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Docetaxel (qu’ﬁ)
WARNING

WARNING: TOXIC DEATHS, HEPATOTOXICITY, NEUTROPENIA, HYPERSENSITIVITY REACTIONS, &
FLUID RETENTION
See full prescribing for complete information.

e Treatment-related mortality increases with abnormal liver function, at higher doses, and in patients with
NSCLC and prior platinum-based therapy receiving Docetaxel at 100 mg/m?.

o Avoid use of Docetaxel if bilirubin > ULN, or if AST and/or ALT >1.5 x ULN concomitant with alkaline
phosphatase >2.5 x ULN. LFT elevations increase risk of severe or life-threatening complications. Obtain
LFTs before each treatment cycle.

e Do not administer Docetaxel to patients with neutrophil counts <1500 cells/mm?. Obtain frequent blood
counts to monitor for neutropenia.

e Severe hypersensitivity, including fatal anaphylaxis, has been reported in patients who received
dexamethasone premedication. Severe reactions require immediate discontinuation of docetaxel and
administration of appropriate therapy.

e Contraindicated if history of severe hypersensitivity reactions to Docetaxel or to drugs formulated with
polysorbate 80.

o Severe fluid retention may occur despite dexamethasone.

1. NAME OF THE MEDICINAL PRODUCT

Doxiant Concentrate for Solution for Infusion 20mg/mL

Doxiant Concentrate for Solution for Infusion 80mg/4mL

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Doxiant concentrate for solution for infusion 20mg/mL: Each mL contains Docetaxel (Anhydrous)..... 20mg
Doxiant concentrate for solution for infusion 80mg/4mL: Each 4mL contains Docetaxel (Anhydrous)......
80mg

3. PHARMACEUTICAL FORM

Docetaxel concentrate for solution for Infusion is pale yellow to brownish-yellow solution. It is supplied as a
nonaqueous solution intended for dilution with a suitable parenteral fluid prior to intravenous infusion. After
dilution the solution is for single use only.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Breast Cancer

Docetaxel is indicated for the treatment of patients with locally advanced or metastatic breast cancer after
failure of prior chemotherapy. Docetaxel in combination with doxorubicin and cyclophosphamide is
indicated for the adjuvant treatment of patients with operable node-positive breast cancer.

Non-small Cell Lung Cancer

Docetaxel as a single agent is indicated for the treatment of patients with locally advanced or metastatic
non-small cell lung cancer after failure of prior platinum-based chemotherapy. Docetaxel in combination
with cisplatin is indicated for the treatment of patients with unresectable, locally advanced or metastatic
non-small cell lung cancer who have not previously received chemotherapy for this condition.

Prostate Cancer

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

Gastric Adenocarcinoma

Docetaxel in combination with cisplatin and fluorouracil is indicated for the treatment of patients with
advanced gastric adenocarcinoma, including adenocarcinoma of the gastroesophageal junction, who have
not received prior chemotherapy for advanced disease.

Head and Neck Cancer

Docetaxel in combination with cisplatin and fluorouracil is indicated for the induction treatment of patients
with locally advanced squamous cell carcinoma of the head and neck (SCCHN).
4.2. Dosage & administration

For all indications, toxicities may warrant dosage adjustments.

Administer in a facility equipped to f ibl lications (e.g., phylaxis).

Breast Cancer

For locally advanced or metastatic breast cancer after failure of prior chemotherapy, the recommended
dose of docetaxel is 60 mg/m? to 100 mg/m? administered intravenously over 1 hour every 3 weeks.

For the adjuvant treatment of operable node-positive breast cancer, the recommended docetaxel dose
is 75 mg/m? administered 1 hour after doxorubicin 50 mg/m? and cyclophosphamide 500 mg/m? every 3
weeks for 6 courses. Prophylactic G-CSF may be used to mitigate the risk of hematological toxicities.
Non-small Cell Lung Cancer

For treatment after failure of prior platinum-based chemotherapy, docetaxel was evaluated as
monotherapy, and the recommended dose is 75 mg/m? administered intravenously over 1 hour every 3
weeks. A dose of 100 mg/m? in patients previously treated with chemotherapy was associated with
increased hematologic toxicity, infection, and treatment-related mortality in randomized controlled trials.

For chemotherapy-naive patients, docetaxel was evaluated in combination with cisplatin. The
recommended dose of docetaxel is 75 mg/m? administered intravenously over 1 hour immediately followed
by cisplatin 75 mg/m? over 30-60 minutes every 3 weeks.

Prostate Cancer

For ic castratio prostate cancer, the recommended dose of docetaxel is 75mg/m?
every 3 weeks as a 1-hour intravenous infusion. Prednisone 5 mg orally twice daily is administered
continuously.

Gastric Adenocarcinoma

For gastric adenocarcinoma, the recommended dose of docetaxel is 75 mg/m? as a 1 hour intravenous
infusion, followed by cisplatin 75 mg/m?, as a 1-to-3-hour intravenous infusion (both on day 1 only), followed

by fluorouracil 750 mg/m? per day given as a 24-hour continuous intravenous infusion for 5 days, starting at
the end of the cisplatin infusion. Treatment is repeated every three weeks. Patients must receive
premedication with antiemetics and appropriate hydration for cisplatin administration.

