safety of paclitaxel
were evaluated in two pivotal, phase 111, randomised, controlled open-label trials.

In the first study (BMS CA139-278), the combination of bolus doxorubicin (50 mg/m?)
followed after 24 hours by paclitaxel (220 mg/m? by 3-hour infusion) (AT), was compared
versus standard FAC regimen (5-FU 500 mg/m?, doxorubicin 50 mg/m?, cyclophosphamide
500 mg/m?), both administered every three weeks for eight courses. In this randomised study,
267 patients with metastatic breast cancer, who had either received no prior chemotherapy or
only non-anthracycline chemotherapy in the adjuvant setting, were enrolled. Results showed a
significant difference in time to progression for patients receiving AT compared to those
receiving FAC (8.2 vs. 6.2 months; p= 0.029). The median survival was in favour of
paclitaxel/doxorubicin vs. FAC (23.0 vs. 18.3 months; p=0.004). In the AT and FAC
treatment arm 44% and 48% respectively received follow-up chemotherapy which included
taxanes in 7% and 50% respectively. The overall response rate was also significantly higher
in the AT arm compared to the FAC arm (68% vs. 55%). Complete responses were seen in
19% of the paclitaxel/doxorubicin arm patients vs. 8% of the FAC arm patients. All efficacy
results have been subsequently confirmed by a blinded independent review.

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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In the second pivotal study, the efficacy and safety of the paclitaxel and Herceptin®
combination was evaluated in a planned subgroup analysis (metastatic breast cancer patients
who formerly received adjuvant anthracyclines) of the study HO648g. The efficacy of
Herceptin® in combination with paclitaxel in patients who did not receive prior adjuvant
anthracyclines has not been proven. The combination of trastuzumab (4 mg/kg loading dose
then 2 mg/kg weekly) and paclitaxel (175 mg/m?) 3-hour infusion, every three weeks was
compared to single-agent paclitaxel (175 mg/m?) 3-hour infusion, every three weeks in 188
patients with metastatic breast cancer overexpressing HER2 (2+ or 3+ as measured by
immunohistochemistry), who had previously been treated with anthracyclines. Paclitaxel was
administered every three weeks for at least six courses while trastuzumab was given weekly
until disease progression. The study showed a significant benefit for the
paclitaxel/trastuzumab combination in terms of time to progression (6.9 vs. 3.0 months),
response rate (41% vs. 17%), and duration of response (10.5 vs. 4.5 months) when compared
to paclitaxel alone. The most significant toxicity observed with the paclitaxel/trastuzumab
combination was cardiac dysfunction (see section 4.8).

In the treatment of advanced NSCLC, paclitaxel 175 mg/m? followed by cisplatin 80 mg/m?
has been evaluated in two phase III trials (367 patients on paclitaxel containing regimens).
Both were randomised trials, one compared to treatment with cisplatin 100 mg/m?, the other
used teniposide 100 mg/m? followed by cisplatin 80 mg/m? as comparator (367 patients on
comparator). Results in each trial were similar. For the primary outcome of mortality, there
was no significant difference between the paclitaxel containing regimen and the comparator
(median survival times 8.1 and 9.5 months on paclitaxel containing regimens, 8.6 and 9.9
months on comparators). Similarly, for progression-free survival there was no significant
difference between treatments. There was a significant benefit in terms of clinical response
rate. Quality of life results are suggestive of a benefit on paclitaxel containing regimens in
terms of appetite loss and provide clear evidence of the inferiority of paclitaxel containing
regimens in terms of peripheral neuropathy (p < 0.008).

In the treatment of AIDS-related KS, the efficacy and safety of paclitaxel were investigated in
a non-comparative study in patients with advanced KS, previously treated with systemic
chemotherapy. The primary end-point was best tumour response. Of the 107 patients, 63 were
considered resistant to liposomal anthracyclines. This subgroup is considered to constitute the
core efficacy population. The overall success rate (complete/partial response) after 15 cycles
of treatment was 57% (CI 44 - 70%) in liposomal anthracycline-resistant patients. Over 50%
of the responses were apparent after the first 3 cycles. In liposomal anthracycline-resistant
patients, the response rates were comparable for patients who had never received a protease
inhibitor (55.6%) and those who received one at least 2 months prior to treatment with
paclitaxel (60.9%). The median time to progression in the core population was 468 days (95%
CI 257-NE). Median survival could not be computed, but the lower 95% bound was 617 days
in core patients.

Pharmacokinetic properties
Following intravenous administration, paclitaxel exhibits a biphasic decline in plasma
concentrations.

The pharmacokinetics of paclitaxel were determined following 3 and 24 hour infusions at
doses of 135 and 175 mg/m?. Mean terminal half-life estimates ranged from 3.0 to 52.7 hours,
and mean, non-compartmentally derived, values for total body clearance ranged from 11.6 to
24.0 I/hr/m?; total body clearance appeared to decrease with higher plasma concentrations of
paclitaxel. Mean steady-state volume of distribution ranged from 198 to 688 1/m?, indicating
extensive extravascular distribution and/or tissue binding. With the 3-hour infusion,
increasing doses result in non-linear pharmacokinetics. For the 30% increase in dose from
135 mg/m? to 175 mg/m?, the Cy, and AUC_, values increased 75% and 81%, respectively.

Following an intravenous dose of 100 mg/m? given as a 3-hour infusion to 19 KS patients, the
mean Cp,x was 1,530 ng/ml (range 761 - 2,860 ng/ml) and the mean AUC 5,619 ng.hr/ml
(range 2,609 - 9,428 ng.hr/ml). Clearance was 20.6 1/h/ m? (range 11 - 38) and the volume of
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distribution was 291 1/ m? (range 121 - 638). The terminal elimination half-life averaged 23.7
hours (range 12 - 33).

Intrapatient variability in systemic paclitaxel exposure was minimal. There was no evidence
for accumulation of paclitaxel with multiple treatment courses.

In vitro studies of binding to human serum proteins indicate that 89 - 98% of drug is bound.
The presence of cimetidine, ranitidine, dexamethasone or diphenhydramine did not affect
protein binding of paclitaxel.