Head and Neck Cancer

Patients must receive premedication with antiemetics, and appropriate hydration (prior to and after cisplatin
administration). Prophylaxis for neutropenic infections should be administered.

Induction Chemotherapy Followed by Radiotherapy

for the induction treatment of locally advanced inoperable SCCHN*, the recommended dose of
docetaxel is 75 mg/m? as a 1-hour intravenous infusion followed by cisplatin 75 mg/m? intravenously over 1
hour, on day one, followed by fluorouracil as a continuous intravenous 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.

Induction Chemotherapy Followed by Chemoradiotherapy*

For the induction treatment of patients with locally advanced (unresectable, low surgical cure, or organ
preservation) 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
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.
Premedication Regimen

All patients should be premedicated with oral corticosteroids such as dexamethasone 16 mg per day (e.g.,
8 mg twice daily) for 3 days starting 1 day prior to docetaxel administration in order to reduce the incidence
and severity of fluid retention as well as the severity of hypersensitivity reactions.

For metastatic castration-resistant prostate cancer, given the concurrent use of prednisone, the
recommended premedication regimen is oral dexamethasone 8 mg at 12 hours, 3 hours, and 1 hour before

the docetaxel infusion.
“TAX323 and TAX324 studies are two pivotal phase Iil clinical trials that evaluated the role of docetaxel

Dosage Adjustments during Treatment

General:

Docetaxel should be administered when the neutrophil count is >15,000/mm?. Patients who experienced
either febrile neutropenia, neutrophils<500/mm? for more than one week, severe or cumulative cutaneous
reactions or severe neurosensory signs and or symptoms during docetaxel therapy should have the dosage
of docetaxel reduced from 100 to 75 mg/m?, and or from 75 to 60 mg/m?. If the patient continues to
experience these reactions at 60mg/m? the treatment should be discontinued.

Breast Cancer

Patients who are dosed initially at 100 mg/m? and who experience either febrile neutropenia, neutrophils
<500 cells/mm? for more than 1 week, or severe or cumulative cutaneous reactions during docetaxel therapy
should have the dosage adjusted from 100 mg/m? to 75 mg/m?. If the patient continues to experience these
reactions, the dosage should either be decreased from 75 mg/m? to 55 mg/m? or the treatment should be
discontinued. Conversely, patients who are dosed initially at 60 mg/m? and who do not experience febrile
neutropenia, neutrophils <500 cells/mm? for more than 1week, severe or cumulative cutaneous reactions, or
severe peripheral neuropathy during docetaxel therapy may tolerate higher doses. Patients who develop
grade 3 peripheral neuropathy should have docetaxel treatment discontinued entirely.

Combination Therapy with Docetaxel in the Adjuvant Treatment of Breast Cancer

Docetaxel in combination with doxorubicin and cyclophosphamide should be administered when the
neutrophil count is 1,500 cells/mm?. Patients who experience febrile neutropenia should receive G-CSF in
all subsequent cycles. Patients who continue to experience this reaction should remain on G-CSF and have
their docetaxel dose reduced to 60 mg/m?. Patients who experience grade 3 or 4 stomatitis should have
their docetaxel dose decreased to 60 mg/m?. Patients who experience severe or cumulative cutaneous
reactions or moderate neurosensory signs and/or symptoms during docetaxel therapy should have their
dosage of docetaxel reduced from 75 mg/m? to 60 mg/m?. If the patient continues to experience these
reactions at 60 mg/m?, treatment should be discontinued.

Non-Small Cell Lung Cancer

Monotherapy with docetaxel for NSCLC treatment after failure of prior platinum-based
chemotherapy.

Patients who are dosed initially at 75 mg/m? and who experience either febrile neutropenia, neutrophils<500
cells/mm?® for more than one week, severe or cumulative cutaneous reactions, or other grade 3/4
non-hematological toxicities during docetaxel treatment should have treatment withheld until resolution of
the toxicity and then resumed at 55 mg/m?. Patients who develop grade 3 peripheral neuropathy should
have docetaxel treatment discontinued entirely.

Combination therapy with d for 1erapy NSCLC 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 <25,000 cells/mm?, in patients who experience febrile neutropenia, and in
patients with serious non-hematologic toxicities, the docetaxel dosage in subsequent cycles should be
reduced to 65 mg/m? In patients who require a further dose reduction, a dose of 50 mg/m? is
recommended.

Prostate Cancer

Combination therapy with Docetaxel for metastatic castration-resistant prostate cancer

Docetaxel should be administered when the neutrophil count is 1,500 cells/mm?. Patients who experience
either febrile neutropenia, neutrophils <500 cells/mm?® for more than one week, severe or cumulative
cutaneous reactions or moderate neurosensory signs and/or symptoms during docetaxel therapy should
have the dosage of docetaxel reduced from 75 mg/m? to 60 mg/m?. If the patient continues to experience
these reactions at 60 mg/m?, the treatment should be discontinued.