The disposition of paclitaxel has not been fully elucidated in humans. Mean values for
cumulative urinary recovery of unchanged drug have ranged from 1.3 to 12.6% of the dose,
indicating extensive non-renal clearance. Hepatic metabolism and biliary clearance may be
the principal mechanism for disposition of paclitaxel. Paclitaxel appears to be metabolised
primarily by cytochrome P450 enzymes. Following administration of a radiolabelled
paclitaxel, an average of 26, 2 and 6% of the radioactivity was excreted in the faeces as 6a-
hydroxypaclitaxel, 3'-p-hydroxypaclitaxel, and 6a-3'-p-dihydroxy-paclitaxel, respectively.
The formation of these hydroxylated metabolites is catalysed by CYP2CS, -3A4, and both -
2C8 and -3A4 respectively. The effect of renal or hepatic dysfunction on the disposition of
paclitaxel following a 3-hour infusion has not been investigated formally. Pharmacokinetic
parameters obtained from one patient undergoing haemodialysis who received a 3-hour
infusion of paclitaxel 135 mg/m? were within the range of those defined in non-dialysis
patients.

In clinical trials where paclitaxel and doxorubicin were administered concomitantly, the
distribution and elimination of doxorubicin and its metabolites were prolonged. Total plasma
exposure to doxorubicin was 30% higher when paclitaxel immediately followed doxorubicin
than when there was a 24-hour interval between drugs.

For use of Paclitaxel in combination with other therapies, please consult the Summary of
Product Characteristics of cisplatin, doxorubicin or trastuzumab for information on the use of
these medicinal products.

Preclinical safety data

The carcinogenic potential of Paclitaxel has not been studied. However, paclitaxel is a
potential carcinogenic and genotoxic agent, based upon its pharmacodynamic mechanism of
action. Paclitaxel has been shown to be mutagenic in both in vitro and in vivo mammalian test
systems.

Paclitaxel has also been shown to be embryotoxic and foetotoxic in rabbits, and to decrease
fertility in rats.

PHARMACEUTICAL PARTICULARS

List of excipients
Ethanol, anhydrous (see section 4.4).

Macrogolglycerol ricinoleate (see section 4.4)

Citric acid, anhydrous (for pH adjustment)

Incompatibilities

Macrogolglycerol ricinoleate can result in DEHP (di-(2-ethylhexyl)phthalate) leaching from
plasticised polyvinyl chloride (PVC) containers, at levels which increase with time and
concentration. Consequently, the preparation, storage and administration of diluted Paclitaxel
should be carried out using non-PVC-containing equipment.

This medicinal product must not be mixed with other medicinal products except those
mentioned in section 6.6.

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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Shelf life

Vial before opening

2 years

After opening before dilution

Chemical and physical in-use stability has been demonstrated for 28 days at 25°C following
multiple needle entries and product withdrawal. Other in-use storage times and conditions are
the responsibility of the user.

After dilution

Chemical and physical in-use stability of the solution prepared for infusion has been
demonstrated at 25°C for 24 hours when diluted in 5% Glucose solution, 0.9% Sodium
Chloride solution, 5% Glucose solution in Ringer solution, and 5% Glucose solution/0.9%
Sodium Chloride solution.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2 to 8°C, unless reconstitution / dilution
has taken place in controlled and validated aseptic conditions.

After dilution the solution is for single use only.

Special precautions for storage
Do not store above 25°C.

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

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

Nature and contents of container
Type 1 glass vials (with Teflon” coated chlorobutyl rubber stopper) contain 30 mg, 100 mg or
300 mg of paclitaxel in 5 ml, 16.7 ml or 50 ml solution respectively.

Packs containing 1 or 5 glass vials.

Not all pack sizes may be marketed.

Special precautions for disposal
Handling:

As with all antineoplastic agents, caution should be exercised when handling Paclitaxel .
Dilution should be carried out under aseptic conditions by trained personnel in a designated
area. Adequate protective gloves should be worn. Precautions should be taken to avoid
contact with the skin and mucous membranes. In the event of contact with the skin, the area
should be washed with soap and water. Following topical exposure, tingling, burning and
redness have been observed. In the event of contact with the mucous membranes, these
should be flushed thoroughly with water. Upon inhalation, dyspnoea, chest pain, burning
throat and nausea have been reported.

The Chemo-Dispensing Pin device or similar devices with spikes should not be used since
they can cause the vial stopper to collapse, resulting in loss of sterile integrity.

See also section 6.3 for shelf-life.
Pregnant women should not handle paclitaxel (see section 4.6)

Preparation for IV administration:

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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Prior to infusion, Paclitaxel must be diluted using aseptic techniques in 5% Glucose solution,
0.9% Sodium Chloride solution, 5% Glucose solution in Ringer solution, and 5% Glucose
solution/0.9% Sodium Chloride solution to a final concentration of 0.3 to 1.2 mg/ml.

Upon preparation, solutions may show haziness, which is attributed to the formulation
vehicle, and is not removed by filtration. Paclitaxel should be administered through an in-line
filter with a microporous membrane < 0.22 pm. No significant losses in potency have been
noted following simulated delivery of the solution through IV tubing containing an in-line
filter.

There have been rare reports of precipitation during paclitaxel infusions, usually towards the
end of a 24 hour infusion period. Although the cause of this precipitation has not been
elucidated, it is probably linked to the supersaturation of the diluted solution. To reduce the
precipitation risk, Paclitaxel should be used as soon as possible after dilution, and excessive
agitation, vibration or shaking should be avoided. The infusion sets should be flushed
thoroughly before use. During infusion, the appearance of the solution should be regularly
inspected and the infusion should be stopped if precipitation is present.

To minimise patient exposure to DEHP which may be leached from plasticised PVC infusion
bags, sets, or other medical instruments, diluted Paclitaxel solutions should be stored in non-
PVC bottles (glass, polypropylene) or plastic bags (polypropylene, polyolefin) and
administered through polyethylene-lined administration sets. Use of filter devices (e.g. IVEX-
2") which incorporate short inlet and/or outlet plasticised PVC tubing has not resulted in
significant leaching of DEHP.

See also section 6.3 for shelf-life.
Disposal:

Any unused product or waste material and all items used for preparation, administration or
otherwise coming into contact with Paclitaxel should undergo disposal according to local
guidelines for the handling of cytotoxic compounds.

MARKETING AUTHORISATION HOLDER

Fresenius Kabi Limited,
Cestrian Court, Eastgate Way
Manor Park, Runcorn
Cheshire WA7 INT

United Kingdom

MARKETING AUTHORISATION NUMBER(S)
PL 08828/0186

DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

17/03/2009

DATE OF REVISION OF THE TEXT

17/03/2009
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Product Information Leaflet

PACKAGE LEAFLET: INFORMATICHN FOR THE USER
"

Paclitaxel 6 mg/ml

concentrate for solution for infusion

Fresenius
Kabi
PFaditame!

FRead dl of this leaflet carefully before you start tking this medicine,

- Kesp thisleaflet. Youmay reed to raad itagsin.

= Fyou have any further questions, ask your dadkr,

- This medidre has been presmibed for yoo. Do not pass itan ta othess. 1t
iy barm them, even if their symptome are the same as yours.

- [Tany of the side effects gets serious, or if you notice amy side effects not
listesd in this keaflet, please tell vour dactar.

In this leaflet:

1. What Paditanel iz and what it is ussd for

2. Before you wse Peclitae|

3. How o s Paclitawel

4. Poasible side effacts

E. How 1o store Paclitass]

E. Further information

1.WHAT PACLITAXEL 15 AND WHAT IT IS USED FOR

Perlitaxez] belongs to a group of medicines inown as optotosdcs, which are

uzedin the treatment of cancer. Pacitasel may be used to reat carcer

» advanced cvarian cancsr of remaining tumour (= 1 cm) after initial
surgery, in combination with dsplatin asiritial {first-line) reatment.

= advanced owarian cancer when certain other traziments (platinum-
containing combination therapy without tasanes) have been tied bt
have not worked (25 secondire treatment).

« advanced breast cancer when aother treatments are ureuitable (s first

lire treatment).

advanced breast cancer when certain cther treztments (stancard

anthracycine- containing therapy) have been tried but hawe notworked

(s second line treatmentl

= aidvanced noresmall call lung cancer if surgery andior radistion therapy
are nok possble, in combination with cisplatin.

= ACE-redated Kaposi's sarcoma when certain other trzatments liposomal
anthracycings) have besn tied but have not worked, This & a tumour
that arises from EHlood vesseks in the skin of intemial orgars and typically
appears asflat or raised, purple to dark brown patcheson the skin, There
is fmited information to support treatment of this condition.

PFeclitazel is a medicine that will be given to you by a dochor ar hedth

care professional.

WWhan recaiing Pacitzre! for first-fine tregtment of ovanian cancer
The wsual dosage of paditaeel i 175 mg per squars metre of body surfzce
area given over three bours, or 135 mg per square metre of body surface
area given over @ 24 howr pericd, followed by trzatment with 75 mig of
dsplatin per square metre of body surlace arsa. There is a three week
interval betwsen cach course of trestment.

Wihen recaiving Paclitze! for secanadine treatrmant of overan cancer
The wsual dosage of paditaeel i 175 mg per squars metre of body surfzce
area given o three bours, every three weeks,

WWhan recaiing Pacitave! for fistine trestment of breast cancer

The s ual dosage of paditacel i 175 ma per squars metre of body surface
area given over thres hours. It is usualy given in combination with anather
dnyg, rasheumab. Thers is a three wesk intena betassn treatmert
[T

Poclitasl can alsa be uszd in combiration with dowanubicin, The wsual
degage of paclitassl iz 220 mg per square metre given cwer three haurs
with a three week interval between traatment courses.

When receiving Paclitaxel for sscond-fine treatment of bresst
Encer (3l as socompanying treatmant]

The s ual dosage of paditacel i 175 ma per squars metre of body surface
area given er three hours Ther i a three wesk intenal between
trestment coursss. As accomparying treatment it is wually given in
cormbination with ancther dng, trastuzumak.

When receiving Faclitarel for treatment of adianced nonsmall
cell funig cancer

The s ual dosage of paditaeel i 175 mg per squars metre of body surfzce
arsa given o three hours followsd by teatment with 80 mg of dsplatin
per square metre of body surface area. Thers is a thres wesk interval
between each course of ireatment,

Wihen receiving Paclitaxel for treatment of AIDS relsted Kaposi's
Zarcoma

The szl dos age of paditaxel is 100 mg per squars metre given over hiee
hours every o wesks.

Further treatments will dzpend on how wel you react to the trestment.
faur general condtion and your responss to the treatment will be clsely
obesrved beforz, during and after the Pacitasel tratment.

Mode of administration

The pachtand concentrate must be diuled before use with a solution of
socium chloridz or gluces= and given 2 an infusion (dnp) nito 2 vein.

If you take more Paclitans] than you should

IF you thirk you hawe been given too much Paditzeel, tl your doctor
straight away. There s no spedfic antidote. The expected symptoms of an
owerdosage are overall reduction of Blood cells ibone mar row suppression),
numbress o sboommal sensations inoyour arms and legs (peripheral

2. BEFORE YOU USE PACLITAXEL

Do mott use Paclitanel

- if you ame allergic thyperssnsitivel to packtael, macmgokboeral
ricinoleate or any of the otheringrediznts of Paditael .

- if you have a very low el of certain white blood 225 inyour Hood

- if you have a serious infection

- if you ane braast-fesding

Take special care with Paclitaes

- i you have liver problems

- if you ane ako receiing radiotherapy

- if you are taking cther medidnd products which could interact with
Paditzcz| (e “"Using other medidres”)

- if you develop severe or prolonged or bloody diarheea during or after
treatment with Paclitaxsl

- ifyou devebop peripheral
in yaur anme and legs)

For certain types of traatment you may need to haws your heart moni torsd

bifiore, during and after treatrnent with paditzeel. Vour doctor wil dso

ched: your blood befiare, during and after every treatment. f the results of

any of thess tests are sbnamnal trestment will anly be rsumed when all

readings are back to nomal.

Seually ative women and men of dhildbearing patenitial andiar their

pantners shoukd uze contraceptives for at least & months after trzstment:

with pacitasel.

Using other medidnes

Paclitassl is often used in combiration with anather drag, dsplatin, [tis

important that Paditaxel & admiristered before ciplatin

I you have breast canecsr you may be treated with ancther drug calld

doxorubidn, It is important that doxandbicin is given 24 bours prioe your

treztment with Paditaxel .

Careis required if Packtaxel is sdministered at the same time 2 certzin

drugs which affedt liver function including:

& zomme dnugs used to treat wins infections (2.9 nelfinavir, ftanavi),

= ergthromycin and ffampicin idrugs wsed b treat inkctions),

= flucsetine (3 dnag used to rzat depression),

= gemfibrozd (a drug uesd to treat heart disease),

= cabamazeping, pherytoin and phencharbitdl which are used for
epilpsy,

= favirenz and revirapine (drugs wsed b reat HV).