Gastric or Head and Neck Cancer

D lin ination with and fluorouracil in gastric cancer or head and neck cancer
Patients treated with docetaxel in combination with cisplatin and fluorouracil must receive antiemetics and
appropriate hydration according to current institutional guidelines. In clinical studies, G-CSF was
recommended during the second and/or subsequent cycles in case of febrile neutropenia, or documented
infection with neutropenia, or neutropenia lasting more than 7 days. If an episode of febrile neutropenia,
prolonged neutropenia or neutropenic infection occurs despite G-CSF use, the docetaxel dose should be
reduced from 75 mg/m? to 60 mg/m?. If subsequent episodes of complicated neutropenia occur the
docetaxel dose should be reduced from 60 mg/m? to 45 mg/m?. In case of grade 4 thrombocytopenia the
docetaxel dose should be reduced from 75 mg/m? to 60 mg/m?2. Do not retreat patients with subsequent
cycles of docetaxel until neutrophils recover to a level >1,500 cells/mm?. Avoid retreating patients until
platelets recover to a level >100,000 cells/mm?®. Discontinue treatment if these toxicities persist.

Table 1: Recommended Dose Modifications for Toxicities in Patients Treated with Docetaxel in
Combination with Cisplatin and Fluorouracil

Toxicity Dosage adjustment

First episode: reduce fluorouracil dose by 20%.

Diarrhea grade 3 Second episode: then reduce docetaxel dose by 20%.

First episode: reduce docetaxel and fluorouracil doses by 20%.

Diarrhea grade 4 Second episode: discontinue treatment.

First episode: reduce fluorouracil dose by 20%.
Second episode: stop fluorouracil only, at all subsequent cycles.
Third episode: reduce docetaxel dose by 20%.

Stomatitis/mucositis grade 3

First episode: stop fluorouracil only, at all subsequent cycles.

Stomatitis/mucositis grade 4 Second episode: reduce docetaxel dose by 20%.

Liver dysfunction:

In case of AST/ALT >2.5 to <5 x ULN and AP <2.5 x ULN, or AST/ALT >1.5 to <5 x ULN and AP >2.5 to <5
x ULN, docetaxel should be reduced by 20%.

In case of AST/ALT >5 x ULN and/or AP >5 x ULN docetaxel should be stopped.

4.3 Administration Precautions

Docetaxel is a hazardous anticancer drug and, as with other potentially toxic compounds, caution should
be exercised when handling and preparing docetaxel solutions. The use of gloves is recommended.
One-vial Docetaxel (Injection)

Docetaxel injection requires NO prior dilution with a diluent and is ready to add to the infusion solution.
4.4 Preparation & Administration

DO NOT use the t ial fori ion (Inj
One-vial Docetaxel (Injection)

Docetaxel injection (20 mg/mL, 80mg/4ml) requires NO prior dilution with a diluent and is ready to add to the
infusion solution.

1. Docetaxel vials should be stored between 2°C and 25°C (36°F and 77°F). If the vials are stored under
refrigeration, allow the appropriate number of vials of Docetaxel injection vials to stand at room temperature
for approximately 5 minutes before use.

2. Using only a 21-gauge needle, aseptically withdraw the required amount of Docetaxel injection with a
calibrated syringe and inject via a single injection (one shot) into a 250 mL infusion bag or bottle of either
0.9% Sodium Chloride solution or 5% Dextrose solution to produce a final concentration of 0.3 mg/mL to
0.74 mg/mL. 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.

3. Thoroughly mix the infusion by gentle manual rotation.

4. As with all parenteral products, docetaxel should be inspected visually for particulate matter or
discoloration prior to administration whenever the solution and container permit. If the docetaxel dilution for
intravenous infusion is not clear or appears to have precipitation, it should be discarded.

5. Docetaxel infusion solution is supersaturated, therefore may crystallize over time. If crystals appear, the
solution must no longer be used and shall be discarded. The docetaxel dilution for infusion should be
administered intravenously as a 1-hour infusion under ambient room temperature (below 25°C) and
lighting conditions.

Shelf-Life:

Unopened Vial: The shelf-life is 24 months for Docetaxel 20mg/ml and 80mg/4ml.

After opening the Vial: Each vial is for single use and must be used immediately after opening.

Once added to the infusion bag: Once added as recommended into the infusion bag, the docetaxel infusion
solution if stored below 25°C, is stable for 6 hours. It should be used within 6 hours (including the one
infusion IV administration) In addition, physical and chemical in-use stability of the infusion solution
prepared as recommended has been demonstrated in non-PVC bags up to 48 hours when stored between
2°C to 8°C.

5.CONTRAINDICATIONS:

Docetaxel is contraindicated in patients with:

o Neutrophil counts of <1500 cells/mm?.

e A history of severe hypersensitivity reactions to docetaxel or to other drugs formulated with polysorbate
80.

e In patients with severe liver impairment

Contraindications for other drugs also apply when combined with docetaxel.