Please tell your dockor if wou are taking of have recently taken ary other

medicines, ncluding medizines chtained without a presaiption.

roations

o

reurcpathy) and inflamatian of the membranes lining the dgestive tract
{munasitis).

1f you forget to uss Paclitaxe!

I you thirk you have missed an infusion, speak to your dector or nurse.
1 wour st using Paclitzosd

Cio ok stop treatment with Paclitassd befors consulting your dodor.

If yau have ary futher quesiors on the uze of this product, ask yaur
dodor.

A, POSSIELE SIDE EFFECTS
Like:allmedidnes, Pacitans can cause dde effects, Athough noteverybady
et them.

A well & killing the cancer czls, the medidne may dso affect some of
your own cells esp=ddly the cells in your Bood. This makes you mors
prone toinfections and 1o bleeding or bruising easily.

Ifyau think you have an infedtian, a some throat, mouth ukeers, fevr, chils
ar achiness you should oontact your doctor,

The evaluation of side effects is based on the fallewing frequendes:

Pregnancy and breast-feeding

Pregnancy

Tell your disctor if you are pregriant or think you may be pregniant befiars
raceiving traatment with Peclitazel . i thers & a chanes that you could
become pregnant, use an effective and safe methad of contraception
wuring treatment. Paditasel shoukd not be wsed during pregnancy unless
dearky recsssary. Female ard male patients of fertile age, andlor their
partrers should ts2 contraceptions for at least & months after treatment
with paditael.

Mak: patisnits shauld sseh advice regarding ayoconseration of sperm
prior to treatment with packtaml becauss of the possibilty of infertility.
Braast-feeding

Paditaxel mustnet be given toyou if you are breast-feeding, as paclitass]
richt pess into breast milk and affedt the baby.

Children

Faditaue| is not recommended for usz in children and adolescents funder
18 years)

Criving and wsing machines

Paditaxel containsaeahol. Each treatrment thiswill be about the squivalent
ol tzking one glass ofwine (3 250 miyor 3 glasses of beer (2 200 ml) The
ampunt of deohd in this medidnd product may impairyour sbiity to drive
of w2 rmachines.

Irnportant information about some of the ingredients of Raditas|

This mecidnal preduct conkains 43.7 vl % athancl (dochd), iz upio 23 g
et doss, squivalent to approgimately 600 ml besr, approximatsly 250 ml
wwine per dose.

Harmful for these suffering from akohlism

Tor be tzken into scoount in high risk groups such as patisnts with fver
iiszase or epilepsy.

This medicinal produt contains magogoldyesnd fcinolate (Ph.Eur) which
M causes szefe alkrgic raction. | Tyou know that you are dlergic to this
incrediznt you shaukd let your dector know.

3 HOWTIO USE PACLITAXEL

Paditasel will only b= given o you under the supendsion of a doctor
specialzad i this type of teatment.

Tor help preent allengc resctions oocuming while you ars recsiing yaur
infusian yaur dodarsill treatyouaith other medicines called cortionstercids.
Tsuch as dexamethasone), anthistamines (such zs diphenhydramine) and
H2-Hocker (such as cimetidine) bebors starting Paditael .

The disage of Peclitarz] depends on the condition you are bsing treated
Far your rzsponse to the therapy and ather medication you are being given.
It depends on the body surface arsa which on awerage is 1 5 to 1.9 square
metre in adults.

Uneommean:

- heart attack, heart problems, rapid heart beat, high blood pressrs,

thrembasis (BHlood ded), inflammaticn of the vesssl,

Wary comman: rmare than 1 of 10 patisntz treated

Common: 1ta 10aut of 100 patients rezted

Unioroman: 1 to 10out of 1,000 patients treated

Rare: 1ta 10aut of 10,000 patisnts treated

Wery rars: less than 1 of 10,000 patierts treated,
ircluding isolzted reparts

Wery comman;

- temparary har loss,

- naussa, vomiting, diarhoea,

- sore meuth,

- nurbiness and tindling in the hands and feet,

- adhing muscles and joints,

- urinary tract and chest infections,

- mild allergic reactians slong with fishing and rash,

- low blocd pressure,

- Hood preblems.

Commen:

- sharpinoease of certain liver snzymes

- slowing of the hear beat {bradycardia)

- temporary nal and skin disclouration

- sweling and pain fknown as edravasation) & the injsction site, IF such
synpkames oo, tell your dockor o nrse immediatey.
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- sepsis fwhole-bady inflammatory state caused by infection) akong with
shok,

- severe allergic reaction requining therpy- you may become breathless
or have troubile breathing, you may notice dhest pain, a speeding up
aof your heart, or your blaod pressure may fall making you light-headed.
Further symptoms of an dlergic reaction:, dhils, back pain, stomach
pain, pain in firgers, toes, sweating, wheals ocal sed swlings an your
skinl, or sweling of your lis and'or your tongue. If any of thess
SYTRLCTES Qoo contact yeur doctor immediately.

Rare:
ncreased levels of craatinine in your blood ([liksly] demonstrating a
reduced kidney function)
- weskness or panalysis of the amns and legs (motor neurcpathy),
- respiratory dsorders such & shortness of breath (dyspnosal, scaming
of the lung and fluid arcund the ngs (pleural effusion and lung
fibresis), irflammatian of the lungs Anterstitial pneumonia), blood clat
in the lung veszzls{pumonary embalisrm, fziure of the lungs to function
propsrly. Pacitass] | in combination with radiation therapy, can cause
inflammation of the lurg with breathlessness. 1 you develop a persistant
cough, experience pain of difficulty breathing or become breathless, you
should seek medical attention.

bowel problems induding corstipation o perforation, inflammation

aofthe pancreas and the abdominal membrane {peritoneum); all of which

usually cause abdominal pain,

dry skin, rash, itching (prurits),

general weakress (astheria), fever debydration, fluid retertion

{edema), severs tiredriess (malaise)

- fwerproblems

- alergic reaction (known 2s anaphylactic reaction)

Werg rare:

- heatt tythm problem known as atia fodllation,

- lkaamia,

- autonamic reurcpathy dong with intestingl blackage fileus) and low
bloed pressure upon standing up,

- fits icorulsiore) with dizziness and headache, uncontralled movemenits
{ataxia), damage af brain function {encephalopathy,

- probikerms with wisian,

ks of hearing and ringing in the ears,

«

- mesentsric thrombesis Hood dot in the wssek of the intestine),
peeudomenmbrancus eolitis (serious bowel inflammation with persistent
or blody darhosa ssodated with abdominal pain or fever),
inflammatian of the gullet faesapha gitis), abdoming sweling and watsr

0

retention (zsdtes), 3
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- serious razh with reddering and flaking of the skin {Steven-lchrson
syncrome, epidermal necrolysisl, abrommal reddening, flaking, and
thidkzning of the skin iexddliative dematitis), detachment of the rail
plate from the nail bed ionychakysis),

- lozs of appetits,

- shodk,

- severe allengic reaction incheding fatal reactions (anaphylactic shock),

- severe liver problems along with damage of the brain,

- confusion.