6. WARNINGS AND PRECAUTIONS

6.1 Hepatic Impairment

Patients with elevations of bilirubin or abnormalities of transaminase concurrent with alkaline phosphatase
are at increased risk for the development of severe neutropenia, febrile neutropenia, infections, severe
thrombocytopenia, severe stomatitis, severe skin toxicity, and toxic death. Avoid docetaxel in patients with
bilirubin > upper limit of normal (ULN), or to patients with AST and/or ALT >1.5 x ULN concomitant with
alkaline phosphatase >2.5 x ULN. Measure bilirubin, AST or ALT, and alkaline phosphatase prior to each
cycle of docetaxel therapy.

6.2 Hematologic Effects

Perform frequent peripheral blood cell counts on all patients receiving docetaxel. Do not retreat patients
with subsequent cycles of docetaxel until neutrophils recover to a level >1500 cells/mm?. Avoid retreating
patients until platelets recover to a level >100,000 cells/mm?®. A 25% reduction in the dose of docetaxel is
recommended during subsequent cycles following severe neutropenia (<500 cells/mm?) lasting 7 days or
more, febrile neutropenia, or a grade 4 infection in a docetaxel cycle. Frequent monitoring of blood counts
is, therefore, essential so that dose can be adjusted. Docetaxel should not be administered to patients with
neutrophils <1500 cells/mm?. Patients receiving TCF should be closely monitored during the first and
subsequent cycles for febrile neutropenia and neutropenic infection .

6.3 Enterocolitis and Neutropenic Colitis

Enterocolitis and neutropenic colitis (typhlitis) have occurred in patients treated with docetaxel alone and in
combination with other chemotherapeutic agents, despite the coadministration of G-CSF. Caution is
recommended for patients with neutropenia, particularly at risk for developing gastrointestinal
complications. Enterocolitis and neutropenic enterocolitis may develop at any time, and could lead to death
as early as the first day of symptom onset. Monitor patients closely from onset of any symptoms of
gastrointestinal toxicity. Inform patients to contact their healthcare provider with new, or worsening
symptoms of gastrointestinal toxicity.

ion and diluent) with the one-vial formulation.

6.4 Hypersensitivity Reactions

Monitor patients closely for hypersensitivity reactions, especially during the first and second infusions.
Severe hypersensitivity reactions characterized by generalized rash/erythema, hypotension and/or
bronchospasm, or fatal anaphylaxis, have been reported in patients premedicated with 3 days of
corticosteroids. Severe hypersensitivity reactions require immediate discontinuation of the docetaxel
infusion and aggressive therapy. Do not rechallenge patients with a history of severe hypersensitivity
reactions with docetaxel. Patients who have previously experienced a hypersensitivity reaction to paclitaxel
may develop a hypersensitivity reaction to docetaxel that may include severe or fatal reactions such as
anaphylaxis. Monitor patients with a previous history of hypersensitivity to paclitaxel closely during initiation
of docetaxel therapy. Hypersensitivity reactions may occur within a few minutes following initiation of a
docetaxel infusion. If minor reactions such as flushing or localized skin reactions occur, interruption of
therapy is not required. All patients should be premedicated with an oral corticosteroid prior to the initiation
of the infusion of docetaxel.

6.5 Fluid Retention

Severe fluid retention has been reported following docetaxel therapy. Patients should be premedicated with
oral corticosteroids prior to each docetaxel administration to reduce the incidence and severity of fluid
retention. Patients with pre-existing effusions should be closely monitored from the first dose for the
possible exacerbation of the effusions.

6.6 Second Primary Malignancies

Second primary malignancies, notably acute myeloid leukemia (AML), myelodysplastic syndrome (MDS),
non-Hodgkin’s lymphoma (NHL), and renal cancer, have been reported in patients treated with
docetaxel-containing regimens. These adverse reactions may occur several months or years after
docetaxel-containing therapy.

In TAC-treated patients, the risk of delayed myelodysplasia or myeloid leukemia requires hematological
follow-up. Monitor patients for second primary malignancies.

6.7 Cutaneous Reactions

Localized erythema of the extremities with edema followed by desquamation has been observed. In case of
severe skin toxicity, an adjustment in dosage is recommended.

Severe cutaneous adverse reactions (SCARs) such as Stevens-Johnson syndrome (SJS), toxic

epidermal necrolysis (TEN), and acute generalized exanthematous pustulosis (AGEP) have been reported in
association with docetaxel treatment. Permanent treatment discontinuation should be considered in
patients who experience SCARs.

6.8 Neurologic Reactions

Severe neurosensory symptoms (e.g. paresthesia, dysesthesia, pain) were observed in clinical studies
which resulted in treatment discontinuation. When these symptoms occur, dosage must be adjusted. If
symptoms persist, treatment should be discontinued.

6.9 Eye Disorders

Cystoid macular edema (CME) has been reported in patients treated with docetaxel. Patients with impaired
vision should undergo a prompt and comprehensive ophthalmologic examination. If CME is diagnosed,
docetaxel treatment should be discontinued and appropriate treatment initiated. Alternative non-taxane
cancer treatment should be considered.

6.10 Asthenia

Severe asthenia has been reported. Symptoms of fatigue and weakness may last a few days up to several
weeks and may be associated with deterioration of performance status in patients with progressive disease.
6.11 Embryo-Fetal Toxicity

Based on findings from animal reproduction studies and its mechanism of action, docetaxel can cause fetal
harm when administered to a pregnant woman. Verify pregnancy status in females of reproductive potential
prior to initiating docetaxel.

6.12 Excipients:

One via formulation: The amount of ethanol in docetaxel may be harmful for patient suffering from
alcoholism and should also be taken in account of breast-feeding women, in children and high-risk groups
such as patients with liver disease or epilepsy.

The amount of ethanol in docetaxel may impair the ability to drive or use machines.

6.13 Tumor Lysis Syndrome

Tumor lysis syndrome has been reported with docetaxel. Patients at risk of tumor lysis syndrome (e.g., with
renal impairment, hyperuricemia, bulky tumor) should be closely monitored prior to initiating docetaxel and
periodically during treatment.

6.14 Toxic Deaths

Breast Cancer*

Docetaxel administered at 100 mg/m2 in metastatic breast cancer patients (both previously treated and
untreated) was associated with treatment-related deaths in 2.0% (19/965) of patients with normal baseline
liver function, compared to 11.5% (7/61) in those with abnormal liver function (AST/ALT >1.5xULN + AP
>2.5xULN). At the 60 mg/m? dose, mortality was 0.6% (3/481) in patients with normal liver function, while 3
of 7 patients with hepatic impairment died. Approximately half of these fatalities occurred during the first
cycle, with sepsis being the leading cause(‘pooled clinical trial data).

Non-small Cell Lung Cancer

In non-small cell lung cancer (NSCLC), docetaxel at 100 mg/m? (in platinum-pretreated patients) showed
increased treatment-related mortality (14% and 5% in two randomized trials). At the 75 mg/m? dose, 2.8%
(5/176) of patients experienced fatal adverse events, with 3 of 5 having an ECOG performance status of 2 at
baseline.

7. ADVERSE REACTIONS

The most serious adverse reactions from docetaxel are:

 Toxic Deaths

© Hepatic Impairment

* Hematologic Effects

 Enterocolitis and Neutropenic Colitis

* Hypersensitivity Reactions

* Fluid Retention

* Second Primary Malignancies

* Cutaneous Reactions

¢ Neurologic Reactions

* Eye Disorders

 Asthenia

 Alcohol Content



The most common adverse reactions across all docetaxel indications are infections, neutropenia, anemia,
febrile neutropenia, hypersensitivity, thrombocytopenia, neuropathy, dysgeusia, dyspnea, constipation,

*Normal Baseline LFTs: Transaminases <1.5 times ULN or alkaline phosphatase <2.5 times ULN or isolated elevations of

Table 5: Clinically Important Treatment-Emergent Adverse Reactions Regardless of Causal

Table 6: Tr Ei gent Adverse R

Regardless of Relationship to Treatment in Patients

. Ope s t ) p F PU b | r transaminases or alkaline phosphatase up to 5 times ULN Relationship in Patients Receiving Docetaxel in Combination with Doxorubicin and Receiving Docetaxel as Monotherapy for Non-small Cell Lung Cancer Previously Treated with
anorexia, nail disorders, fluid retention, asthenia, pain, nausea, diarrhea, vomiting, mucositis, alopecia, skin tElevated Baseline LFTs: AST and/or ALT >1.5 times ULN concurrent with alkaline phosphatase >2.5 times ULN #febrile . Platinum-Based Chemotherapy*.
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reactions, and myalgia. Incidence varies depending on the indication. neutropenia missing: ANC grade 4 with fever > 38°C with intravenous antibiotics and /or hospitalization
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<8 g/dL 9 31 8 Grade 3 and 4 7 33 0 Lymphedema 4 0 1 0 Grade 3/4 10 6 9
Febrile Neutropenia: 11 26 12 i i i
- P! t Febrllg Neutropenia§ Fluid Retention* 35 1 15 0 Treatment .R.el.ated Mon:tallty 3 NA £ 3
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Reactions Ch apy Tr d at D 1 100 mg/m? with Normal or Elevated Liver Function Tests or 60 Syncope 2 1 1 0 Any 16 8 10
Regardlless ,°f mg/m? with Normal Liver Function Tests. — - % Grade 3/4 5 6 3
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F’; us':n ite 4 3 4 concurrent with alkaline phosphatase>2.5 times ULN. gny 6 0 0
eactions i jon i - ion ; ication gi i evere 1 0 0
#Fluid Retention includes (by CONSTART):edema and effusion ; no pre medication given with 60mg/m2 dose *COSTART term and grading system for events related to treatment. all

Combi 1 therapy with d | in the adj 1t of breast cancer.
The following table presents treatment-emergent adverse reactions observed in 744 patients, who were
treated with docetaxel 75 mg/m? every 3 weeks in combination with doxorubicin and cyclophosphamide.

Lung Cancer
Monotherapy with docetaxel for unresectable, locally advanced or metastatic NSCLC previously treated
with platinum-based chemotherapy.