Allergic reactions to macrogalglycenal idnalate can oo with wheszing,

fehing, skin rash or sweling of your lips, epes or tangue You should

contact your doctarimmediztey if you develap such symptons.

Peclitaxel  can barm unborn babies (sse section 2 “Pregnancy and

Lactation "}, It may also affect fertilityin men and wornen.

During the trsatment with Paclitassl yaur general condition wil be cheely
moritared.

IF amy of the side effects gets serious, or if you nctice any sid= efiect not
listed in thiz leaflet, plezs tell your doctar,

5. HOW TO STORE PACLITAXEL

Keep out of the reach and sight of children.

Dot store abave 257C

Store vial in the original padkage inonder to protect fram light.

Dionct wse Pacitaxdl after the expiry date, which i stated on the label and
carton. The eupiny date refers to the last day of that month.

Dot uss Paclitassd if wou natice any precipitation.

edicings shoul rat be dispossd of via wastewater of housshokd wasts.
These measures will helpto protect the emdranment.

E. FURTHER INFORMATION

What Paclitaxel contains

- The active substance is paditaxel & mgiml. Each qlass vial cortains
30 mg, 100 mg or 300 mg of paditaxd in 5 ml, 16.7 m or S50 ml
solulion, respectively.

- The other ingredients are cthandl, anhydrous, macrogolglycercl
ricinokeate (322 saction 2) ared citric add, anhydrous ifor pH adustment)

What Paclitaxel looks like and content of the pads

Concentrate for sclution for infusion

Peclitaze] & a dear, slighty yellzsish sclutian.

Paclitax! i available in glass vids The glassvidls are sealed with Teflon®

coated rubker stoppers.

Fartugal Poclitaed Kabi € mgirl
concentrado para solugso para perfisso
Fomania Pacitaxe! Kabi & mgim
woncentrat peniru solube perfuza
Skovakia Peclitaed Kabi & mgirl
Skvenia PaHitaksal Kabi € mgiml
kancentrat 23 raztoping zainfundranis
Spain Peclitaed Fresznius Kabi & mg/ml
concentrado para soluddn para perfusidn
Sweden Peclitaed Fresznius Kabi & mg/ml

koncentrat till infusiorevatska, Bening
United Kingdom  Paclitaesl & mg/ml

worzentrate for sobition for infusicn
This leaflet was |ast approved in 032009

Pack sizes:
Packs containing 1 or & dlass vials

Hot all pack sizes may be marksted.

Marketing Autharisation Halder
Freszrius Kabi Limited,

Cestrian Court, Eastgate Way
MararFark, Rurcam

(Theshire WAT THT

United Kingdomn

anufacturer

Freszrius Kabi Deutschland GmbH
61346 Bad Hormburg vd H.
Gemmany

MARKETING AUTHORISATION HUMBER(S):

PLOSE28M0188
PA ORERAN

The fallowing information is intended for medical or heatthcare
professionals only:

Practical information on preparation andsor handling of the medcing
product

Incompatibilities

Magogdglycerd ricincleate can result in DEHP idi42-=thyhexd)
phthdate) leadhing from plastidssd pelydnyl chiorde (PVO) containers,
at levels which increase with time and concentration. Conssquently, the
preparation, storage and administration of dilutsd Paclitansl  should be
camied out using nan-PVC-conaining equipment.

Spedial premutions for storage

If uropened wials ane refrigerated, a precipitate may form that redissclves
with Fttle of na agitation upon rzaching rom temperature Produc quality
iz ot affected. IF the salution remaire claudy or if aninsaluble precipitate
is noted, the vidl should be discardsd,

Shelf life

Wial before cpening

2 years

Adter cpening befors diution

Chermical and physical in-us= stahility has been demonsirated for 28 days
&t 25°C falkraing mutiple reedle enties and produdt withdrawal. Other
irruse stvage times and conditions ane the respansikility of the user.
Adter dilution

Chemical and phisical inse stabiity of the solution preparsd for infusion
has been demorestrated at 2570 for 24 howrs when dilutd in 5% Gluccse
solution, 0.9% Sodium Chloride salation, 5% Glucose solution in Ringer
salution, and 5% Glucsse wlution0.9% Sadium Chloide salution.

From a mimobiclodcal point of view, the product shoud be wesd
irmmmediately. B not ussd immediately, in-uss sorage times and conditiore
prior to usz are the resporsibilty of the wser and woul nomally not be
longerthan 24 hours at 2 1o 8°C unless reconstitution | dilution has taken
place in contralled and alidated aseptic conditions.

Handiing

As with all antineoplastic agents, caution should be exercised when
handling Paclitaxd] . Cilution should be camied out under assplic conditions
bry traired personrel in a designated area. Adequate protective gloves
sheuld be worn. Precautions should be taken to aveid contact with the
sHn and mucous membranes. In the event of contact with the skin, the
area should be washed with scap and water. Folowing topical sxposune,
tingling, buming and redness have been chesrved. In the event of contact
with the mucos membsanes, these shodd be fished thorcughly with
water, Upon inhalation, dyspnaea, chest pain, burning thoat and raussa
hiave been reported.