Normal Baseline LFTs: Transaminases <1.5 times ULN or alkaline phosphatase <2.5 times ULN or isolated elevations of
transaminases or alkaline phosphatase up to 5 times ULN, tFebrile Neutropenia: ANC grade 4 with fever >38°C with
intravenous antibiotics and/or hospitalization, ¥Not Applicable, §Not Done, 1COSTART term and grading system



Combination therapy with docetaxel in chemotherapy-naive advanced unresectable or metastatic NSCLC
Table 7 presents safety data from two arms of an open label, randomized controlled trial (TAX326) that

enrolled patients with unresectable stage IlIB or IV non-small cell lung cancer and no history of prior

chemotherapy. Adverse reactions were described using the NCI Common Toxicity Criteria except where

otherwise noted.

Table 7: Adverse Reactions Regardless of R i ip to Tr
Advanced Non-small Cell Lung Cancer Patients Receiving D

in Cl Nai'

erapy

lin C ination with Cisg

Adverse Reaction

Docetaxel 75 mg/m? +

Cisplatin 75 mg/m?

Vinorelbine 25 mg/m?+
Cisplatin 100 mg/m?

n=406 n=396

% %
Neutropenia
Any 91 90
Grade 3/4 74 78
Febrile Neutropenia 5 5
Thrombocytopenia
Any 15 15
Grade 3/4 3 4
Anemia
Any 89 94
Grade 3/4 7 25
Infection
Any 35 37
Grade 3/4 8 8
Fever in absence of infection
Any 33 29
Grade 3/4 <1 1
Hypersensitivity Reaction*
Any 12 4
Grade 3/4 3 <1
Fluid Retentiont
Any 54 42
All severe or life-threatening Events 2 2
Pleural effusion
Any 23 22
All severe or life-threatening events 2 2
Peripheral edema
Any 34 18
All severe or life-threatening events <1 <1
Weight gain
Any 15 9
All severe or life-threatening events <1 <1
Neurosensory
Any 47 42
Grade 3/4 4 4
Neuromotor
Any 19 16
Grade 3/4 2 6
Skin
Any 16 14
Grade 3/4 <1 1
Nausea
Any 72 76
Grade 3/4 10 17
Vomiting
Any 55 61
Grade 3/4 8 16
Diarrhea
Any 47 25
Grade 3/4 7 3
Anorexiat
Any 42 40
All severe or life-threatening events 5 5
Stomatitis
Any 24 21
Grade 3/4 2 2
Alopecia
Any 75 42
Grade 3 <1 0
Astheniat
Any 74 75
All severe or life-threatening events 12 14
Nail Disordert
Any 14 <1
All severe events <1 0