Pregnant wamen should ot handle packitasel (see section 2 Befare you
e Paclitassl — Preqnancy and breast feeding”

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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This mesdidnal productis authorized in the Member States of the EEA
under the fllowing names:

Astria Faditaxel Kabi & mg/ml
Fonzentrat zur Herstelung einer Infusiorelsung
B=lgium Paditaxel Fresznius Kabi
Bulgaria Paclitaxel Kabi & mg/ml
Ho=US=TDET 33 MKEYIMOHEH pasTaop
Cypre Paclitaxel Kabi 6§ mg/ml
Mukwd Sidhupa yia Tapackeu) Sakiparog
Tipag Eyxuan

Czech Republic Paclitaxe| Kabi @ mg/ml X
koncenirat pro pripravuinfuznibo roztoku

Canmark Paditaxel Fresznius Kabi® mg/
koncentrat il irdusionswesske, oplesning
Estoria Paditaxel Kahi & mo/ml infus conilahuse kontsertrast
FErmary Paditaxel Kahi & mo/ml
Fonzentrat zur Herstelung einer Infusiorelésung
(Qreece Paclitaxel Kabi & mg/ml
Mukwd Sidhupa yia Tapackeu) Sakiparog
Tipeg Eyxuan
Finland Paditaxel Fresznius Kabi® mg/ml
infuusickonsentraatt, luosta varten
France Paditaxel Kabi & mg/ml
solhtion & dilser pour perfusion
Hurgary Paditaxel Kahi & mo/ml
konceniratum okatos infiddhoz
Irzlzred Paditaxel &mg'ml
concentratz for sclution for infusion
=17} Paditaxel Kabi & mg/ml
concentrato per saludone per infusione
Latvia Paclitaxe| Kabi & mg/ml R
koncenirats infliziju skiduma pagatavosanai
Lithuznia Paditaxel Kabi & mg/ml
konceniratas infuziniam trpalui
Luzsmrburg Paditaxel Kahi & mo/ml

Fonzentrat zur Herselung einer Infusicrelsung
Fetherands Faditaxel Fresznius Kabi

Maraay Paditaxel Fresznius Kabis ma'ml
konsenirat il infsjonsweecke
Polard Paditaxel Kzhi

The Chemi-Cispercing Pin™ device or similar devices with spikes shauld
ot be used sinee they can cause the vial stopper to collapss, resulting in
loes of sterle inbegrity.
instructions for reconstitution
After diution the solution is for single use only.
Prior tainfusion, Paditaxel must be dikited using aseptic techniques in 5%
Gucese sobtion, 09% Soedium CHoride sclution, 5% Glucoss solution in
Rirger solution, and 5% Glumse solution®.9% Sodium Chicride solution
b a findl concentratian of 0.3 o 1.2 mgiml.
Upan preparation, soluticrs may show hagness, which is attiboted to the
Formul ation vehicle, and is not removed by filtration. Paditzxel should
b= administersd through an indine fiter with 3 migopomus membrane
= 0.22 pm. No significant baszes in potency have besn noted following
simuated delivery of the selution through [V tubing contsining an indine
filter,
There hawe been rare reparts of precipitation during paditaeel infusions,
uzualy towards the end of a 24 hour infusion pericd. Although the cause
of this precipitation has not been suddated, it & probably linked ta the
supersaturation of the dilted solution. To reduce the precipitation sk,
Paditzeel shoudd be used as soan as possible after dilution, and exceesive
agitation, vibratian or shaking shoukd be avaidzd. The infusion s=ts shauld
b= fluzhed thoroughly before uss. During infueicn, the appearance of the
solution should be requlardy irspected and the infusion should be stapped
if predpitaticnis pressnt.
To minimis= patient exposure to DEHP which may be leached from
plasticised PVC infusion bags, sets, or other medical instruments,
diluted Paclitarsl solutions shoukd be stored in non-FYC bottles idass,
polypropylenel or plastic bags (poakypropylens, polyoleting and administ=red
thraugh polysthydene-insd adminktration sets. Use of filer deviees (20
IVEX- 2#) which inoorporate short inlet andior cutlet plastizised PYC tubing
bz nat resuited in sigrificant leaching of DEHP.

2l
Aryy urieed product ar waste material and all items used for preparation,
administration or cthersize coming into contact with Paclitassl  should
urdergo disposal according tolocal guidslines for the handing of cytataxic
compounds,
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Module 4

Labelling
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300 mg/50 ml

Paclitaxel 6 mg/mi
concantrate for solution for infusion
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Paclitaxel 6 mg/ml
concentrate for solution for infusion
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Paclitaxel 6 mg/ml

concentrate for solution for infusion

dx3

107

For intravenous use only.

Must be diluted before use.

Should be administerad through an in-line filter.

Fead the package leaflet before use,

Keep out of the each and sight of children.

Read the kaflet for the shelf life of the reconstitated praduct.

Do not store abowve 25°C,

Store sial in the original package in omer to protect from light.
Discard any unussd product according to local guidelines for the
tandling of cytotoxic compounds.

Fresenius
E 5ml l. Kabi

Fresenius Kabi Limited, Cestrian Court, Eastgate Way
baror Park, Runcarn, Cheshire WAT 1NT
United Kingdom

FL 022280186
P& BEED49/1

Paclitaxel 6 mg/ml
concentrate for solution for infusion

Paclitaxz|

1 mil containg: & mag pacitaxeal

Each & mlvial contalre 20 mg paciitasel.
Exciplants

Ethanaol, anhiydrous Madogalalycerol noinaleate
Citric ackl, anbrpdrous (for pH adjustrent)

Fresenius
5 Sml l. Kabi

carcentrate for solution far Infuslon
1 1o conkaine: 5 mg pac ol
Eaett 16.7 il ial conkaine 100 mg pact .

Exdpients

Citric 2, antydious for pH adjustrent)

16.7 mil

Paclitaxel & mg/mil

oytrizalt

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion

For IniTavennns uss only. Caution: dilube bafon
e, Shoukd be sdminisbared tiragh an is-dies
Al Aad tha padcaga kafkt bakor 64, Kesp ont
Ettari, antydious W amogal gheerol tkinokiale  of tha raach and sight of chilidras. Do net sione
st 257 C Shore it cviginal pedaoe n ordar
b prabact o Bkl Discard anp ansd pecded:
scondng o kol quidkdee ke e handing of
oo

UOISMYU 104 UOILN|0S 10} 21 1USII0D

B g |axe3ipPey
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Paclitaxel & mg/mil 300 mg/50 ml
cancerkrate for solution far Infuslon

1 ol contane 6 mg pach Gl For Intravenons usa only. Caution: diute bafors

Each 50 rlvial contains 300 mg padtaoal. g4 Shiourkd be sdministered throigh an lidise

Excipints Wlbar Raad 9 padcna kalkt balors L. Kesp onk

Etfancd, animydos Maoogol gyeeml iknokiake  of tha reach and sight of chlidran Do not sire

Chrkc e, anhydis for pH adhstmend) above 257 C Store In'the criginal pedags I andar
to ikl hon KN, Dicard ary onsd podad
F s b kGl qudkdie Brohe handing ol
s b -

G Y

S0l

Paciitaxel & magimi
corcaninni ko shution for i nheion
Fasd sl

RS 1% oaly.
Caon A beiok wa

Citotcalc ageat e
5 mi Freserius Kabi S &
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Module 5
Scientific discussion during initial procedure

RECOMMENDATION

Based on the review of the data on quality, safety and efficacy, the RMS considers that the
application for Paclitaxel 6 mg/ml concentrate for solution for infusion, for the treatment
ovarian cancer, breast cancer, advanced non-small cell lung cancer and AIDS-related
Kaposi’s sarcoma, is approvable.