Myalgiat
Any 18 12 Neutropenic infection 16 N/A 10 N/A Desquamation 4 1 6 0 2 0 5 0
All severe events <1 <1 Allergic reactions 10 2 0 Nausea 47 1 51 7 77 14 80 14
Replaces NCI term “Allergy” Fluid retention* 15 0 4 0 Stomatitis 43 4 47 11 66 21 68 27
TCOSTART term and grading system —
Prostate Cancer Edema* 13 0 3 0 Vomiting 26 1 39 5 56 8 63 10
Combination therapy with docetaxel in patients with prostate cancer Lethargy 63 21 58 18 Diarrhea 33 3 24 4 48 7 40 3
i i i i 2
The following dlata are pasgd on.the expgnence of 332 panenfs, whg were treated with docetaxel 75 mg/m Neurosensory 38 Py 25 3 Constipation 17 1 16 1 27 1 38 ]
every 3 weeks in combination with prednisone 5 mg orally twice daily . .
Table 8: Clinically Important Treatment-Emergent Adverse Reactions (Regardless of Relationship) in Neuromotor 9 3 8 3 Anorexia 16 1 25 3 40 12 34 12
Patients with Prostate Cancer Who Received Docetaxel in Combination with Prednisone (TAX327) Dizziness 16 5 8 2 Esophagitis/dysphagia/ 13 1 18 3 25 13 26 10
Docetaxel 75 mg/m? every 3 Mitoxantrone 12 mg/m? every Alopecia 67 5 4 1 Odynophagia
weeks + prednisone 5 mg 3 weeks + prednisone 5 mg Rash/itch 12 1 9 0 Taste, sense of smell 10 0 5 0 20 0 17 1
twice daily twice daily -
=332 =335 Nail changes 8 0 0 0 altered
% % Skin desquamation 2 0 0 0 Gastrointestinal pain/ 8 1 9 1 15 5 10 2
Adverse Reaction Any Grade 3/4 Any Grade 3/4 Nausea 73 16 76 19 cramping
" Vomiting 67 15 73 19 Heartburn 6 0 6 0 13 2 13 1
Anemia 67 5 58 2
n Anorexia 51 13 54 12 Gastrointestinal bleeding 4 2 0 0 5 1 2 1
Neutropenia 4 32 48 22 — - -
- Stomatitis 59 21 61 27 Cardiac dysrhythmia 2 2 2 1 6 3 5 3
Thrombocytopenia 3 1 8 1 Diarrh 0 0 v 3 > 5 > " > 5 "
iarrhea lenous:
Febrile neutropenia 3 N/A 2 N/A — 8 t -
- Constipation 25 2 34 3 Ischemia myocardial 2 2 1 0 2 1 1 1
Infection 82 6 20 4 E: hagitis/dysphagia/ 2 14 Teari 2 0 1 0 2 0 2 0
sophagitis/dysphagia. earin
Epistaxis 6 0 2 0 phagitis/dysphag 16 g
- - ody s Conjunctivitis 1 0 1 0 1 0 0.4 0
Allergic Reactions 8 1 1 0 - e T— > -
Fluid Retention* 24 1 5 0 Gas"o_mtesnna pain " 8 Clinically important treatment-emergent adverse reactions based upon frequency, severity, and clinical impact.
crampin Pt . " 3 ’ A
Weight Gain* 8 0 3 0 Cardi:cz Sy - . . - hl:’esl:)riltlae“;\;\ij;‘(.)penla. grade > 2 fever concomitant with grade 4 neutropenia requiring intravenous antibiotics and/or
Peripheral Edema* 18 0 2 0 m " yl PR— o 3 > fRelated to treatment.
ocardial ischemia i i i i
Neuropathy Sensory 30 5 7 0 ly 1 #Includes superficial and deep vein thrombosis and pulmonary embolism
Tearing 8 0 2 0 8.DRUG INTERACTIONS
Neuropathy Motor 7 2 3 1 Altered hearing 5 0 13 2 Docetaxel is a CYP3A4 substrate. In vitro studies have shown that the metabolism of docetaxel may be
Rash/Desquamation 6 0 3 1 modified by the concomitant administration of compounds that induce, inhibit, or are metabolized by
‘Alopecia 5 A 13 NA Clinically important treatment-emergent adverse reactions were determined based upon frequency, severity, and clinical cytochrome P450 3A4. In vivo studies showed that the exposure of docetaxel increased 2.2-fold when it
- impact of the adverse reaction.Related to treatment was co administered with ketoconazole, a potent inhibitor of CYP3A4. Protease inhibitors, particularly
Nail Changes 30 0 8 0 Head and Neck Cancer ritonavir, may increase the exposure of docetaxel. Concomitant use of docetaxel and drugs that inhibit
Nausea 41 3 36 2 Combination therapy with docetaxel in head and neck cancer CYP3A4 may increase exposure to docetaxel and should be avoided. In patients receiving treatment with
Diarrhea 32 > 10 1 Table 10 summarizes the safety data obtained from patients that received induction chemotherapy with docetaxel, close monitoring for toxicity and a docetaxel dose reduction could be considered if systemic
— — docetaxel 75 mg/m? in combination with cisplatin and fluorouracil followed by radiotherapy (TAX323; 174 administration of a potent CYP3A4 inhibitor cannot be avoided.
Stomatitis/Pharyngitis 20 1 8 0 patients) or chemoradiotherapy (TAX324; 251 patients) 9.USE IN SPECIFIC POPULATIONS
Taste Disturbance 0 7 0
— 18 Table 10: Clinically Important Ti E gent Adverse R (Regardless of Relationship) in %,1 kPéegnancy
Ny X . ) N : S g ry
Vomiting 7 2 * 2 Patients with SCCHN 9 I 1 © erapy with Docetaxel in Combination with Dloscet:gmzs been shown to be genotoxic by an aneugenic mechanism. Docetaxel has also been
Anorexia 17 1 14 0 Cisplatin and Fluorouracil Followed by Radiotherapy (TAX323) or Chemoradiotherapy (TAX324) shown to be both embryotoxic and fetatoxic in rabbits and rats, and to reduce fertility in rats.
Cough 12 0 8 0 TAX323 (n=355) TAX324 (n=494) Docetaxel may cause fetal harm when administered to pregnant woman. Therefore, docetaxel must not be
Dyspnea 15 3 9 1 used during pregnancy.
Cardiac left 0 22 1 Docetaxel arm |Comparator arm | Docetaxel arm |Comparator arm Women of child bearing age receiving docetaxel should be advised to avoid becoming pregnant, and to
ardiac lef 10 (n=174) (n=181) (n=251) (n=243) inform the treating physician immediately if pregnancy occurs.
ventricular function Adverse Reaction Any | Grade | any | Grade | Ap, | Grade | pap, | Grade An effective method of contraception should be used by females and males during treatment and for 4
Fatigue 53 5 35 5 (by Body System) % snz 4 % ?’2 4 % %2 4 % %24 months after cessation of docetaxel therapy.
Myalgia 15 0 13 1 Neutropenia 93 76 87 53 %5 84 84 56 9.2 Lactation
~ - Risk Summary
Tearing 10 1 2 0 Anemia 89 9 88 14 90 12 86 10 It is not known whether docetaxel is excreted in human milk. Because of the potential for adverse reactions
Arthralgia 8 1 5 1 Thrombocytopenia 24 5 47 18 28 4 31 11 in nursing infants, breast feeding must be discontinued for the duration of docetaxel therapy.
*Related to treatment Infection 27 9 26 8 23 6 28 5 913 Fertility
Gastric Cancer Febrile neutropenia* 5 N/A 2 N/A 12 N/A 7 N/A IR'Sk S“”?."‘.a ! <tudies. docetaxel h roxic effects b ) nani . t |
Gombination therapy with docetaxel in gastric adenocarginoma Noutremenic mfootion o Twa T 5 Twa | 92 [ wa | s | wa| I on-dlinical studies, docetaxel has genotoxio effects by aneugenic mechanism and may after male
Data in the following table are based on the experience of 221 patients with advanced gastric d - ceezlslgt/}on z;edgrcee‘tgaelezn deiggsgsst: dv\iﬂcl:lé Onogjrﬁ:‘:vggﬁgfoé Ztrn:r E:igr tlo ":;';?ei':wi;r do";;':)(:l ater
adenocarcinoma and no history of prior chemotherapy for advanced disease who were treated with Cancer pain 21 5 16 3 7 9 20 1 o P P! :
docetaxel 75mg/m? in combination with cisplatin and fluorouracil. Lethargy 41 3 38 3 61 5 56 10 9.4 Pediatric Use
- Clini i . P " The alcohol content of Docetaxel injection should be taken into account when given to pediatric patients.
Table 9: Clinically Important Treatment-Emergent Adverse Reactions Regardless of Relationship to
. Y p. "9 9 P Fever in the absence of 32 1 37 0 30 4 28 3 The efficacy of docetaxel in pediatric patients as monotherapy or in combination has not been established.
Treatment in the Gastric Cancer Study L ) N o 5 - :
Docetaxal 75 maimr: Cioolatin 100 oim 1 The overall safety profile of docetaxel in pediatric patients receiving monotherapy or TCF was consistent
ocetaxe! mg/m= + isplatin mg/m- + i with the known safety profile in adults.
cisplatin 75 mg/m2+ fluorouracil 1000 mg/m? Myalgia 10 1 7 0 7 0 7 2 o Y P
fluorouracil 750mg/m? n=224 Weight loss 21 1 27 1 14 2 14 2 9.5 Geriatric Use
twice daily n=221 % In general, dose selection for an elderly patient should be cautious, reflecting the greater frequency of
% Allergy 6 0 3 0 2 0 0 0 decreased hepatic, renal, or cardiac function and of concomitant disease or other drug therapy in elderly
A Fluid retentiont 20 0 14 1 13 1 7 2 patients.
Adverse Reaction Any Grade 3/4 Any Grade 3/4 Edema only 13 0 7 0 12 1 6 1 10. CLINICAL PHARMACOLOGY
Anemia 97 18 93 26 Weight gain only 6 0 6 0 0 0 1 0 10.1 Mechanism of Action
N Docetaxel is an antineoplastic agent that disrupts the microtubular network, essential for cellular functions,
Neutropenia 96 82 83 57 Dizzi 2 0 5 1 16 4 15 2 o N _ . ! " y
- by binding to free tubulin. It promotes tubulin assembly into stable microtubules while preventing
Fever in the absence 36 2 23 1 Neurosensory 18 1 11 1 14 1 14 0 disassembly, leading to dysfunctional microtubule bundles and inhibited mitosis. Unlike most spindle
of infection Altered hearing 5 0 10 3 13 1 19 3 poisons, it doesn’t alter the protofilament count in microtubules.
Thrombocytopenia 26 8 39 14 Neuromotor 2 1 4 1 9 0 10 2
Infection 29 16 23 10 Al : 81 11 43 0 68 4 44 1
Febrile neutropenia 16 N/A 5 N/A Rash/itch 12 0 6 0 20 0 16 1




10.2 Pharmacokinetics

Absorption

Docetaxel’s pharmacokinetic profile is consistent with a three-compartment pharmacokinetic model, with
initial rapid distribution phase and the late (terminal) phase.

Distribution

Mean steady state volume of distribution was 113 L. Docetaxel is approximately 94% protein bound in vitro,
mainly to al-acid glycoprotein, albumin, and lipoproteins. Dexamethasone does not affect the protein
binding of docetaxel.

Elimination

With extended plasma sampling up to 8 to 22 days post infusion, the estimated mean total body
clearance was 18 L/h/m? (range of means: 14 to 23) and mean terminal elimination half-life was 116 hours
(range of means: 92 to 135).

Metabolism

Docetaxel is metabolized by the CYP3A4 isoenzyme in vitro

Excretion

About 80% of the radioactivity recovered in feces was excreted during the first 48 hours as 1 major and 3
minor metabolites with less than 8% as unchanged drug.

11. PHARMACEUTICAL PARTICULARS

11.1 Pack Sizes

For 20mg/mL and 80mg/4mL

Single Vial is packed in unit carton with leaflet.

11.2 Storage Conditions

Store below 25°C. Don’t Freeze.

Protect from light.

11.3 Instructions

To be sold on the prescription of registered medical practitioner only.
Keep out of reach of children.
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For adverse event reporting, kindly email us at
pharmacovigilance@oncogenpharma.com.pk

12. MANUFACTURER

Ld
onc{gen
Oncogen Pharma (Pvt.) Limited.
Plot No: WH-26 & 27-A3, Korangi Creek Industrial Park (KCIP), Karachi 75190, Pakistan.
www.oncogenpharma.com.pk