EXECUTIVE SUMMARY

Problem statement

This decentralised application concerns a generic version of paclitaxel, under the trade name
Paclitaxel 6 mg/ml concentrate for solution for infusion. In this Assessment Report, the
name Paclitaxel is used.

The originator product is Taxol 6 mg/l concentrate for solution for infusion held by Bristol
Myers Squibb, registered since 18 November 1993.

With UK as the Reference Member State in this Decentralised Procedure Fresenius Kabi is
applying for the Marketing Authorisations for Paclitaxel 6 mg/ml concentrate for solution for
infusion in AT, BE, BG, CY, CZ, DE, DK, EE, EL, ES, FI, FR, HU, IE, IT, LT, LU, LV, NL,
NO, PT, RO, SE, SI, SK.

About the product

Paclitaxel is an anti-neoplastic agent (ATC LO1CDO01) belonging to the taxane group of
anticancer drugs. It acts by promoting the assembly of microtubules from tubulin dimers and
stabilising microtubules by inhibiting depolymerisation. This stability inhibits the normal
dynamic reorganisation of the microtubule network essential for the vital interphase and
cellular mitosis. In addition, paclitaxel causes the formation of abnormal microtubule
fascicles throughout the cell cycle and formation of multiple asters of microtubules during
mitosis.

Paclitaxel interferes with the normal function of microtubule growth. Whereas drugs like
colchicine cause the depolymerization of microtubules in vivo, paclitaxel arrests their
function by having the opposite effect; it hyper-stabilizes their structure.

The submitted indications are:

Ovarian carcinoma: in the first-line chemotherapy of ovarian cancer, Paclitaxel is indicated
for the treatment of patients with advanced carcinoma of the ovary or with residual disease (
> 1 cm) after initial laparotomy, in combination with cisplatin.

In the second-line chemotherapy of ovarian cancer, Paclitaxel is indicated for the treatment of
metastatic carcinoma of the ovary after failure of standard, platinum containing therapy.

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion 27
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Breast carcinoma: In the adjuvant setting, Paclitaxel is indicated for the treatment of
patients with node-positive breast carcinoma following anthracycline and cyclophosphamide
(AC) therapy. Adjuvant treatment with Paclitaxel should be regarded as an alternative to
extended AC therapy.

Paclitaxel is indicated for the initial treatment of locally advanced or metastatic breast cancer
either in combination with an anthracycline in patients for whom anthracycline therapy is
suitable, or in combination with trastuzumab, in patients who over-express HER-2 at a 3+
level as determined by immunohistochemistry and for whom an anthracycline is not suitable
(see section 4.4 and 5.1).

As a single agent, Paclitaxel is indicated for the treatment of metastatic carcinoma of the
breast in patients who have failed, or are not candidates for standard, anthracycline
containing therapy.

Advanced non-small cell lung carcinoma: Paclitaxel, in combination with cisplatin, is
indicated for the treatment of non-small cell lung carcinoma (NSCLC) in patients who are not
candidates for potentially curative surgery and/or radiation therapy.

AIDS-related Kaposi's sarcoma: Paclitaxel is indicated for the treatment of patients with
advanced AIDS-related Kaposi's sarcoma (KS) who have failed prior liposomal anthracycline
therapy.

Posology and method of administration:

The Applicant has submitted the following:

All patients must be premedicated with corticosteroids, antihistamines, and H, antagonists
prior to Paclitaxel, e.g.

Drug Dose Administration prior to Paclitaxel

Dexamethasone 20 mg oral* or IV For oral administration:

approximately 12 and 6 hours or for [V
administration: 30 to 60 min

Diphenhydramine** 50 mg IV 30 to 60 min
Cimetidine or 300 mg IV 30 to 60 min
Ranitidine 50 mg IV

* 8 - 20 mg for KS patients
** or an equivalent antihistamine e.g. chlorpheniramine

Paclitaxel Kabi should be administered through an in-line filter with a microporous
membrane < (0.22 um (see section 6.6).

First-line chemotherapy of ovarian carcinoma: although other dosage regimens are under
investigation, a combination regimen of Paclitaxel and cisplatin is recommended. According
to duration of infusion, two doses of Paclitaxel are recommended: Paclitaxel 175 mg/m*
administered intravenously over 3 hours, followed by cisplatin at a dose of 75 mg/m” every

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion
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three weeks or Paclitaxel 135 mg/m?, in a 24-hour infusion, followed by cisplatin 75 mg/m?,
with a 3-week interval between courses (see section 5.1).

Second-line chemotherapy of ovarian carcinoma: the recommended dose of Paclitaxel is
175 mg/m? administered over a period of 3 hours, with a 3-week interval between courses.

Adjuvant chemotherapy in breast carcinoma: the recommended dose of Paclitaxel is 175
mg/m? administered over a period of 3 hours every 3 weeks for four courses, following AC
therapy.

First-line chemotherapy of breast carcinoma: when used in combination with doxorubicin
(50 mg/m?), Paclitaxel should be administered 24 hours after doxorubicin. The recommended
dose of Paclitaxel is 220 mg/m? administered intravenously over a period of 3 hours, with a
3-week interval between courses (see section 4.5 and 5.1).

When used in combination with trastuzumab, the recommended dose of Paclitaxel is 175
mg/m? administered intravenously over a period of 3 hours, with a 3-week interval between
courses (see section 5.1). Paclitaxel infusion may be started the day following the first dose
of trastuzumab or immediately after the subsequent doses of trastuzumab if the preceding
dose of trastuzumab was well tolerated (for detailed trastuzumab posology see the Summary
of Product Characteristics of Herceptin®).

Second-line chemotherapy of breast carcinoma: the recommended dose of Paclitaxel is
175 mg/m? administered over a period of 3 hours, with a 3-week interval between courses.

Treatment of advanced NSCLC: the recommended dose of Paclitaxel is 175 mg/m?
administered over a period of 3 hours, followed by cisplatin 80 mg/m?, with a 3 week interval
between courses.

Treatment of AIDS-related KS: the recommended dose of Paclitaxel is 100 mg/m?
administered as a 3-hour intravenous infusion every two weeks.

Subsequent doses of Paclitaxel should be administered according to individual patient
tolerance.

Paclitaxel should not be readministered until the neutrophil count is > 1,500/mm? (>
1,000/mm? for KS patients) and the platelet count is > 100,000/mm? (> 75,000/mm? for KS
patients). Patients who experience severe neutropenia (neutrophil count < 500/mm? for > 7
days) or severe peripheral neuropathy should receive a dose reduction of 20% for subsequent
courses (25% for KS patients) (see section 4.4).

Paediatric patients:
Safety and efficacy in children (under 18 years) has not been established. Therefore,
paclitaxel is not recommended for paediatric use.

Hepatic impairment:

Inadequate data are available to recommend dosage alterations in patients with mild to
moderate hepatic impairments (see section 4.4 and 5.2). Patients with severe hepatic
impairment should not be treated with paclitaxel.
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Renal impairment:
Studies in patients with impaired renal function have not been performed and there are
insufficient data to permit dosage recommendations (see section 5.2).

General comments on the submitted dossier

The application is in accordance with Article 10(1) of Directive 2001/83/EC as amended. The
submitted documentation in relation to the proposed product is of sufficient quality and is
consistent with the current EU regulatory requirements. Satisfactory quality, non-clinical and
clinical overviews have been submitted. They represent an adequate summary of the dossier.

A Risk Management Plan has not been provided and is not required for this generic
application.

Satisfactory documentation relating to a pharmacovigilance system has been provided.
General comments on compliance with GMP, GLP, GCP and agreed ethical principles

The RMS has been assured that acceptable standards of GMP are in place for these product
types at all sites responsible for the manufacture and assembly of this product.

For manufacturing sites within the Community, the RMS has accepted copies of current
manufacturer authorisations issued by inspection services of the competent authorities as
certification that acceptable standards of GMP are in place at those sites.

For manufacturing sites outside the Community, the RMS has accepted copies of current
GMP Certificates of satisfactory inspection summary reports, ‘close-out letters’ or ‘exchange
of information’ issued by the inspection services of the competent authorities (or those
countries with which the EEA has a Mutual Recognition Agreement for their own territories)
as certification that acceptable standards of GMP are in place at those non-Community sites.

No new non-clinical studies have been submitted for this application.
SCIENTIFIC OVERVIEW AND DISCUSSION
Quiality aspects

Drug substance
The chemical-pharmaceutical documentation and Expert Report in relation to paclitaxel are
of sufficient quality in view of the present European regulatory requirements.

The ASM has now been granted a CEP for the proposed drug substance. A copy of the
relevant CEP for paclitaxel isolated from natural source: whole plant of Taxus x media has
been provided. The re-test period of the drug substance is stated as four years on the CEP if
stored in type III amber glass bottles closed with polyethylene undercaps and plastic screw
cap.

Drug Product

The development of the product has been described, the choice of excipients is justified and
their functions explained.

The product specifications cover appropriate parameters for this dosage form. Validations of
the analytical methods have been presented. Batch analysis has been performed on three
batches of each product presentation manufactured in 2004 and a single batch of each product

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion

30



DCPAR UK/H/1335/01/DC

manufactured in 2007. The batch analysis results show that the finished products meet the
specifications proposed and are concordant with one another.

The conditions used in the stability studies are according to the ICH stability guideline. The
control tests and specifications for drug product are adequately drawn up.

The proposed shelf-life of 2 years when stored in the original packaging to be protected from
light and not above 25 degrees C for the drug product is considered acceptable.

Non clinical aspects

The pharmacological, pharmacokinetic and toxicological properties of paclitaxel are well
known. As paclitaxel is a well known active substance, no further studies are required and the
applicant has provided none. An overview based on a literature review is thus appropriate.

The non-clinical overview has been written by a suitably qualified expert. The overview is
adequate.

Clinical aspects

Bioequivalence studies

No new data have been submitted and none are required for this application. According to
CPMP guidelines, the applicant is not required to submit a bioequivalence study if the
product is to be administered as an aqueous intravenous solution containing the same active
substance, in the same concentration as the currently authorised product
(CPMP/EWP/1401/98, subpoint 5.1.6, Parenteral solutions).

Pharmacodynamics
No novel pharmacodynamic data are supplied or required for this application. The
pharmacodynamic claims in the SPC are appropriately consistent with the innovator product.

Clinical efficacy

No novel efficacy data are supplied or required for this generic application. However, the
applicant has provided a review of clinical trials published in the literature confirming the
efficacy of paclitaxel. Paclitaxel has an acceptable adverse event profile.

Clinical safety

No novel safety data are supplied or required for this generic application. However, the
applicant has provided a review of clinical trials published in the literature confirming the
safety of paclitaxel. No new safety issues have been identified.

Pharmacovigilance system

The RMS considers that the Pharmacovigilance system as described by the applicant fulfils
the requirements and provides adequate evidence that the applicant has the services of a
qualified person responsible for pharmacovigilance and has the necessary means for the
notification of any adverse reaction suspected of occurring either in the Community or in a
third country.

Risk Management Plan

No risk management plan has been submitted and one is not required for this application for a
generic medicinal product on which no new safety issues have been identified.
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BENEFIT RISK ASSESSMENT

The use of paclitaxel is well established. It has recognised efficacy and acceptable safety.
With regards to the current application, sufficient clinical information has been submitted
which includes adequate review of published clinical data. Overall the risk: benefit analysis
for Paclitaxel 6mg/ml concentrate for solution for infusion is considered favourable and
approval is recommended
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Module 6
Steps taken after procedure

No non-confidential changes have been made to the marketing authorisation.

Fresenius Kabi Ltd, Paclitaxel 6mg/ml concentrate solution for infusion

33



